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Foreword

he Center for Substance Abuse Treatment

(CSAT) of the Substance Abuse and Mental

Health Services Administration (SAMHSA)

is pleased to present this document Approval

and Monitoring of Narcotic Treatment Programs:
A Guide on the Roles of Federal and State Agencies. Narcotic
treatment programs are the most heavily regulated
substance abuse services. Treatment program staff and
management, as well as State agency officials,
sometimes find Federal regulatory procedures complex
and confusing. This guide was developed to address
some of the questions asked by State agency officials,
program administrators, and sponsors as they begin
working with Federal agencies.

The guide is one of several products recently
developed by the CSAT Methadone Treatment
Improvement Project (MTIP) to provide basic
information to prospective direct care providers. It
presents information about State and Federal

application requirements for program approval and
compliance with ongoing regulatory standards. It may
also serve as a reference for Federal agencies and State
authorities involved in program oversight,
management, and technical assistance.

Information contained herein was prepared in
collaboration with staff from the Food and Drug
Administration (FDA), Drug Enforcement
Administration (DEA), National Institute on Drug
Abuse (NIDA), and the National Association of State
Alcohol and Drug Abuse Directors (NASADAD). We
wish to thank these agencies and their staff for
collaborating in this effort.

Nothing in this guide should be construed as
authorizing or permitting any person to perform an act
that is not permitted under the regulations governing
narcotic treatment programs as cited throughout the
guide, or by any other Federal and State laws.




Executive Summary

he role of Federal and State agencies in

approving, monitoring, and setting policy for

narcotic treatment programs is sometimes

confusing to individuals who want to

sponsor the establishment of a narcotic
treatment program. After reviewing some of the history
of the involvement of Federal and State regulatory
agencies in the treatment of opioid addicts, the guide
offers a step-by-step overview of what to expect from
Federal and State agencies during the process of
program approval and monitoring.

The term “narcotic treatment,” which is uniformly
used throughout the guide, is intended to refer to the
use of a narcotic drug as the primary element of
treatment. While methadone treatment is only one
intervention in a spectrum of services available to
persons with opioid addiction, it is currently the most
frequently used substitution therapy. Thus the approval
and monitoring procedures reviewed in this guide are
applicable to methadone treatment; however, the same
procedures are expected to be used by Federal and State
regulatory agencies to approve programs using other
opioid medication therapies, as they are approved by
the Food and Drug Administration (FDA).

Given that there are many Federal and State agencies
involved in regulating, monitoring, researching,
funding, and providing assistance to narcotic treatment
programs, “who does what” can be very confusing. Yet,
understanding the roles of the various agencies is the
key to operating your program according to the
established standards. The responsibilities for
approving and disapproving, monitoring, and setting
standards for narcotic treatment programs are shared
by the State and Federal agencies.

State approval and monitoring regulations must be at
least as restrictive as the Federal regulations, but States
may have any other regulations that fall within the
authority of State law, as long as there is no conflict
between Federal and State laws that prevents the two
from standing together. For instance, many States have
developed standards more stringent than the Federal
regulations alone.

To permit a narcotic treatment program to operate in
a State, that State is required by the FDA methadone
regulations to designate a State Authority (SA) whose
major role is to review each program application and
determine the need for approving and disapproving
narcotic treatment programs within the State. The need
for a program is based on its proposed proximity to
other programs and service need in the proposed
location.

The SA collaborates with FDA and the Drug
Enforcement Administration (DEA) to ensure that a
proposed program meets minimum quality standards.
SA representatives are allowed to inspect programs for
compliance with regulatory standards and, if necessary,
to recommend revocation of approval to FDA. In
addition, FDA and DEA cannot approve an application
unless the SA concurs.

In partial fulfillment of its responsibilities under the
Federal Food, Drug, and Cosmetics Act, FDA, which is
situated within the Department of Health and Human
Services (DHHS), must ensure the safety and
effectiveness of narcotic drugs. Within FDA this
responsibility is delegated to the Center for Drug
Evaluation and Research. Day-to-day responsibilities
are conducted by the Division of Scientific
Investigations, Regulatory Management Branch, which
is responsible for confirming that all programs using
narcotics are in compliance with Federal narcotic
treatment regulations for maintenance and
detoxification. It is this entity within the FDA that has
the authority to approve or disapprove an application
to establish a narcotic treatment program. Using
procedures developed specifically for narcotic treatment
programs, FDA field investigators monitor program
services by conducting periodic inspection site visits.

Like FDA, DEA, under its Office of Diversion
Control, will conduct program site visits to monitor
compliance with controlled substance laws. DEA is
situated within the Department of Justice and with the
Narcotic Addict Treatment Act of 1974, became
responsible for registering narcotic treatment programs
that use methadone (or other approved narcotic drugs)
in the treatment of narcotic addiction. DEA also ensures
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Executive Summary

that programs are in compliance with controlled
substance laws and requires registration of all programs
in addition to the usual registration of physicians and
pharmacists to prescribe, compound, or dispense
controlled substances.

A further result of the 1974 Narcotic Addict
Treatment Act was the collaboration of the National
Institute on Drug Abuse (NIDA) and FDA to develop
medical standards for using narcotic medications to
treat narcotic addiction. Now a part of the National
Institutes of Health (NIH), NIDA's role is to conduct
research on the effectiveness of narcotic drugs for
maintenance and detoxification, and quality-of-service
issues. NIDA then makes the information on these
research findings available to the other Federal
agencies, In this way, NIDA-supported research
contributes to revisions of standards that are made in
the interest of improving the quality of treatment
services, '

Improving treatment services for individuals who
abuse drugs is the principal function of the Center for
Substance Abuse Treatment (CSAT) of the Substance

viii

Abuse and Mental Health Services Administration
(SAMHSA). As with FDA, DEA, and NIDA, CSAT
works with SAs and other Federal agencies to identify
programmatic and systemwide issues that require
technical assistance or training interventions. CSAT
provides financial support through several different
grant programs to meet the local or regional needs of
targeted areas and special populations. In addition,
CSAT has undertaken a number of initiatives designed
to assist interested parties in developing and evaluating
narcotic treatment services and in improving the quality
of existing programs.

Copies of the pertinent Federal regulations are
provided in this guide as appendices, along with
sample forms. These exhibits are included to assist the
reader in understanding the regulations and application
process. However, nothing in this guide should be
construed as authorizing or permitting any person to
perform an act that is not permitted under the
regulations governing narcotic trcatment programs as
cited throughout the guide, or by any other Federal
and State laws.




Introduction

he roles of Federal and State agencies in

approving, monitoring, and setting policy for

narcotic treatment programs are sometimes

confusing to individuals who want to

sponsor the establishment of a narcotic
treatment program. After reviewing some of the history
of the involvement of Federal and State regulatory
agencies in the treatment of opioid addicts, the guide
offers a step-by-step overview. It covers the basics of
what to expect from Federal and State agencies during
the process of program approval and monitoring.

The term “narcotic treatment,” which is uniformly
used throughout this guide, is intended to refer to the
use of a narcotic drug as the primary element of
treatment. While methadone treatment is only one
intervention in a spectrum of services available to
persons with opioid addiction, it is currently the most
frequently used substitution therapy. Thus the approval
and monitoring procedures reviewed in this guide are
applicable to methadone treatment; however, the same

procedures are expected to be used by Federal and State
regulatory agencies to approve programs using other
opioid medication therapies, as they are approved by
the Food and Drug Administration (FDA).

Use of the following features of the guide will help
clarify the details of each topic reviewed:

e The side bars contain references from Federal
regulations that are included as appendices. You can
use the references to locate and review the standards
for each topic.

¢ The exhibits amplify details and help clarify
interpretations of the regulations. These are intended
to assist you in developing solutions to problems;
they are not mandated strategies.

¢ Copies of relevant portions of the Federal regulations
are provided as appendices. They combine, in a single
source, the most critical information necessary.

o Sample forms required for application are included to
help you complete the actual application forms.




Part I—History of Federal and State
Involvement in Narcotic Treatment

How Did Federal and State
Agencies Become Involved in
Narcotic Treatment Programs?

Treatment modalities for opioid addiction have
changed over time with shifts in social and political
images of opioid addicts. Opicid addiction emerged as
a serious problem in the United States after the Civil
War, when narcotic drugs were widely prescribed to
alleviate acute and chronic discomfort and stress.
During that period, the majority of opioid-addicted
persons were middle- and upper-class women and war
veterans who became addicted through the use of
prescribed medication. Such iatrogenic addiction was
regarded as an unfortunate medical condition, and
sanatoria were established to house and treat addicted
people. The chronic nature of opioid addiction was
evident, however, as many of the people who entered
sanatoria for a cure relapsed to addictive use after
discharge.

By the end of the 19th century, the prevalence of
opioid addiction in Civil War veterans and women
decreased as these people died and doctors became
more cautious in prescribing narcotics to their patients.
At that time, opium smoking was popular among small
groups of Americans but most community leaders
regarded the use of opium to be socially irresponsible
and immoral.

In the early 20th century, the incidence of addiction in
urban areas increased. Young, impoverished European
immigrants, crowded into urban tenements, became
susceptible to addiction. The use of opium, heroin, and
cocaine and the increased crime in poor urban areas
became important concerns to social, religious, and
political leaders.

After World War II, opioid addiction continued in

- urban areas, but shifted from European immigrants to

African-American and Hispanic people who moved
into northern industrial cities as European immigrants
moved into suburban areas. Attitudes toward the addict
changed from compassion and support for women and
veterans who had become iatrogenically addicted to

disdain and stigmatization of poor and minority addicts
in inner-city ghettos.

The first national response to the changing image of
the addict occurred as a legal act of Congress. The
Harrison Narcotic Act of 1914 was passed by Congress
to fulfill the U.S. obligations to uphold the international
agreement of the 1912 Hague Convention. The Harrison
Act was not originally written as a prohibition law, but
as a means to regulate the manufacture, distribution,
and prescription of opiates, coca, and their derivatives
and to decrease opium trade with southeast Asia and
China. The Act made it illegal to possess any of these
drugs unless licensed by the Internal Revenue Bureau of
the Treasury Department. All manufacturers,
pharmacists, and physicians had to be licensed and
keep records regarding narcotics. The Act allowed
physicians to prescribe narcotics for “legitimate medical
purposes” in the course of their “professional practice
only.” It did not permit the prescribing of narcotics for
maintenance, because the U.S. Treasury Department did
not view addiction as a disease and addicts were not
seen as legitimate patients.

The position of the Treasury Department was upheld
in 1919 by a Supreme Court ruling, which in effect
outlawed opioid addiction maintenance treatment. This
interpretation of the Harrison Act led to an era of strong
narcoucs regulation.

In later years, the incidence of addiction and crimes
related to addiction rose dramatically in urban areas.
The Federal Government responded between 1936 and
1938 by opening two U.S. Public Health Service
hospitals for the treatment of addiction. The hospitals,
located in Lexington, Kentucky, and Fort Worth, Texas,
were the principal resources for addiction treatment in
the United States until the 1960s.

Both the legal and medical professions in the United
States were upset by the rise in heroin addiction and its
associated social, criminal, and medical consequences.
In 1956, the Joint Commiittee of the American Bar
Association and the American Medical Association was
formed to review the problem. The committee issued a
report in 1958 that recommended the establishment of
an outpatient clinic to prescribe narcotics on a




Part I—History of Federal and State Involvement in Narcotic Treatment

controlled experimental basis. In 1963, President
Kennedy’s Advisory Commission on Narcotic and Drug
Abuse also recommended that research be conducted to
determine the effectiveness of dispensing narcotics in
outpatient facilities.

The use of methadone for opioid maintenance
treatment began in New York City in 1964 as part of
research conducted by Drs. Vincent Dole and Marie
Nyswander of The Rockefeller University. Because
methadone presented distinct advantages over
morphine as a drug for heroin detoxification (see “What
is Methadone Treatment?”), Dole and Nyswander
began using methadone in a controlled study. The
study team proposed that heroin addiction may be a
metabolic disease resulting from the repeated use of
narcotics.

Successful patient outcomes from this study and
many others in the following years led to the expansion
of methadone treatment for heroin addiction as a major
public health initiative. Legislative actions in the 1960s
acknowledged the necessary role of a medical
intervention toward solving the nation’s narcotic
addiction problem (see exhibit A). With program
expansion came an array of administrative and
programmatic problems, such as overcrowded program
facilities and diversion of medication from patients to
persons not enrolled in a program. Media attention to
these problems fostered a negative public image of
methadone treatment programs.

In the early 1970s White House staff under President
Nixon commissioned the National Institute of Mental

Health (NIMH), in collaboration with several other
Federal offices, to provide policy and program
recommendations for initiatives to respond to the
increase in heroin addiction. At the same time White
House staff invited comments from a nongovernmental
advisory group of professionals in the field of substance
abuse. The NIMH-led group recommended that
methadone be further investigated and not approved as
a treatment method. The non-Federal advisory group
proposed a strategy to rapidly expand all forms of
treatment including methadone treatment. In response
to the policy recommendations, the President named
Dr. Jerome Jaffe as the Director of the Special Action
Office for Drug Abuse Prevention. One of the early
goals of this office was to promulgate FDA regulations
that would govern the use of methadone {o treat opioid
addiction.

In the late 1970s, the Food and Drug Administration
(FDA) and the National Institute on Drug Abuse
(NIDA) jointly promulgated standards for methadone
programs. These standards were developed to provide
a means to regulate the safety and improve the
effectiveness of methadone programs through a formal
approval and monitoring process. The regulations
created State Authorities (SAs) for the purpose of
participating in the process of approving and
evaluating programs. Yet, early regulations were
criticized by practitioners as interfering in the practice
of medicine, and both Federal and State regulations
have been revised several times.

Exhibit A

specifically relate to the control of dangerous drugs.

Major Federal Legislation and the Advent of Federal
Regulation of Narcotic Treatment”

The Narcotic Addict Rehabilitation Act

This legislation stemmed from the perspective that narcotic addiction is an illness for which
treatment services are necessary. Here, treatment included medical, educational, social,
psychological, vocational, and rehabilitation services provided in an institution or through
supervised aftercare. The law provided for the civil commitment of addicts not charged with a
Federal offense to Public Health Service hospitals for treatment, if no comparable care was
available in another appropriate facility. The Act authorized Federal courts to commit to the
Public Health Service eligible narcotic addicts who were charged with a Federal offense and who
desired treatment, in lieu of prosecution for the criminal charge. It allowed the commitment of
addicts who had been convicted of a crime to receive treatment in a Bureau of Prisons facility.

(continued on next page)

*This summary of legislation reviews acts, laws, and proposals that are related to treatment issues or the roles of Federal
agencies involved in the approval and monitoring processes. Many other laws were enacted between 1914 and 1970 that more
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Today, there are nearly 1,000 FDA-approved narcotic
treatment programs in 43 States, 3 territories, and the
District of Columbia. Each year since 1988, from 32 to 45
new methadone treatment programs and 14 to 16
hospital-based detoxification programs have been
approved. Recent changes in patient characteristics
present new challenges for narcotic treatment
providers. The high incidence of HIV infection among
injecting drug users, the changing demographics of the
addicted population, the rapidly developing problem of
multiple-drug-resistant tuberculosis, the epidemic of
sexually transmitted diseases in parts of the country,
and the increase in multiple drug abuse place additional
pressure on programs to offer comprehensive primary
care and public health services to opioid-dependent
individuals.

What Is Methadone
Treatment?

Methadone treatment is one of the most widely used
modes of treatment for opioid addiction. As designed
by Drs. Dole and Nyswander, methadone is a medically
safe and effective treatment. As a treatment for a
chronic medical disorder, methadone treatment offers a
long-term, sometimes permanent, replacement
pharmacotherapy. Through use of this legally
controlled medication, combined with counseling and
other supportive services, many opioid addicts enrolled
in methadone treatment programs are able to stop
illegal opioid and other drug use and return to more
stable, productive lives.

Methadone is a synthetic medication that was
developed in Germany during World WarIl as a
substitute painkiller when morphine was in short
supply. Subsequent clinical research showed that the
drug could be used effectively to treat opioid
withdrawal syndrome by replacing morphine or heroin
with methadone. Yet methadone differs from other
narcotics; when properly prescribed it does not produce
a euphoric or tranquilizing effect. Instead, it relieves the
narcotic craving described by addicts. It is effective
when administered orally, and because it is long-acting
(24-36 houzrs), it can be taken once a day.

Methadone treatment has been used to treat opioid
addiction in the United States since the mid-1960s.
Despite extensive research documenting its
effectiveness in reducing opioid use, decreasing
criminal behavior, and improving health status,
methadone treatment continues to be debated among
medical and health care professionals, substance
abuse providers, public officials, and policy makers.
Some criticize methadone treatment as merely a
substitution therapy that does not end opioid addiction,
while others contend that methadone treatment
provides a valuable mechanism for addressing
important public health issues such as preventing the
spread of HIV infection among injecting drug users.
Other critics are leery about the potential risk of
diversion of narcotic medications by patients who are
allowed to take the medication home, but supporters of
methadone programs believe that close monitoring of
patient compliance with program rules prevents

- medication diversion.

Exhibit A continued

. « (continued from page 4)

treatment programs, including aftercare programs.

Public Law 89-793 made grant funds available to States for demonstration programs for treating narcotic addicts,
the uevelopment of training and educational materials about treating narcotic addiction, the development of
training programs, and surveys evaluating the adequacy of treatment programs. The Law authorized the
Surgeon General to enter into jointly financed agreements with States to develop, construct, and staff addiction

Reorgamzatlon of Federal Agency Tasks

In 1968, responding to inconsistencies and fragmentation of laws related to drug abuse and control,
President Johnson’s administration developed a plan to reorganize the responsibilities of various
agencies involved in control of dangerous narcotics and other drugs. Under this plan, functions

of the Department of Health and Human Services (DHHS) (formerly the Department of Health, Education and
Welfare) and the Treasury Department, with the exception of those involving customs, were merged and
transferred to the Department of Justice as the Bureau of Narcotics and Dangerous Drugs (now the Drug

(continued on next page)
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Exhibit A continued

(continued from page 5)

Enforcement Administration (DEA)). In 1969 recommendations were forwarded to Congress to reorganize
existing laws under one statute that reflected the reorganization plan.

A variety of drug abuse treatment and control bills were introduced in the House of Representatives and the
Senate. All these proposals were attempts to create a more comprehensive drug control and addiction treatment
law.

The Comprehensive Drug Abuse Prevention and Control Act
(P L. 91-513)

This law created a comprehensive statute for drug abuse issues by combining the intent of sections
| of existing laws and expanding on issues not previously addressed. It provided for increased
i research into drug abuse and drug dependence and their prevention; provided for treatment and
rehabilitation of drug abusers and drug dependent persons; and strengthened existing law enforcement
authority and criminal penalties involving illegal trafficking in controlled substances. The law established
requirements for a special registration for physicians treating narcotic addiction. In addition, it established five
schedules of controlled substances according to their potential for abuse. The law authorized the Attorney
General (Department of Justice) to handle the control and diversion aspects of prescribing narcotics, and the
Secretary of the Department of Health, Education and Welfare to handle the safety, effectiveness, and quality
aspects.

One objective of this law was to improve the quality of treatment of narcotic addiction by encouraging private
'| physicians to treat narcotic addicts. By clarifying the policy for acceptable standards of care for treating narcotic
addicts, the law was intended to dispel the fears of prosecution for providing narcotic drugs that had previously
kept physicians from treating addicted patients.

Methadone Regulations (21 CFR Part 291)

The Food and Drug Administration (FDA), in consultation with the White House Special Action
Office for Drug Abuse Prevention (SAODAP), the National Institute of Mental Health (NIMH), and
the Department of Justice published regulations that placed methadone in a legal drug class
between an investigational drug and an approved drug. The regulations allowed methadone to be
used as an analgesic and as a treatment for narcotic addiction through a closed distribution system of approved
pharmacies and methadone treatment programs. The regulations contained procedures for approval of
treatment programs, mandated standards, and procedures for revoking approval for failure to comply with
standards. The regulations required each State’s appropriate official to designate a State Authority (SA) to be
responsible for treatment of narcotic addiction with a narcotic drug within the State or territory.

American Pharmaceutical Association (APhA) Challenge to FDA Regulation.

The APhA challenged FDA regulations regarding the restriction of methadone distribution through

approved pharmacies. This resulted in an amendment to FDA regulations that allowed methadone
- to be dispensed upon prescription through pharmacies for analgesic purposes only, but continued

to restrict distribution for narcotic addiction treatment through approved methadone programs.

Narcotic Addict Treatment Act (P.L. 93-281)

1 This law amended the Comprehensive Drug Abuse Prevention and Control Act of 1970. It

| recognized the use of a narcotic drug in the treatment of narcotic addiction as critical and, for the
first time in Federal law, defined “maintenance treatment.” In an effort to promote closer
monitoring of programs using narcotics for maintenance treatment, the law required separate

(continued on next page)
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Exhibit A continued

« « ({continued from page 6)

registration by DEA of medical practitioners who dispense narcotic drugs in the treatment of narcotic addiction.
Prior to registration by DEA, DHHS must determine that the practitioner is qualified according to established
standards of treatment. The law promoted increased coordination between DHHS and DEA.

Through P.L. 93-282, enacted in 1974, the National Institute on Drug Abuse (NIDA) was established as an
institute independent from NIMH. The authority delegated by DHHS for the treatment of narcotic addiction was
split between NIDA and FDA. NIDA became responsible for determining appropriate standards of treatment for
medical, scientific, and public health aspects of drug abuse. FDA was delegated the authority to determine the
safety and effectiveness of drugs and approve new drugs to be used in narcotic addiction freatment.

Revisions to Methadone Regulations (21 CFR Part 291)

Since 1975, the Commissioner of FDA and the Director of NIDA have worked to jointly publish

| methadone standards required by the Narcotic Addict Treatment Act. The standards were revised

! several times and revisions were published in the March 2, 1989 Federal Register. These regulations
establish methadone as the only narcotic drug currently approved for narcotic addiction treatment, require
methadone maintenance treatment programs to provide comprehensive services in addition to dispensing
methadone, and establish a minimum standard of care that all programs must maintain.

Proposed Revisions to Regulations

1 In the Federal Register of March 2, 1989, FDA and NIDA jointly published a proposed regulation to
revise the conditions for the use of methadone in narcotic treatment programs. This initiative was

2 developed in response to the human immunodeficiency virus (HIV) epidemic in the injecting drug
user population and evidence that methadone treatment is an effective method of limiting the transmission of HIV
among this population. At the same time, many treatment programs were reporting waiting lists for treatment.
The proposal allowed narcotic treatment programs to provide interim maintenance treatment to patients awaiting
placement in comprehensive maintenance treatment and required such programs to provide counseling on
avoidance and transmission of HIV disease. The proposal was intended to allow narcotic treatment programs
greater flexibility in admitting narcotic addicts into treatment.

FDA and NIDA received over 80 comments on the proposed interim maintenance provisions, which revealed
large differences of opinion both on the desirability of adopting the interim maintenance provisions and on a
number of related issues. Several comments stressed the potential importance of interim maintenance in checking
the spread of AIDS while others contended that the resources and funding that participating methadone treatment
programs would have to provide to offer the proposed interim maintenance treatment would be at the expense of
the current comprehensive maintenance treatment and would therefore diminish the role of comprehensive
narcotic treatment programs in reducing injecting drug use.

Because of these differing views and in light of comments urging that an expert meeting be convened to address
the complex issues posed by the proposal, the agencies concluded that it was necessary to solicit additional
information before making a final decision. At a public hearing held February 28, 1990, 28 individuals representing
20 organizations provided testimony before representatives from FDA, NIDA, and other Public Health Service
organizations.

(continued on next page)
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Medication Under Study for
Narcotic Treatment

Given that methadone is only effective for a 24-36 hour
period, ongoing research is examining the effects of a
longer acting medication with similar properties to
methadone. Clinicians believe that longer acting
medications could have practical therapeutic
advantages because patients would receive medication
less frequently, and would need fewer, if any,
take-home medications. Recent studies indicate that

levo-alpha-acetylmethadol (LAAM) has these qualities.

LAAM is a synthetic opioid that, when ingested
orally, has been found to suppress opioid withdrawal
symptoms for up to 72 hours with minimal side effects
(Greenstein et al. 1992). Interim Federal regulations
approving the use of LAAM as a substitution therapy
for opioid addiction became effective July 20, 1993.
(See appendix E.) A final regulation is currently under
review by FDA. This approval applies to the Federal
level only; availability of LAAM within a State will
depend on State-level approvals as well.

What Is Interim Maintenance
Treatment?

Interim maintenance treatment services should be
viewed as a bridge to the comprehensive methadone
treatment system. The January 6, 1993 amendments to
the methadone regulations established two types of

methadone treatment: | I |
comprehensive maintenance - itatio .
treatment and interim maintenance C N
treatment. Interim maintenance

treatment was formulated to assist 21 CFR

in reducing the transmission of 291.505

HIV disease by enabling (a)@)*
comprehensive maintenance

treatment programs to admit an
individual, otherwise eligible for treatment, to interim
maintenance treatment when the comprehensive
maintenance treatment program is unable to admit or
readmit the individual in comprehensive treatment
within 14 days of seeking admission.

Under interim maintenance treatment, patients must
receive appropriate medical services, HIV counseling,
and urine screens in addition to methadone medication.
At a minimum, interim maintenance treatment services

must include an initial urine screen [T
and at least two other urine screens | T i
taken from interim patients during Clta’ﬂON
the maximum 120 days permitted

for interim treatment. Interim 21 CEFR
maintenance treatment programs 291.505

are also advised by Federal (d)(?)*
agencies to perform more frequent

drug testing to assist in assessing
patient needs and priorities for transfer to
comprehensive maintenance programs. After 120 days,
a patient enrolled in interim maintenance treatment
must be transferred to a comprehensive maintenance
program if he or she is still in need of treatment.

Exhibit A continued

Regulations (21 CFR Part 291)

ADAMHA Reorganization Act (P.L. 102-321) and Interim Maintenance Final

_Effective October 1, 1992, section 501 of this act established the Substance Abuse and Mental Health
Services Administration (SAMHSA) within the Public Health Service, consisting of a Center for
Substance Abuse Treatment (CSAT), a Center for Substance Abuse Prevention (CSAP), and a
Center for Mental Health Services (CMHS). SAMHSA was granted authority to coordinate Federal

policy to provide substance abuse treatment services using anti-addiction medications including methadone.

Among the responsibilities of CSAT, formerly the Office for Treatment Improvement, are administering the

Substance Abuse Prevention and Treatment (SAPT) Block Grant, funding demonstration projects, conducting

State and program evaluations, and providing technical assistance to States and block grant subrecipients.

The Act also authorized the Secretary of Health and Human Services, after consultation with the National
Commission on AIDS, to issue regulations for the conditions under which a narcotic treatment program can
provide interim maintenance treatment. On January 6, 1993, the Commissioner of FDA and the Acting
Administrator of SAMHSA jointly issued regulations pertaining to interim maintenance. The regulations also
require all narcotic treatment programs to provide counseling regarding exposure to and transmission of HIV
disease for each patient admitted or readmitted to maintenance or detoxification treatment. <

—

*These citations refer to 21 CFR Part 291—Drugs Used for Treatment of Narcotic Addicts [Revisions]. (See appendix C.)
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Part I—History of Federal and State Involvement in Narcotic Treatment

The interim maintenance treatment regulations are
applicable only to a public or nonprofit private narcotic
treatment program that is approved by the State and
FDA as a comprehensive methadone treatment
program. The interim maintenance regulations permit a

comprehensive maintenance 1
treatment program to provide ey it
interim maintg:lance olzmly with the ] CltathN 1
approval of the chief public health

officer in the State. In the process 21 CFR

of reviewing a request for interim 291.505
maintenance, it is appropriate for ®)(R)(vi)*

the chief public health officer to

consult with the SA.

Interim maintenance freatment must be provided in a
manner consistent with all applicable Federal and State
laws. In addition, all requirements for comprehensive
maintenance treatment, as described in this guide,
apply to interim maintenance treatment, with the
following exceptions:

o The narcotic drug is required to be administered daily

under observation.

Take-home medication is not allowed for any reason.

The initjal treatment plan and periodic treatment plan

evaluation are not required.

¢ A primary counselor is not required to be assigned to

a patient.

Vocational and educational rehabilitation services are

not required. ‘

¢ Interim maintenance cannot be provided for longer
than 120 days in any 12-month period.

Each interim maintenance {reatment program must
establish and follow reasonable criteria for transferring
patients from interim maintenance to comprehensive
maintenance treatment. These transfer criteria should be
in writing and available for inspection. The criteria must

include a preference for pregnant | I |
women in admitting patients to i et i
Lomt e . CltatloN
interim maintenance and in

transferring patients from interim

maintenance to comprehensive 21 CFR
maintenance treatment. The 291.505
interim maintenance program must (d)7y*
notify the chief public health officer

of the State when a patient begins
interim treatment, when a patient leaves interim
maintenance, and before the date of mandatory transfer
to a comprehensive maintenance program. The
program should document such notifications.

The interim maintenance regulation does not require
programs to maintain a specific counselor-to-patient
ratio. However, programs are required fo provide a
number of services, including referrals for
comprehensive medical services, prenatal care, and HIV
testing. Programs should ensure that sufficient
counseling staff are available to provide these services
and respond to patient emergency situations.

Interim maintenance treatment programs, as well as
comprehensive maintenance and detoxification
programs, must provide patients with counseling on
preventing exposure to, and transmission of, HIV

disease. Although HIV testing is
CitatioN

not required by this regulation,
HIV testing is an important
element in reducing the risk of HIV

transmission and must be made 21 CFR
accessible to patients who request 291.505
it. If a program does not provide (D@ @E(C)*

HIV testing on site, then the
program must refer patients who
request testing to facilities where testing is available.
Programs must ensure access to HIV testing through
agreements with HIV testing facilities.




Part

Who Does What? The Roles
of the Various Federal and
State Agencies

Given that there are many Federal and State agencies
involved in regulating, monitoring, researching,
funding, and providing assistance to narcotic treatment
programs, “who does what” can appear very confusing.
Yet understanding the roles of various agencies is the
key to operating your program according to the
established standards. The responsibilities for
approving and disapproving, monitoring, and setting
standards for narcotic treatment programs

are shared between State and Federal agencies (see
exhibit B).

Exhibit B. Roles of Federal and State Agencies

—The Approval and
Monitoring Process

State Agencies
State Authorities (SAs)

Each State is responsible for approving narcotic
treatment program applications and monitoring
compliance with State regulations, licensing, and other
requirements. State approval and monitoring
regulations must be at least as restrictive as the Federal
regulations, but States may have any other regulations
that fall within the authority of State law, as long as
there is no conflict between Federal and State laws that
prevents the two from standing together consi®tently.
Many States have developed more stringent standards,
and in some States methadone treatment is not
available. Since each State may regulate methadone

Approval ® ° ®
Monitoring ® ® b *
Research ° ®
Planning °
Technical Assistance b hd
Program Development ® °
Standard Setting e b ° *
Funding o ®
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treatment, you may find that the rules governing
methadone in your State differ from the Federal rules,
and that the rules vary from State to State. Should you
want to establish a program in more than one State, you
will need to work with each State individually.

Each State choosing to permit a narcotic treatment
program to operate within its borders is required by
FDA methadone regulations to designate an SA. The
SA’s major role is determining the need for approving
and disapproving narcotic treatment programs within
the State. In most States, the SA is the agency that has
responsibility for planning and funding of substance
abuse treatment services in that State; however, this
agency does not always have licensing or regulatory
authority. Your SA will review each program
application for its proximity to other programs and the
service need in the location of the proposed program. In

] many instances, CSAT can provide
— technical assistance to the State in
i CltaﬂON ] determining the need for narcotic

treatment services in a specific
21 CI(‘I?(Z?LSOS Jocality.

2)09); Your SA collaborates with FDA.

21 CFR291.505 | 1,4 DEA to ensure that a proposed
(b)2)(d) program meets minimum quality

standards. SA representatives are
allowed to inspect your program for compliance with
regulatory standards and, if necessary, to recommend
revocation of approval to FDA. Also, FDA and DEA
cannot approve your application unless your SA
concurs. Experience has shown that in many instances
successful narcotic treatment program applicants begin
the process by gathering State information first,
determining if their proposed program will meet State
requirements, and then moving on to Federal standards.

State Chief Public Health Officer

] The chief public health officer of
v s each State is responsible for
| CltathN ] certifying comprehensive
methadone treatment programs to
21 CFR provide interim maintenance
291.505 treatment services to patients who
(b)(2)(vi)* will be offered comprehensive
maintenance services within 120

days of seeking treatment. The
chief public health officer should involve the SA in this
approval process. State certification for interim
maintenance treatment must occur before FDA will act
on a request for program approval.

Federal Agencies

Food and Drug Administration (FDA)

In partial fulfillment of its responsibilities under the
Federal Food, Drug, and Cosmetics Act, the FDA, which
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is situated within DHHS, must ensure the safety and
effectiveness of narcotic drugs. Within the FDA, this
responsibility is delegated to the Center for Drug
Evaluation and Research. Day-to-day responsibilities
are conducted by the Division of Scientific
Investigations, Regulatory Management Branch.

The Regulatory Management Branch is responsible
for confirming that all programs using narcotics are in
compliance with Federal narcotic treatment regulations
for maintenance and detoxification. It is this entity
within the FDA that has the authority to approve or
disapprove your application to establish a narcotic
treatment program. Using procedures developed
specifically for narcotic treatment programs, FDA field
investigators monitor your services by conducting
periodic inspection site visits.

Exhibit C
Federal Initiatives

MTQAS:

NIDA is currently funding a feasibility study for the
development of a Methadone Treatment Quality
Assurance System (MTQAS). The goal of the project
is to examine the feasibility of implementing a
performance-based reporting and feedback system in
methadone treatment programs and whether such a
system would be useful in measuring treatment
effectiveness. Preliminary MTQAS data are expected
to be available by the spring of 1994.

Linkages to Primary Health Care
Services:

Concern over the increase in HIV, TB, and STD
infection rates among injecting drug users has
prompted Federal policy makers to explore options
for increasing the intensity of primary health services
to methadone patients. CSAT is currently exploring
models for using MMTPs to demonstrate the
effectiveness of linking these public health issues,
and NIDA is also funding a number of studies in this
area.

Interagency Methadone Policy Review
Board:

The Interagency Methadone Policy Review

Board provides a forum to discuss and review major
policy issues related to methadone. The FDA, DEA,
NIDA, and CSAT are represented on this board, in
addition to the Veterans Administration and other
Federal policy offices involved in substance abuse
treatment. <




Drug Enforcement Administration (DEA)

Regulation of the diversion of controlled substances is
one of the responsibilities delegated tc the DEA, which
is situated within the Department of Justice. With the
1974 Narcotic Addict Treatment Act, DEA became
responsible for registering narcotic treatment programs
that use methadone (or other approved narcotic drugs)
in the treatment of narcotic addiction and ensuring that
programs are in compliance with controlled substance
laws. In addition to the usual registration of physicians
and pharmacies, DEA requires that you register your
program to prescribe, compound, or dispense
controlled substances. DEA will also conduct site visits
of your program to monitor compliance with controlled
substance laws. These tasks are completed by the
headquarters and regional field offices of the Office of
Diversion Control within DEA.

National Institute on Drug Abuse (NIDA)

NIDA was established in 1974 as one of the institutes of
the Alcohol, Drug Abuse and Mental Health Admini-
stration. Effective October 1, 1992, NIDA became a part
of the National Institutes of Health (NIF). NIDA's role
is to conduct research on the effectiveness of narcotic
drugs used for maintenance and detoxification, in
addition to quality-of-service issues. NIDA makes
information available to the other Federal agencies on
the results of research programs, including new
information on treatment standards for methadone and
other new medications to be used in the treatment of
narcotic addiction. For example, the Narcotic Addict
Treatment Act and regulations were revised to allow
detoxification treatment to extend to 180 days. This
revision was based on NIDA-supported research.

As a result of the 1974 Narcotic Addict Treatment
Act, NIDA worked with FDA to develop medical
standards for using narcotic medications to treat
narcotic addiction. The two agencies jointly
promulgated the methadone regulations that your
program must follow.

Center for Substance Abuse Treatment (CSAT)

CSAT, an agency of SAMHSA, has the principal
function of improving treatment services for individuals
who abuse drugs. CSAT provides financial support
through the Substance Abuse Prevention and Treatment
(SAPT) Block Grant; community demonstration grants;
cooperative agreements; and technical assistance to
States, communities, and treatment providers. These
grant programs target resources to meet local or
regional needs of targeted areas and special
populations. CSAT also works with SAs and the other
Federal agencies to identify programmatic and
systemwide issues that require technical assistance or
training interventions.

Part lI—The Approval and Monitoring Process

Through the Methadone Treatment Improvement
Project (MTIP), CSAT provides technical assistance to
the State alcohol and drug abuse agencies that are
responsible for administering the SAPT block grant and
narcotic treatment programs. In addition, CSAT is
developing treatment guidelines and treatment
improvement protocols for State program
administrators and treatment providers. These
initiatives are designed to assist you in developing and
evaluating narcotic treatment services and in improving
the quality of existing programs.

S0 You Want to Start
a Narcotic Treatment
Program?

Comprehensive Maintenance
Treatment Program

Before you pick the perfect program name and open or
break ground on your new facility, you absolutely must
make three phone calls. First, use the list in appendix G
of this guide to identify the contact person at your SA.
Call to request an application form, instructions, and
any applicable State regulations. The SA will be able to
tell you if there are other State offices that you need to
communicate with regarding licensure or other State
permit or site approval procedures. It is suggested that
you thoroughly review your program plans with the SA
staff to ensure that your program will comply with
State regulations before initiating the Federal process.
As noted earlier in this guide, FDA and DEA cannot
approve your program without State concurrence.

Next, contact the FDA's Division of Scientific
Investigations, Regulatory Management Branch, and
ask for an application package for a methadone
treatment program. (See appendix A)

Third, locate the closest local DEA Field Office
Diversion Unit from the list in appendix B and call to
get an application. When you call DEA it is a good idea
to have a discussion with a Diversion Investigator about
the requirements for security that will be applicable to
your site, Although they are minimal, DEA security
requirements vary with the geographic location, the
patient population of each program, and the potential
security risks of a particular site. You may find it
helpful to inquire about DEA recordkeeping
requirements as well.

Be sure to read the application instructions before
you begin!

Most likely, there will be differences between the
State regulations and the Federal regulations. For
example, some States place lower limits than the
Federal regulations allow for the maximum dose of

13
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Exhibit D. Application Process Flow Chart
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Part II—The Approval and Moritoring Process

methadone that may be prescribed without special
“approval. Your program must be in compliance with
both sets of regulations, and where one standard is
more restrictive than another, you will be expected to
follow the more restrictive requirement,
Federal regulations allow you to request an
exemption to specific Federal program standards

[ provided that you submit a

e . rationale for the request with your
CltahON application. FDA does not often
21 CFR

grant exemptions to the minimum

program standards, so you will
291.505 need to be sure that your program
(d)(11) meets the minimum programmatic
and treatment standards as fully
explained in the regulations. The
same is true for DEA. You are free to apply for an
exemption, but the minimum standards must be met
and exemptions are rarely granted. There are several
situations that are exempted by DEA, however, because

they do not require DEA registration. These exempted
situations are as follows:

o Methadone may be used to detoxify pregnant addicts
in an inpatient hospital setting without separate
registration of the hospital. Contact DEA for approval
for this exemption.

e Patients of existing narcotic treatment programs may

. be dosed while incarcerated without registration of
the jail. Contact DEA for approval for this exemption.

o Physicians who are not registered to conduct a
narcotic treatment program may administer (not
prescribe) narcotic drugs to patients for the relief of
acute withdrawal symptoms while arrangements are
being made to refer the patient for treatment. No
more than a 1-day supply may be administered at a
time. This treatment may last for a maximum of 3
days and may not be renewed or extended.

e A physician or authorized hospital may administer or
dispense narcotic drugs in a hospital to maintain or
detoxify a patient as an adjunct to medical or surgical
treatment of conditions other than addiction, or for
relief of pain when no relief or cure has been found
after reasonable efforts to try other therapies.

Remember, both State and l l
Federal approvals must be obtained | Citaﬁo
before you can operate your '
program! Also, you must obtain 21 CFR 291.505
approval for every different site (b)@3)
from which you will dispense 21 CFR1301.22
medication. (See definition of a (a)(6)
medication unit 21 CFR §291.505 21 CFR 1301.23
(a) (4).) If you are a new provider, (@)
you may want to start with one site

and expand to multiple sites at a later date.
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Interim Maintenance Treatment
Program

Approved comprehensive methadone treatment
programs may seek authorization to provide interim
maintenance treatment. Again, contact your SA for
application instructions. Keep in mind that you must
obtain certification from the chief public health officer
of your State as part of the approval process. The SA
will be able to tell you the appropriate person to contact
in your State public health office. As indicated below,
you still need to follow the applicable Federal
regulations.

What Do I Have to

Do to Complete My
Application?

Each SA will have a different application

process. Follow the instructions. Fill out all

information completely and accurately, and

if you have questions, contact your SA to get help. Your
SA can tell you how many copies of the application are

needed and where they should be sent. Typically, a
State’s package will include:

¢ An application plus application instructions

¢ Information about determining service needs in the
area of the proposed program’s service location

¢ Narcotic treatment program standards

¢ Licensure or other necessary program approval
requirements

In addition, the State may send general information
or application forms for Federal approvals or provide
assistance by coordinating the Federal application
process on your behalf.

State Chief Public Health Officer

Approval

Before FDA will grant approval for interim

maintenance services, you must obtain approval from

your State’s chief public health officer and provide FDA

with certification that:

e The chief public health officer does not object to
interim maintenance treatment in the State.

o The establishment of an interim

maintenance program will not .
adversely imgact on the capacity [] CltahON M
or fiscal support of
comprehensive maintenance 21 CER 291.505 .
treatment programs. b))

o The State ensures that patients (vi)(A-D)
enrolled in an interim

maintenance program will be




transferred to a comprehensive maintenance
treatment program within 120 days.

The Federal government expects States to give
appropriate guidance to narcotic treatment programs in
order to ensure that comprehensive maintenance
treatment is not available within a reasonable
geographic area before admitting an individual into
interim maintenance treatment. Interim maintenance
must be provided in a manner consistent with all
applicable State and Federal laws and regulations. The
chief public health officer may want to consider
developing a procedure through which programs can
fulfill their obligation to notify the State chief public
health officer when a patient begins interim treatment,
when a patient leaves interim treatment, and before the

date of mandatory transfer to a comprehensive program.

FDA Approval

Comprehensive Maintenance Treatment
Program

1

You will receive a packet from

— FDA that contains all the
1 1tat10N Mnecessary Federal forms. These

Federal forms, which are subject
21 CFR 291.501" | 140 change, include the following:

@ FDA Form 2632: Application

21 CFR 2_9,1.'505 for Approval of Use of Narcotic

(QA)(i-i); Drugs in a Narcotic Addiction
()™ Treatment Program

FDA Form 2633: Medical
Responsibility Statement for Use of Narcotic Drugs in a
Treatment Program

FDA Form 2635: Consent to Treatment with an
Approved Narcotic Drug

FDA Form 2636: Hospital Request for Methadone
Detoxification Treatment

DEA Form 363: New Application for Registration
Under Narcotic Addict Treatment Act of 1974

In addition to ‘he forms, you will receive a checklist
for completing the application. Use this checklist (see
appendix A), be::ause this is what the FDA reviewer
will use to evaluate the completeness of your
application!

FDA Forms 2632 and 2636 are —
the application forms. If you are 1 CltahON
applying as a treatment program,
use Form 2632; for hospital

detoxification, use Form 2636. At o
first glance, the forms seem very (c)(;l)(i)

short and quite simple to complete.

This is because the form mainly
asks for assurances of intent to uphold Federal program
standards. However, as indicated on the checklist, there

**This citation refers to LAAM Regulation: Interim Rule. (See appendix C.)

o
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are several attachments that become the body of the

application. These attachments include:

o A description of the organizational structure of the
program that includes the name and complete
address of the central administration or larger
organizational structure responsible for the program,
and a chart indicating the positions and titles of key
personnel.

* A tentative schedule of hours of operation that
shows dispensing hours, counseling hours, and hours
to be worked by physicians, nurses, and counselors.
This schedule should include any work performed
away from the primary dispensing location.

e A list of funding sources that includes the name and
address of each governmental agency providing
funds.

s A diagram and description of the facilities to be
used by the program. The description should
demonstrate how the facilities are adequate for drug
dispensing and for individual and group counseling,.

¢ A statement of the number of patients who will be
treated by the program when operating at full

capacity.

. —
¢ A list of the names and State —
license numbers of all ¥ < fltahON 1
pharmacists, registered nurses,
and practical nurses licensed by
. . 21 CER
law to dispense narcotic drugs
: . : 291.505
who will be working with the "
I s (D))
program. If your program is in a
hospital, you must also submit

the names of all persons responsible for receiving and
securing supplies of narcotic drugs.

s A statement of the name of the individual who will
be responsible for providing rehabilitative guidance
and employment placement services. Should these
services be provided through a contract with another
agency, you must include a statement of the

percentage of services contracted.
CitaﬁoN

s A list of the names and
addresses of hospitals providing
medical services, laboratories
providing drug testing or

analyses, and any facility other 22191C 51:(%
than the primary dispensing site ) 4)’(i) (D)

where methadone will be
dispensed.

» A list of the name and address and a description of
services for each public or private agency that will
be used as a part of the treatment program’s plan to
provide access to counseling and other social services.

¢ An affirmative statement that the program will use
containers having safety closures for take-home
medication.

17
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¢ A description of the manner in which methadone
will be received, stored, prepared, and dispensed at
the primary dispensing location.

A copy of FDA Form 2633 must be completed and
signed by every physician licensed by law to administer
or dispense narcotic drugs at the primary dispensing
location of your program. If the physician is serving as
medical director, he or she must indicate this on the
form. If your medical director is also the medical
director for another treatment program, enclose a
written justification for this arrangement and a
statement of how the medical director will fulfill
his/her time commitment to your program.

FDA Form 2635, Consent to Treatment with an
Approved Narcotic Drug, is used by patients after the
program is in operation. When you sign the application
for program approval (FDA-3632), you are assuring that
your program will use this consent form.

The completed application must demonstrate that
your program meets several required conditions.

e The staff responsible for administering or dispensing
medications must be practitioners as defined by
Section 102 (21) of the Controlled Substance Act.

¢ As the program sponsor, you must be responsible for
all personnel and other individuals providing
services in your facility.

¢ You must ensure that all regulations regarding the
use of narcotic drugs are followed and that all
persons serving patients of your program are
informed of these regulations.

s You must show that you have access to physical
facilities adequate for the provision of all services.

¢ The program must have access to a complete range of
services, and when you sign the application
(FDA-2632), you are assuring that you will provide “a
comprehensive range of medical and rehabilitation
services to patients.”

When you have gathered all of this information and
packaged it in the order suggested on the checklist, send
two sets to FDA (the address is on the application form)
and two sets to your SA. Both FDA and the SA must
each receive at least one application with an original

Signature.

- Interim Maintenance Treatment Programs

1 FDAmustauthorize approved
e comprehensive programs to

I CltahON ] provide interim maintenance

21 CER 291505 | | treatment services. If you are a

®)©2) (vi.) public or private nonprofit

21 CER 291505 methadone treatment program
@) ) approved by FDA to provide
comprehensive maintenance

treatment and there is a need to
provide interim treatment, you
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must submit a request to FDA that includes a written
certification of approval of interim services from the
chief public health officer of your State. The need for
interim maintenance means that your program is
unable to place the individual in comprehensive
treatment within a reasonable geographic area within 14
days of the time the individual attempts to be admitted
to the comprehensive program. The interim program
must establish and follow appropriate and reasonable
criteria for establishing priorities for transferring
patients from interim maintenance to comprehensive
maintenance treatment. These transfer criteria must be
in writing and available for inspection by FDA. Criteria
must include, at a minimum, a preference for pregnant
women in admitting patients to interim maintenance
and transferring patients from interim maintenance to
comprehensive maintenance treatment. The program
should also maintain documentation of notifications to
the State chief public health officer of when a patient
begins interim treatment, when a patient leaves interim
treatment, and before the date of mar.datory transfer to
a comprehensive program.

Request for authorization as an intvrim maintenance
treatment program should be submitted to FDA's
Regulatory Management Branch, as is your original
comprehensive maintenance application. (See
appendix A.)

Should your State chief public health officer decertify
interim maintenance treatment or should your program
not maintain compliance with interim maintenance
treatment standards, FDA will revoke your
authorization for interim maintenance.

DEA Approval

The DEA application is only one N |
page in length. It is included in the oL 1e i
package sent to you by FDA orcan || CltathN
be obtained from your local DEA 21 CFR 130111
office. It is very simple to complete (6

and requires no attachments. An 21 CER 1301.32
application fee must be submitted @)9); (b))
with the application. The FDA

approval number (item 5) should
be left blank because this number is assigned
simultaneously with the DEA-approved program
registration, which is renewed annually, You will be
mailing your application to DEA headquarters (the
address is on the form). Keep the last copy of the
triplicate form for your files and send in the other two
copies. One copy of the form will be forwarded to the
local DEA Field Office for your region.

You will probably save some time and money if you
clarify DEA security, safety, and recordkeeping
requirements for your site before submitting your
application. You can call DEA staff, or send proposed
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Exhibit E
Questions Often Asked About FDA Regulations

What are the minimum staffing requirements for program approval?

Each program must designate a medical director who is responsible for administering medical services
performed by the program. The medical director must be a physician licensed in your State. Other program
staff are required based on the number of patients and the complexity of their problems. (Federal regulations
require narcotic drugs to be administered and dispensed by practitioners licensed under State law, so be sure
to check the State regulations related to program staffing.) 21 CFR 291.505(a)(3); (d)(4)(ii); (d)(5)(1); (d)(6)(c)(ii)

What are the most important recordkeeping requirements that I should know about?

Each program is required fo maintain a confidential and “adequate” patient record. Here, adequate means a
comprehensive record that includes documentation of appropriateness for admission to the program and
documentatior of the services provided to the patient in the form of a treatment plan, progress notes, history,
and medical information. In addition, the program must completely document medication dispensing, drug
testing, and urinalysis results, and the patient record must contain FDA'’s patient consent form. Various
signatures are required for the physician and counselors, as well as documentation of the review of the
treatment plan, and lab results. 21 CFR 291.505 (d)(3)(ii); (d)(6)(v)(A)(3); (d)(13)(i)

Does FDA have requirements for a patient to be admitted to a program?

Yes. FDA methadone regulations establish minimum standards for admission that state that a patient may be
admitted only if the program’s physician determines that the person is physiologically dependent on a
narcotic drug and has been dependent for at least 1 year. This 1 year of dependence may be continual or
episodic. If it is impossible to determine the date that dependence started, the program physician may use
reasonable clinical judgment to determine that there was a 1-year physiologic dependence and may approve
admission of the patient. There are exemptions to these standards for incarcerated persons and pregnant
women. 21 CFR 291.505 (d)(1)(i)

Are there limitations on the dosage of narcotics that can be given to patients?

Yes. A patient may not receive more than 30 mg of methadone as an initial dose, and the total dose for the
first day may not exceed 40 mg unless the medical director documents that 40 mg did not suppress opiate

- abstinence symptoms. Any dose greater than 100 mg must be justified by the program’s physician, and

ingestion must be observed at least 6 days per week. If a patient is to receive take-home medication greater
than 100 mg for more than 1 day, approval must be obtained from FDA and the State. (Some States have
more stringent dosage requirements so be sure to review the State regulations.) 21 CFR 291.505 (d)(6)(1)(A);

(DBIN(C); (D) 6)(v)(D)

Are there requirements for maintaining a treatment plan for each patient?

Yes. An initial treatment plan that outlines short-term goals and behavioral tasks a patient must perform to
complete the goals must he completed within 4 weeks of admission to the program. This treatment plan must
be reviewed and evaluated at least once each 90 days during the first year of treatment and twice a year
thereafter. 21 CFR 291.505 (d)(3)(iv)(A)(1); (A)(3)(V)(A) %

19




Part II—The Approval and Monitoring Process

Exhibit F
Questions Often Asked About DEA Regulations

Do I really have to have my complete security system installed before my program is
approved by DEA?

Yes. DEA will not approve your application until your security system is fully installed and functional. If
you submit your application, DEA is willing to advise about the type of system that would pass an inspection;
and your application will be held until your system is installed. Itis a good idea to discuss security concerns
with DEA before submitting your application. 21 CFR 1301.72-1301.74

What business activity should be checked on my application?

To complete the business activity section of your application you need to review DEA’s definitions of
compounder, detoxification treatment, and maintenance treatment to determine which service or combination
of services you will provide at each site. DEA defines detoxification as the dispensing of medication by
decreasing dosages for a “short-term” period of less than 30 days or a “long-term” period of 30-180 days.
Maintenance means dispensing a narcotic drug for the treatment of narcotic dependence for a period of 21 or
more days. A compounder is any program engaging in maintenance or detoxification that also mixes,
prepares, packages, or changes the dosage form of a narcotic drug for use in maintenance or detoxification by
another narcotic treatment program. So if you prepare medications in one site for dispensing at another site,
your first site is a compounder. In cases where a conflict might arise between definitions of detoxification and
maintenance, the narcotic treatment program must be registered with DEA in the business activity as
maintenance and detoxification program. If a similar classification does not exist on your State application,
the final determination whether the activity is detoxification or maintenance would be made by the SMA.

21 CFR 1301.2(d); (e); (h)

Who qualifies for the exemption from payment of qualifying fees?

Members of the U.S. military, Department of Veterans Affairs, or Public Health Service are exempt from
payment of fees for registration. Also exempt are any official, employes, or other civil officer or agency of the
United States, a State, or municipality who is authorized to purchase, dispense, administer, or conduct
research or instructional activities in the course of that person’s official capacity. 21 CFR 1301.13 (a)

Does DEA have recordkeeping requirements?

Yes. DEA has very strict requirements for records and inventories related to the control of diversion of
narcotic drugs. Before submitting your application, it is a good idea to review your forms and proposed
recordkeeping procedures with a DEA investigator to be sure you will be in compliance. 21 CFR 1304

Does my medical director have to be registered with DEA?

A separate registration is not required for the medical director as long as the physician is solely engaged in the
usual course of business for the program and is licensed ia the State of the program, and no other controlled
substance activities are conducted. However, if the program conducts any controlled substance activity other
than narcotic maintenance or detoxification, a separate registration is needed for those other activities. 21 CFR
1301.22 (a)(3); (6)

Why is the regular review of urinalysis results so important to DEA?

The regular review of urinalysis results can serve as a first indication of a patient’s involvement in drug
diversion. A patient who tests negative for methadone and positive for other illicit drugs may be involved in
drug diversion. DEA considers adherence to medical standards an essential part of diversion control efforts
of a program, and the review and follow-up of urinalysis results are considered critical. <
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[ blueprints or other documentation,

. but it is better to arrange an
CltathN appointment with a DEA field
21 CFR

investigator to review the needs of
1301.71-74

- |

your specific site. As mentioned
earlier, the specific requirements
for security and safety at your
facility are based on the location
and the expected patient
population. When your application reaches the DEA
Field Office, your program will be scheduled for a
preregistration investigation site visit. If your site is
fully functional, with all security systems and diversion
control procedures operational when your application
is submitted, the DEA approval process can be
expedited.

It is also important to clarify your plans for preparing
and dispensing methadone. If you plan to compound
methadone on site for use at the site or transporting to
another site, you will need to apply as both a treatment
program and a compounder.

For Programs That Plan to Perform
Resear

If you plan to conduct research involving patients
served by your program, you will need to comply with
Federal Protection of Human Research Subjects
regulations (45 CFR 46). Should your research involve
the use of an unapproved drug, you will need to submit
a separate application to FDA for approval to use the
drug. Do not use the Investigational New Drug (IND)
process to request exemptions

l ——— . from the minimum program
CltahoN standards!
] T DEA also has a separate

registration process for programs

that will conduct research. This

separate registration does not

21 CPC;R %31'505 exempt a program from meeting
@2 the basic standards required for

all programs. If you plan to do any

21 CFR 312 research that involves the use of
medications, you will need to
21 CFR 1301.32 : .
submit a separate application for
(@)(4)-6) D tr

registration. Obtaining approval
for using medications in a research
protocol can be a very complicated
process depending on the specifications of your project,
so be sure to clarify your plans with DEA before you

begin.
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What Happens to
My Application?

Be prepared for the fact that parts of £
your application will be reviewed ‘
separately by the three regulatory
sources—the SA, FDA, and DEA.
Each will concentrate on different
aspects of the program. The SA will W,

review your application for comphance with State
regulations and usually will examine your program’s
geographic proximity to other programs as a means of
assessing the need for the service in your area. FDA
will review your program for compliance with Federal
Health and Human Service regulations 21 CFR 291.505
and Federal Public Health Service confidentiality
regulations 42 CFR Part 2, focusing on treatment and
programmatic aspects. DEA checks compliance with
the Federal Department of Justice regulations, 21 CFR
1300. DEA staff will look at drug security and drug
control issues and ensure that your program meets the
requirements of the Controlled Substances Act. Each
application review is separate, but as stated earlier,
program approval is dependent on the applicant’s
receiving the approval of all three agencies. If you
are not in compliance with the requirements of any
one set of standards, your total application will be
denied.

The SA Review

As with the application, each SA has its own process for
reviewing applications. You should ask your SA contact

for specifics of your State’s review process, but you can

at least expect that your application will be assigned to
an SA staff person and reviewed for completeness,
accuracy, and available service need in the area of your
program. The reviewer will ensure that your
application documents your intention to comply with
all applicable State regulations for narcotic treatment
programs.

FDA Review

Your application can make it through the FDA review
Pprocess in as little as 2 weeks, assuming that all
information submitted is complete and meets the
minimum requirements. When your application arrives
at the FDA Regulatory Management Branch it will be
assigned to a reviewer. Your application reviewer will
log your application onto the FDA computer tracking
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system. In addition, FDA will notify the SA and DEA
that your application has been received. The reviewer
then looks at your material to be sure that you have
included everything on the checklist and that the items
submitted meet the standards of the Federal
Government. If you are missing items from the
application or if you need to make corrections to meet
regulations, the reviewer will contact you by letter. The
letter will specify which items are missing or deficient
and the corrective actions needed to solve any
problems, You will not be given a stringent time line to
resubmit missing or corrected items, but the faster
things get in, the faster the application moves through
the FDA process.

Exhibit G

What Should I Ask My
SA Contact?

¢ How does the State determine the need for
narcotic treatment programs?

o Is there available capacity in the
neighborhood where I want to open my
program?

s Are there any special regulations for the State
such as patient rights, restrictions on
methadone doses, or restrictions on the length
of time a patient can be maintained on
methadone?

o How are the State regulations different from
the Federal regulations?

» How long will it take to review my
application?

¢ Canlliave the name of the person assigned to
my application so that I may contact that
person if T have questions?

¢ How will I learn about the status of my
application? Will I receive a letter?

e Will T have an opportunity to send follow-up
information should you find problems with
what I have submitted?

22

If you have questions about the application, you
should call FDA for clarification, and the reviewer will
assist you over the telephone in completing the form or
send out samples of the types of information required.

Once your application is  E—
complete, the FDA reviewer will
send you a letter indicating that B CitaﬁON
you have met the requirements of
FDA and that full approval of the 21 CER 291.505
program can be granted only after b))
approval is granted by DEA and Q@)
the SA. FDA then waits to hear
from your SA and DEA regarding
approval or denial of your application. If your
application is approved by all three reviewing agencies,
FDA assigns a program number and issues an official
program approval letter. Also, FDA provides
manufacturers and the public with the names and
locations of approved programs. Once approved, your
program will be added to the FDA Narcotic Treatment
Program Directory.

When you receive your approval letter with your
FDA program number from FDA, you are cleared to
open your program. However, you should confirm
your State approval directly with your SA before you
begin operating your program!

DEA Review

If your application is complete
when it arrives at DEA
headquarters, it is accepted for
filing. If there are minor problems,
the application will be accepted
with a request for more
information. If the application is
considered defective and is not
accepted for filing, it will be returned to you with a
statement of the reasons why it has not been accepted.
You are free to make corrections and resubmit the
application at any time.

The bulk of the DEA review is conducted at the
preregistration investigation site visit. Prior to the
investigation, however, DEA staff will review all
existing information about your program, sponsor, and
medical director. DEA staff will check to see if anyone
associated with the program has had a history of
violations related to drug issues. The investigator will
also check with FDA and the-5A to learn of any
problems related to FDA or State regulations. Once the
investigator is satisfied that there are no outstanding
problems, a site visit will be conducted (see “The
Inspectors Are Here!”).

Generally, the registration process can be completed
in 4 to 6 weeks, depending on how well you have
prepared your site. If you need to make improvements

CitatioN
21 CFR
1301.41




on security, safety, or recordkeeping procedures to meet
DEA requirements, the investigator will provide
technical assistance as necessary and will schedule
another time to come to conduct the preregistration
investigation. The DEA registration is the last approval
you will receive for your program because FDA and SA
approvals are prerequisites to DEA registration.

What Do You
Mean My Program
Application Was
Denied?

Any one of the application reviewers— (¢
FDA, DEA, or the SA—can deny approval
of your application for a variety of reasons.™ \_
If your application is denied, your FDA letter will
indicate which agency denied the application and why
your program was denied. If you have any questions,
contact that agency directly to request clarification.

Application Denial by the SA

Given that each SA has its own application denial
process, contact your SA directly should problems with
the SA review be the cause of denial of your application.
SAs can deny your application if the program does not
comply with State regulations, but they can also deny
your program if there is no documented need for the
program in the area of its location. If you are applying
to open a second program, the SA may deny this
application if you have had a history of problems with
your first program. This includes any problems
reported to the SA by FDA or DEA. In most cases, your
SA will offer technical assistance.

Application Denial by FDA

It is rare that a new application is denied by FDA. This
is because FDA allows each applicant as many
opportunities as necessary to submit the correct
application materials. However, should your

] application be denied, your letter
— from FDA will indicate the reasons
1 CltahON 1 for denial of approval and will
: offer you an opportunity to explain
21 CER any issues through an informal
791.505 conference or in writing, If the
m)(L)-G) reasons for denial can be corrected,
the denial of approval can be
reversed.
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Exhibit H

Most Common Reasons
Programs Are Denied
DEA Registration

» Material falsification of your application
information

¢ Owner, operator, officer, or major stockholder
has been convicted of a drug-related felony

¢ Your State license, registration, or certification
is suspended, revoked, or denied and you are
not authorized by State law to handle
controlled substances

¢ Lack of adequate controls against theft and
diversion

» Your registration is inconsistent with public
interest based upon criteria established in 21
U.S.C. 823(f) «4

Application Denial by DEA

The DEA registration process focuses on security and
control issues, but DEA has the authority to deny
registration based on failure to comply with all
regulations including FDA and State requirements.
Should DEA conduct a preregistration investigation and
find your program in violation of ]

FDA or State regulations, DEAis | s
authorized to cite these issues as CltathN
report. 21 CFR 1301.48

part of the DEA investigation

Shoulé your application be
denied, DEA will issue an order to
show cause as to why the
application should not be denied.
The order to show cause will document the reasons for
denial of the application and will ask you to present
further information at a hearing. During this hearing,
you will have the “burden of proof” to demonstrate that
you are qualified to operate the program, DEA will

expect you to address all issues, including any problems
cited by the SA or FDA.

21 CFR 1301.55 |
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The Inspectors
Are Here!

The Inspectors
Are Here! '

Once you have opened ‘“
your program, you can
expect to be inspected by each regulatory authority at
some point in time. The best thing to do is to be
prepared at all times because these inspections can, and
usually will, occur unannounced. As many experienced
providers know, one of the hardest things to do is to
maintain compliance with every standard all of the
time, but this should be your goal!

Inspections by the SA

Most SAs have some form of on-site visit before the
program begins or within a short time after the program
opens its doors. Since each SA inspection process is
specific to the State, contact your SA to get details about

Exhibit I

Preparing for an
Inspection

o The inspectors look for documentation of
service provision, so if it is not in the record it
did not happen. Be sure to keep records up to
date and document attempts to gather
missing information.

o When the inspector asks to see records, try to
get them in a timely fashion. Be sure to give
complete information. For example, if urine
records or other information are keptin a
different location from the patient record, do
not forget to give them to the inspector.

s If your program has a programwide
exemption, keep a copy of the exemption
letter on site so the investigator will know the
exemption has been approved.

¢ If you have had deficiencies in the past, make
sure to have corrected these problems
according to your corrective action plan. The
investigator will look at the old problems. <
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how to prepare for its visit. Typically, SA staff will
review your physical facility, medication storage and
administration policies and procedures, recordkeeping
practices, medical procedures, and treatment program.
Most likely the SA inspector will look at a sample of
client records and interview staff and patients. In
addition, the inspector may observe medication
administration, urine collection, counseling or case
conference sessions, and staff meetings. N
The SA inspector will conduct an exit interview with
clinical and management staff to discuss the findings of
the visit. Usually, the SA will follow up with written
communication that identifies any problem areas.

Inspections by FDA

Through the network of local district FDA offices, FDA
will assign a field investigator to

your program. Within the I ]
constraints of staffing at each local Stati B
office, FDA will try to inspect your CltatloN
program within 1 year of program

approval, and biannually 21 CFR
thereafter. In addition, FDA is 291.505
mandated to inspect programs that (d)(10)

have had a history of problems to

ensure that promised corrections
have been made. It is the policy of FDA to make
unannounced inspections.

The job of the investigator is to examine the
program’s operations and compare them with the
regulations. It is important to remember that the Federal
regulations are considered minimal standards.

1 When the investigator arrives,
] .y s she or he will present FDA
CltahoN ] credentials. The investigator will
then ask to see the most
21 CFR 291.505 | | responsible person on site; ideally

(8) this would be the program sponsor
42 CFR 2 or the medical director. At this
time, the investigator will issue two
FDA forms, a “Notice of
Inspection” and a “Routine Notice” form. These
documents formally introduce the inspection process
and assure the confidentiality of any patient
information that the investigator will see. The
investigator will look at your physical facility and
examine patient records.

The investigator has the right to
review all records pertaining to
patients. He or she will select a
sample of patient records that
represent a variety of patients,
such as pregnant patients, patients
on exemption, patients with
reduction in pick-up schedules,
and so forth. The investigator will

-] CitaﬁoN
21 CFR 291.505
(d)(10)

21 CFR 291.505
(D)(@3)D




review confidentiality issues. He or she will want to

see that your patient records are properly stored.

Should the inspector find problems, he or she will

make copies of sections of records that document

deficiencies. : '
During the review of the physical facility, the

investigator will go into the medication station and talk

— the nurses about the program’s
— procedures for administering and
1 C1tat10N ] recording medication. He or she
will check to be sure that take-
home doses are properly labeled
21 CFR291.5051| and in the right kind of containers.
(d)(14) The investigator will check for
tracking of lot numbers of

methadone. Although he or she
will look at drug security issues, FDA generally leaves
the major review of this matter to DEA inspectors. The
FDA investigator will look at how returned bottles are
handled and disposed of. He or she will review your
procedures for drug screening and testing to be sure
that you have ways of minimizing the possibility of
falsification. Investigators will also look at general life
safety code and health issues, such as operational
smoke detectors and the availability of toilet paper in
the bathrooms.

Some investigators will discuss issues with program
staff as they conduct the inspection; others may wait
until the conclusion of the visit to release any
information. This is really a matter of style for each
investigator. In either case, the findings of the site visit
will be issued on FDA Form 483, FDA-483 lists the
results of the investigator’s inspection with regard to
any problems with the program. In addition, the
investigator will write a narrative that states any
deviations from the regulations. These issues must be
documented, however, so that anyone reviewing the
information will have references to the deficiencies.
When FDA-483 is issued, the investigator will request a
conference with the most responsible person on site. At
this time, you will be given an opportunity to respond
to the findings by producing additional records that
provide explanations for the findings or address the
issues raised. The conclusions of this discussion are also
included in the investigator’s narrative Establishment
Inspection Report (EIR), which discusses the contents of
FDA-483 in greater detail. In addition, you will have an
opportunity to respond to the findings in writing.
Should any problems arise during the inspection that
seem serious enough, FDA may ask you to attend an
informal meeting with the local district office. In this
case, you will be sent a letter requesting your
attendance at such a meeting. At the meeting you will
be asked to justify the findings of the inspections and
offer corrective action plans.
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If regulatory action may be taken against your
programy, it is a good idea to obtain a copy of the EIR,
which is available from FDA through the Freedom of
Information Act.

Inspections by DEA ——
DEA uses regional field office staff itati

to conduct investigations. These | CltahoN |
visits are always unannounced.

You can expect to be inspected by 21 CER

DEA during the registration 1316.03
application process and

periodically thereafter. DEA will

inspect your program more often if

there are problems that need to be reviewed or if there
have been allegations of impropriety filed about your
program. DEA requires that the program comply with
all security and recordkeeping regulations. Security
includes the review of adherence to FDA standards of
effective medical and counseling interventions
established to minimize diversion by individual
patients. DEA considers violations of these FDA
standards in determining the appropriate action
required to bring the program into compliance.

It is important to note that DEA considers the control
of your drug supply and the potential for diversion to
be a serious programmatic issue. DEA feels that the
program is responsible for monitoring and controlling
diversion. Not only does this mean that security
measures must be effective, it also means that you must
have effective medical and counseling interventions that
minimize diversion by individual patients. In addition,
security and control issues do nof stop at the front door
of your program. DEA will expect you to employ all
possible means to control the actions of patients and
staff in your program to prevent diversion.

In preparation for your site visit, the investigator will
examine ail past reports and available information
about your program. He or she will monitor your
progress on correcting old deficiencies. DEA staff will
also check with FDA and SA staff to discuss any issues
that FDA or the SA have identified during their
inspections.

The DEA review is based on the following physical
security and handling requirements that will vary with
the specifications of your site:

s The type of activity conducted

1
» The type and form of controlled o
substances used CItathN il
¢ The quantity of controlled
substances handled
o The location of the premises and 21 CFR
the relationship of this location 1316.71-74
to the need for security )
o The type of building construction
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o The type of vault, safe, and secure enclosures or other
storage system

¢ The type of closures on vaults, safes, and secure
enclosures :

¢ The adequacy of key control systems and/or
combination lock control systems

* The adequacy of electric detection and alarm systems,
including supervised transmittal lines and emergency
power systems

e The extent of unsupervised public access to the
facility, including the presence of exterior fencing

¢ The adequacy of supervision over employees having
access to storage areas

o The procedures for handling business guests, visitors,
methadone treatment personnel, and nonemployee
service personnel

o The availability of local police or security personnel

o The adequacy of the program’s system for monitoring
the receipt, distribution, and disposition of controlled
substances in its operations.

When the investigator arrives,

I ] -
— he or she will present agency
i Cl’tahON " credentials and a written Notice

of Inspection, DEA Form 82. While
on site, the investigator will

21 CFR examine sec':urity, safety, and

1316.06 recordkeeping practices and
procedures. Specifically, the

investigator will review inventory
records, make a physical count of all the methadone on
hand and verify this with inventory records, review
narcotic order forms, and review dispensing records.
The investigator will review the storage capacity and
security system for the storage of narcotics and will test
all alarm systems. The investigator will also review
your procedures for delivery and receipt of methadone
and the list of persons authorized to receive deliveries.

Following the site visit, the investigator will meet
with management staff from the program to review
results of the site visit. The investigator will help
identify possible solutions to any identified problem
areas. At this meeting, the program director will have a
chance to provide any missing information, answer
remaining questions from the investigator, and discuss
corrective action plans. Following the site visit, the
investigator will contact your narcotic suppliers to
verify your purchase of medications. If your program is
a compounder for other sites, the investigator will also
verify delivery to other locations.

Be sure to take notes during the site visit summary
session because you will not receive a copy of the
summary report on the investigation. The DEA Report
of Investigation is maintained at the field office and a
copy forwarded to headquarters in Washington, D.C.
for review or action.
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They Found
Problems During
My Inspection! f
Now What Do I Do?,

All regulatory authorities offer opportunities to correct
problems they have identified during an inspection.
They are trained to be sensitive to the fact that, at times,
compliance problems may be the result of larger issues,
such as staffing shortages. The regulatory authorities,
however, are there to monitor compliance with
program standards. If problems are apparent, they are
authorized to take action against your program.

Adverse Finding Procedures of the SA

Again, each SA will have its own set of procedures that
are specific to your State. Should you receive
notification of an action against your program by your
SA, get in touch with your SA contact. Usually, an SA

Exhibit ]

Typical Problems That
Can Lead to Adverse
Action by FDA

¢ Missing physician signatures on medication
changes and laboratory results

¢ Missing toxicology reports for various patients
» Missing required physical exams
¢ Incomplete treatment plans

» Inadequate documentation for take-home
medication or authorization given without
FDA approval for take-home medications in
amounts greater than the limits required
based on the amount of time the patient has
successfully been in treatment (e.g., 2 days -
after 3 months, 3 days after 2 years, 6 days
after 3 years). Failure to reduce clinic :
attendance when indicated by urinalysis test
results.

» Missing or incomplete psychosocial
histories. %




will give progressively more stringent warnings before
taking action against your program. Most SAs specify a
formal grievance process in their State regulations.
Typically, an SA will give you an opportunity to
respond to written warnings within a given time period.
SA staff will normally reinspect your program to ensure
that changes have been made. If investigations reveal
significant problems, the SA is authorized to take action
against your program, such as issuing a moratorium on
admissions or removing your State program approval.

Please note that your SA is authorized to recommend
revocation of your program approval to FDA and DEA.
Both FDA and DEA give these recommendations
serious consideration in determining their courses of
action with regard to your program!

Adverse Finding Procedures of FDA

The FDA Regulatory Management Branch (the
organization that originally approved your application)

I has the power to approve or deny
o regulatory action against your
CltaﬁON ] program. If problems are grave

enough, they have the authority to

21 CFR administratively or judicially

291.505 enforce sanctions against you,
® including seizure of medication
supplies, injunctions, approval
revocation, recommendation of
revocation of your DEA registration, civil fines, and
even criminal prosecution. The Regulatory
Management Branch can initiate this without notice!
However, notice is usually provided through several
means.

Notice of violations is first given verbally by the
investigator at the conclusion of the inspection. Written
notification is then provided on FDA-483. Should the
identified problems seem great enough to involve the
Regulatory Management Branch, you could be issued a
“warning letter.” This letter will specify the sections of
the regulations that have been violated, describe the
facts establishing these violations, and state a period of
time for you to submit a corrective action statement as a
response. FDA will most likely conduct a second
inspection visit to ensure that corrective actions have
been implemented. If your corrective action statement is
not submitted in a timely fashion or is unacceptable,
you can be sure that a second site visit will ensue.

It is an indication of a good faith attempt to correct
violations cited in the warning letter if your response to
the letter is comprehensive, specific, and presented
point by point. If you disagree with a charge, it should
be stated clearly and respectfully with supportive
documentation. Be careful not to make any commitment
in your response letter that you do not intend to fully
implement, because the follow-up inspection will look
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closely at how you implemented your proposed
corrections.

If the problems with your program are even worse, or
if they are found to be intentional, flagrant, part of a
history of similar violations, or indicative of a callous
disregard for the health and safety of your patients,

FDA may conclude that 1]
administrative or judicial action g |
should be taken immediately. If I CltathN
this should happen, you will be

notified in writing of the action to 21 CFR 291.505
be taken and offered an (c)(5)(ii)
opportunity for an informal hY(L)-(5)
conference. You will be required to

justify approval of your program,
or revocation action may be immediately initiated. If
your approval is revoked, this decision can be reversed
if you can justify your application to the Commissioner
of FDA'’s Center for Evaluation and Research. If your
program is a multisite program, you should be aware
that if approval is revoked at the primary site, approval
will also be revoked at all medication unit locations.

Adverse Finding Procedures by DEA

Just as with FDA, DEA has authority to take action
against your program should investigators find
violations of regulatory standards. The DEA action may
include an Investigative Warning or Letter of
Admonition for less serious violations; and an
Administrative Hearing, Order to Show Cause, and
civil or criminal actions against the program sponsor,
stockholders, or key staff for serious violations or those
reflecting a continuing disregard for the regulations. In
all cases, DEA will document evidence of
noncompliance with various regulations.

DEA has the authority to proceed civilly or criminally
against violators of law. If problems indicate a threat to
the health and safety of patients or document significant
breaks of security or diversion of narcotics, DEA can
take immediate action against your program. This
means the agency can issue an Immediate Suspension
Order and revoke your registration, close the program,
seize supplies of medications, and recommend that
FDA and the SA revoke their approvals of your
program. If registration is revoked, DEA will issue an
order for this action that specifies the reasons for
revocation, the facts documenting this action, and the
date that revocation is to take effect. Following this
action, however, you are entitled to an Order to Show
Cause hearing, at which time you may appeal the
Immediate Suspension Order.

As indicated earlier, following each inspection, the
investigator will meet with program management staff
to review the results of the inspection. DEA expects that
corrective actions will be implemented within a

27




Part [I—The Approval and Monitoring Process

Exhibit K

Typical Problems That
Can Lead to Loss of DEA
Registration

» Failure to maintain security within the
program and in the area immediately
surrounding the program

e Urinalysis results not regularly reviewed,
which may indicate diversion of medication
by patients

e Failure to report theft or loss of narcotics from
the program

e Evidence of unauthorized access to narcotic
drugs maintained at the facility

o Incomplete recordkeeping and medication
inventories %

reasonable amount of time. Should follow-up site visits
show that no changes have been made, or that new
violations are discovered, DEA will proceed with
additional administrative action as deemed necessary to
bring you into compliance.

- For violations not warranting serious action, DEA
gives notice and you are allowed to take corrective
action. If you have serious repeat and/or multiple
violations, you will receive either a Letter of
Admonition or DEA may request a hearing. The Letter
of Admonition is written to advise you of any violations
that are alleged to have occurred and documents them
in written form. You must respond to this letter with a
written corrective action plan.

I The hearing provides an
ey o opportunity for you and DEA to
I CltahoN ] discuss the necessary corrective
action(s). DEA is authorized to
indicate violations of FDA or State
21 CFR standards as evidence of

1316.31-1316.34 noncompliance. DEA may ask you

to sign a memorandum of

understanding that documents the
corrective actions required and the potential for
registration suspension, civil or criminal action, or
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revocation of registration that could result if you do not
make changes.

Now That My Program
Is Up and Running,
What Do I Do If I Need
to Make Changes?

After your program is operating, you may

find it necessary to make changes in the origina
program design, or, over time, you will have changes in
staffing, vendors, or suppliers with whom you work.
Some of these changes will need to be communicated to
the regulatory authorities, and some will need their
approval before you implement the change.

Amending Program Requirements of
the SA

SAs have different processes for approving program
changes that vary by State. Be sure to check with your
SA contact before you make any changes. You can
expect that the SA will at least require notification of
changes in key staff or program location. In most States,
a change in location will warrant a new application for
approval, and a site visit. In addition, SAs require
notification of temporary and permanent changes in
your program’s protocols, such as the hours of
operation. With changes that impact on patients, the SA
usually requires a written statement that documents
how they will be affected by the change and how their
needs will be met. The SA customarily responds with a
written acknowledgment and a review of the change at
the next site visit.

Amending Program Requirements of
FDA

You must notify FDA when you ]
make certain changes to your T
program, but you may make them | CltatloN |
without FDA approval. These

changes include the following:

s Notifying FDA within 3 weeks if } |21 CFR 291.505
you close a facility that was a (b)(2)(1)
part of the program or add a
program that will not be a site 21 CFR 291.505
for methadone dispensing,. (If ()(2)(ii)
you add a site that will dispense
methadone, you need to submit 21 CFR 291.505
a new program approval (DDEHD)
application.)

» Notifying FDA within 3 weeks if

you change the program sponsor
or medical director.




¢ Notifying FDA immediately if you add, modify, or
eliminate any off-site services.

FDA can be notified by telephone, but be sure to
follow up with a letter.
A variety of other situations also

1

require notification and approval o
bquDA.'These situations include | CltahoN 5
the following:

» Changing the laboratory used for
testing or analysis. 21 CER 291.505

e Placing a patient on a daily dose (A1)
of methadone that is greater than
100 mg with less than 6 days per |121 CFR 291.505
week of observed ingestion. {d)6)(v}(D)

o Exempting an individual patient
from usual participation in the 21 CFR 291.505
methadone administration (d)(6)(vi-vii)
schedule because of job conflicts,
distance traveled to the program,
vacation, and so forth.

* Temporarily changing program
hours of operation because of o
holidays, and so forth. 1 CltahoN 1

¢ Hospital programs acting as
temporary narcotic addict
treatment programs when 21 CFR 291.505
another appropriate facility is H)0)
not available for the patient.

Requests for approval of these
exemptions to the regulations can usually be processed
over the telephone by calling the Regulatory
Management Branch. In such instances, FDA will follow
up its approval by sending you a letter as soon as
possible. FDA logs all program approvals that it grants.
This process serves as the official documentation of the
granting of an approval for an exemption. Any program
changes that are not properly communicated or
approved will be cited as deficiencies on your next
inspectional visit.

Amending Program Requirements of

DEA

I | After you are registered with

o R DEA, any modifications to youx

CltathN registration must be made viaa
written request to the DEA field
21 CFR office prior to implementation.
130161 Your registration is specific to the
approved location and is void if
you move. If you plan to move
your program, contact the DEA
field office well in advance to ensure that you fully
understand the safety and security requirements
specific to the new location.

Part i—The Approval and Monitoring Frocess

My Program Is
Closing! What
Happens Now?

Generally, programs close for one of
two reasons: either they want to, or ) ¢
they have to. Programs that want to close should work
with the SA to develop plans that will ensure an orderly
transfer of patients, records, and assets. Programs that
are required to close should expect to receive
instructions from the SA.

Contacts with Federal agencies in regard to program

closures are straightforward. 1

Programs that decide voluntarily to —
discontinue business should i CltatloN ]
contact the local DEA office prior to

taking such action. The DEA 21 CER
registration certificate and any 1307.14
unused Narcotic Order Forms @)

(DEA Form 222) will need to be 1307.21
returned to DEA, and ‘

arrangements will have to be made to dispose of the
controlled substances properly.

In regard to programs that are closed involuntarily,
the FDA regulations are silent on the procedures that
need to be followed after program approval has been
revoked; DEA regulations in these situations speak only
to that program’s responsibility for securing and
disposing of controlled substances. It is the State AOD
agency that is likely to have policies, guidelines, or
regulations to govern this type of program closure, and
itis usually this entity that oversees and monitors the
event.

The role and responsibility of the SA relative to
program closure varies from State to State, For example,
in some States, the SA may assume all the responsibility
for handling the closure; while in others, it may be a
shared responsibility with a local or regional office of
the State agency. In some States, county officials may
also be involved.

Although the circumstances surrounding program
closures may vary, the foremost concern should be to
ensure continuity of care for patients. They will need to
be referred to other programis for treatment; with signed
consent, their records will have to be transferred to
these programs as well. State agency personnel may
facilitate and assist in this process. In localities where
other methadone treatment programs are not readily
available, the State agency should attempt to make
alternative arrangements.

Records of patients who are no longer in treatment
will need to be secured and maintained for a specified
period of time. Policies governing the location and
ownership of these records vary from State to State; you
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should contact your SA to determine the procedures
you will need to follow.

Finally, publicly funded programs are likely to have
assets, for example furniture and equipment, that were
purchased with Federal and State dollars. These assets
may be confiscated by the State and redistributed
throughout the treatment system.
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Appendix A—FDA Forms and
Information

For copies of the attached forms or more information about the FDA approval and
monitoring process, contact:

Food and Drug Administration
Division of Scientific Investigations
Regulatory Management Branch
7520 Standish Place, Room 115
Rockville, MD 20855

(301) 594-1029

FDA Forms:

a. Form FDA 2632(4/93)  Application for Approval for Use of Narcotic Drugsin a
Narcotic Addiction Treatment Program

b. Form FDA 2633 (6/93)  Medical Responsibility Statement for Use of Narcotic Drugs
in a Treatment Program

c. FormFDA2635(7/93)  Consent to Treatment with an Approved Narcotic Drug

d. Form FDA 2636 (8/92)  Hospital Request for Methadone Detoxification Treatment
e. Form FDA 482 (5/85) Notice of Inspection (sample)

f.  Form FDA 2438b (5/84) Routine Notice to Observe Patient Identifying Information
g. Form FDA 483 (5/85) Inspectional Observations

i.  Checklist Guide for Completing Form FDA-2632, Application for Approval of Use of
Narcotic Drugs in a Narcotic Addiction Treatment Program
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
Food and Drug Administration

IN A NARCOTIC ADDICTION TREATMENT PROGRAM

FORM APPROVED: OMB NUMBER 0910-0140
EXPIRATION DATE: July 31, 1985.

See OMB Statement on Reverse.

APPLICATION FOR APPROVAL FOR USE OF NARCOTIC DRUGS DATE OF SUBMISSION

NOTE: This form is required by 21 CFR 291.505 pursuant to Sec. 303, Controlled Substances Act (21 USC 823) and the Drug
Abuse Prevention and Contro! Act of 1970 (42 USC 275(a)). Failure to report can result in a recommendation for the sus-
pension or revocation of the Narcotic Treatment Program registration,

NAME OF PROGRAM (Name of primary dispensing location)

ADDRESS OF PRIMARY DISPENSING LOCATION (include Zip Code}

TELEPHONE NUMBER, (Include Area Code)

NAME AND ADDRESS OF PROGRAM SPONSOR (include Zip Code)

TELEPHONE NUMBER (inciude Area Cods)

APPROXIMATE NUMBER OF PATIENTS TO BE TREATED AT ANY GIVEN TIME:

Food and Drug Administration

Division of Scientific Investigations (HFD-342)
7520 Standish Place

Rockville, MD 20855

Dear Sir/Madam:

As the persori responsible for this program, | submit this
application in duplicate for approval to use approved nar-
cotic drugs in a program for detoxification and/or main-
tenance treatment for narcotic addicts in accordance with
21 CFR 291.505, standards for Drugs Used for Treatment
of Narcotic Addicts. A copy of this application has been sent
to the State Authority within which State the program is
| located. | understand that FDA and State approvals are
1 necessary to obtain a registration from the Drug Enforce-
ment Administration (DEA).

1. 1 have a copy of, or access to 21 CFR 291.505, Drugs
Used for Treatment of Narcotic Addicts. | have read,
understand and wiil comply with the standards estab-
lished under that regulation which governs the treat-
ment of narcotic addiction with approved narcotic
drugs.

Il. 1 have a copy of, or access to 42 CFR Part 2, Con-
fidentiality of Alcohol and Drug Abuse Patient
Records, published June 9, 1987. | have read and
understand the requirements to maintain the confidi-
ality of alcohol and drug abuse treatment patient
records. | agree to protect the identity of all patients
in accordance with the regulations.

METHADONE LEVO-ALPHA-ACETYL-METHADOL (LAAM) OTHER (Specify)
PROGRAM FUNDING SOURCES (Check each appropriate agency and attach the address of each)
O Nipa 7 Leaa 0 ceTa
O NimH 3 cueNT FeE [J BUREAU OF PRISONS
3 us. courTs [l STATE GOVERNMENT (] VETERANS ADMINISTRATION
[ INDIAN HEALTH SERVICE [ PRIVATE INSURANCE [J PUBLIC HEALTH SERVICE .
T PRIVATE CHARITIES 3 ciTY & COUNTY GOVERNMENT (3 OTHER (Specity)
Commissioner

. I shall comply with the security standards for the dis-

tribution of contralled substances, as required by 21
CFR 1301, Registration of Manufacturers, Distribu-
tors, and Dispensers of Controfled Substances.

IV. A patient records system will be established to docu-

ment and monitor patient care in this program. it shall
be maintained so as to comply with the Federal and
State reporting requirements relevant to narcotic
treatment. A drug dispensing record will be main-
tained to show dates, quantity, and batch or code
marks of the drug administered or dispensed, trace-
able to specific patients. This drug dispensing record
must be retained for a period of three years from the
date of dispensing.

A patient treatment record will be maintained for
each patient, it will contain a signed Form FDA 2635,
“Consent to Treatment with an Approved Narcotic
Drug,” the date of each visit, the result of each uri-
nalysis, a description of any significant physical or
psychological disability, the type of rehabilitative and
counseling efforts employed, an account of the
patient's progress, and other relevant aspecis of the
patient's treatment.

(Continued on Back)

FORM FDA 2632 (4/93) PREVIOUS EDITION OBSOLETE.

(Submit in Duplicate}
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V. Attached is a description of the organizational

structure of this program which includes the name
and complete address of any central administra-
tion or larger organizational structure to which this
program is responsible.

Vi.The Form FDA 2633, “Medical Responsibility

Statement for Use of Narcotic Drugs in a Treat-
ment Program,” is completed and submitted in
duplicate to the Food and Drug Administration and
the State authority by each physician authorized
to administer or dispense narcotic drugs. Attached
is a list of other persons employed by the program
who are licensed by law to administer narcotic
drugs, even if they are not presently responsible
for administering the drug.

X. Attached are the names, addresses, and a descrip-

tion of each hospital, institution, clinical laboratory,
or other facility used by this program to provide
necessary medical and rehabilitative services. The
Food and Drug Administration and State authority
will be advised within three weeks of the addition
or deletion of any facility whish provide service
other than administration or dispensing of medi-
cation,

. Any new dispensing site for this program, includ-

ing medication units shall bs approved by the Food
and Drug Administration and the State authority
prior to its use. The Food and Drug Administra-
tion and the State authority shall be notified within
three weeks of the deletion of any facility used to

Vil. A medical director will be designated to assume dispense narcotic drugs.
responsibility for administering all medical services
performed by the program. if a medical director . | agree to adhere to all rules, directives, and proce-
is responsible for more than one program, the dures, set forth in 21 CFR 291.505, and any regu-
feasiblity of such an arrangement will be lation regarding the use of a narcotic drug for the
documented and submitted to the Food and Drug treatment of narcotic addiction which may be
"Administration. Within three weeks of any replace- promulgated in the future. | shall inform other
ment of the medical director, notification will be individuals who work in this treatment program of
sent to the Food and Drug Administration and the the provisions of this regulation, and monitor their
State authority. activities to assure compliance with the provisions.
. ; : if { am the replaced, the Food and Drug Adminis-
Vill. This program shall provide a comprehensive range : s ? -
of medical and rehabilfiative services to ts patients. trafion and the State authority wil be notified within
The addition, modification -or deletion of any pro- three weeks.
g‘:{g :er:ifw?sstr:?ilci::e reported to the Food and . | understand that failure to abide by the rules,
directives, and procedures described above may
IX. Attached is a diagram and a description of the pro- cause a suspension or revocation of approval of

gram’s facilities which demonstrate that such facil-
ities are sufficiently spacious and well maintained
to provide all necessary program services.

my registration by the Drug Enforcement Adminis-
tration.

PROGRAM SPONSOR (Signature}

DATE

PRINT OR TYPE NAME

Please send two copies of this form to:

Commissioner

Food and Drug Administration

Division of Scientific Investigations (HFD-342)

7520 Standish Place
Rockville, MD 20855

and two coples to the appropriate State methadone authority.

Public reperting burden. for this collection of information is estimated to average 105 minutes per response, including the time for reviewing instructions, searching
existing data sources, gathering and maintaining the data needed, andoompletingandremmngmecwecbonoﬂnbnnabon Send comments regarding this
burden estimate or any other aspect ¢f this coktection of information, including suggestions for reducing this burden to:

Reports Cisarance QOfficer, PHS and to:
Hubert H. Humphrey Building, Rcom 721-B
200 Independance Avenue, S.W.
Washington, DC 20201
Attn: PRA

Office of Management and Budget
Paperwork Reduction Project (0910-0140)
Washington, DC 20503

Pluase DO NOT RETURN this report 1o oither of these addresses.

FORM FDA 2632 (4/93)
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Form Approved: 0910-0140
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: July 31,1995
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

MEDICAL RESPONSIBILITY STATEMENT FOR USE

OF NARCOTIC DRUGS IN A TREATMENT PROGRAM DATE

(Completed by each physician licensed to dispense / administer
a narcolic drug under an approved program)

Note: This form is required by 21 CFR 291.505 pursuant to Sec. 303, Controlled Substances Act (21 USC 823) a Drug Abuse Prevention and
Control Act of 1970 (42 USC 275(a)). Failure 1o report can result in a recommendation for the suspension or sevocation of the Narcotic
Treatment Program registration.

NAME OF PROGRAM (Name of primary dispensing location)

ADDRESS OF PRIMARY LOCATION (Include City, State, Zip Code) TELEPHONE NO. (Include Area Cods)

I. The undersigned agrees to assume responsibility for the administration and dispensing of narcotic drugs under
the above identified program and to abide by the required standards:for detoxification and maintenance treat-
ment described in 21 CFR 291.505, Standards for Drugs Used for Treatment of Narcotic Addicts; Conditions for
Use of Narcotic Drugs. | have read and understand the treatment standards established by the regulations.

. thaveread and understand 42 CFR Part 2, Confidentiality of Alcohol and Drug Abuse Patient Records, published
June 9, 1987. | agree to protect the identity of all patients in accordance with this regulation.

Il. 1f 1 am, or should become medical director, | will assurne responsibility for administering all medical services per-
formed by the program and ensure that the program is in compliance with all Federal, State, and local laws and
regulations regarding medical treatment of narcotic addiction.

PHYSICIAN FURNISHING MEDICAL SERVICES AT THIS LOCATION

IS THE PHYSICIAN ALSC A MEDICAL DIRECTOR? 0O ves O wno
STATE MEDICAL LICENSE NUMBER DEA CONTROLLED SUBSTANCES REGISTRATION NUMBER
TYPED OR PRINTED NAME SIGNATURE

Please send two coples of this completed form to the appropriate State methadone authority and two coples to:
Commissioner
Food and Drug Administration
Division of Scientific tnvestigations (HFD-342)
7520 Standish Place
Rockville, Maryland 20855

Pubilc reporting burden for this coliection of Information is estimated to average 15 minutes per response, including the time for reviewing instruc-
tions, searching existing data sources, gathering and maintaining the data needed, and completing reviewing the collection of information. Send com-
ments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Reports Clearance Officer, PHS Office of Management and Budget
Hubert H. Humphrey Building, Room 721-B Paperwork Reduction Project (0910-0140)
200 Independence Avenus, S.W. and to Washington, DC 20503
Washington, DC 20201

Attn: PRA

Please DO NOT return this report to either of these addresses.

FORM FDA 2633 (6/93) PREVIOUS EDITION IS OBSOLETE.
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DEPARTMENT QF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CONSENT TO TREATMENT
WITH AN APPROVED NARCOTIC DRUG

(Provisions of this form may be modified {.> conform to any applicable State law)

NAME OF PATIENT DATE

NAME OF PRACTITIONER EXPLAINING PROCEDURES

NAME OF MEDICAL DIRECTOR

| hereby authorize and give voluntary consent to the above named Program Medical Director and/or any appropriately authorized
assistants he/she may select, to administer or prescribe the drug(s) methadone and/or Levo-Alpha-Acetyl-Methadol (LAAM) as
an element in the treatrment for my dependence on heroin or other narcotic drugs.

The procedures to treat my condition have been explained to me, and | understand that it will invoive my taking the prescribed
narcotic drug at the schedule determined by the Program Medical Director, or his/her designee, which will help control my depen-
dence on heroin or other narcotic drugs.

It has been explained to me that methadone and LAAM are narcatic drugs which can be harmful if taken without medical supervi-
sion. | further understand that methadone and LAAM are addictive medications and may, like other drugs used in medical prac-
tice, produce adverse results. The alternative mathod of treatment, the possible risks involved, and the possibilities of complications
have been explained to me, but [ still desire to receive methadone and/or LAAM due to the risk of my return to heroin or other
narcotic drugs.

The goal of narcotic treatment is total rehabilitation of the patient. Eventual withdrawal from the use of all drugs is an appropriate
treatment goal. | realize that for some patients narcotic treatment may continue for relatively long periods of time, but that periodic
consideration shall be given concerning my complete withdrawal from the use of all narcotic drugs.

| understand that | may withdraw from this treatment program and discontinue the use of the drug at any time, and | shall be
afforded detoxification under medical supervision.

| agree that | shall inform any doctor who may treat me for any medical problem that | am enrolled in a narcotic treatment program,
since the use of other drugs in conjunction with narcotic drugs prescribed by the treatment program may cause me harm.

I also understand that during the course of treatment, certain conditions may make it necessary to use addional or different proce-
dures than those explained to me. | understand that these alternate procedures shall be used when in the Program Medical Direc-
tor's professional judgement, it is considered advisable.

(See reverse of this form for additional consent elements)

FORM FDA 2635 (7/93) (FRONT) PREVIOUS EDITION IS OBSOLETE.
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FEMALE PATIENTS OF CHILD - BEARING AGE

PATIENTS UNDER 18 YEARS OF AGE

METHADONE PATIENTS ONLY

To the best of my knowledge,! [ am [J am not pregnant
at this time.

Besides the possible risks involved with the long-term use
of methadone, | further understand that, like heroin and other
narcotic drugs, information on its effects on pregnant wom-
en and on their unborn children is at present inadequate to
guarantee that it may not produce significant or serious side
effects.

It has been explained to me, and | understand that metha-
done is transmitted to the unborn child and will cause physi-
cal dependence. Thus, if | am pregnant and suddenly stop
taking methadone, | or the unborn child may show signs of
withdrawal which may adversely affect my pregnancy or the
child. I shali use no other drugs without approval of the Med-
ical Director or his authorized assistant, since these drugs,
particularly as they might interact with methadone, may harm
me or my unborn child. | shall inform any other physcian who
sees me during my present or any future pregnancy or who
sees the child, after birth, of my current or past participation
in a narcotic treatment program in crder that he / she may
properly care for my child and me.

It has been explained to me that after the birth of my child
| should not nurse the baby because methadone is transmit-
ted through the milk to the baby, and this may cause physi-
cal dependence on methadone in the child. | understand that
for a brief period following the birth, the child may show tem-
porary irritability or other il effects due to my use of metha-
done. It is essential for the child’s physician to know of my
participation in a narcotic treatment program so that he / she
may provide appropriate medical treatment for the child.

All the above possible effects of methadone have been ex-
plained to me, and | understand that at present there have
not been enough studies conducted on the long term use of
the drug to assure complete safety to my child. With full
knowledge of this, | consent to its use and promise to inform
the Medical Director or one of his / her assistants immedi-
ately if | become pregnant. '

LAAM MAY NOT BE PRESCRIBED
FOR THESE PATIENTS—
ONLY METHADONE

The patient is a minor, _____ years of age,
born s o .

The risks of the use of methadone have been explained to
(melus) and (I/we) understand that methadone is a drug on
which long term studies are still being conducted and that in-
formation on its effects in adolescents is incomplete. It has
been explained to (mefus) that methadone is being used in
the minor's treatment only because the risk of (his/her) return
to the use of heroin is sufficiently great to justify this treatment.

(Ilwe) declare that participation in the narcotic treatment pro-
gram is wholly voluntary on the part of both the parent(s)/guar-
dians(s) and the patient and that methadone treatment may
be stopped at any time on (my/our) request or that of the pa-
tient. With full knowedge of the potential benefits and possi-
ble risks involved with the use of methadone in the treatment
of an-adolesent, (I/we) consent to its use upon the minor, since
{llwe) realize that otherwise (he/she) shall continue to be de-
pendent upon heroin or other narcotic drugs.

LAAM PATIENTS ONLY

Female patients treated with LAAM maintenance must have
an initial and monthly pregnancy test. There is insufficient
evidence to recommend an appropriate dosage regimen in
pregnant patients. Therefore, LAAM patients who are or be-
come pregnant shall not be started or continued on LAAM,
except by the written order of a physician.

I certify that no guarantee or assurance has been made as 1o the resuits that may be obtained from narcotic addiction treat-
ment. With full knowledge of the potential benefits and possible risks involved, | consent to narcotic treatment, since | realize
that | would otherwise continue to be dependent on herion or other narcotic drugs.

SIGNATURE OF PATIENT DATE OF BIRTH DATE
—_— e

SIGNATURE OF PARENT(S) OR GUARDIAN(S} RELATIONSHIP DATE

SIGNATURE OF WITNESS DATE

FORM FDA 2635 (7/93) (BACK)
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Form Approval: OMB No. 0910-0140
DEPARTMENT OF HEALTH AND HUMAN SERVICES Expiration Date: July 31, 1995.

See Reverse for OMB Statement.
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION HOSPITAL NUMBER
HOSPITAL REQUEST FOR METHADONE DETOXIFICATION TREATMENT

DATE

NOTE: This form is required by 21 CFR 291.505 pursuant to Sec. 303, Controlled Substances Act (21 USC823) and Seqion 4,
Comprehensive Drug Abuse Prevention and Control Act of 1970 (42 USC 275(a)). Failure to report canresultina
recommendation for the suspension or revocation of the Narcotic Treatment Program registration.

NAME OF HOSPITAL
[ADDRESS (include City, State, Zip Code) TELEPHONE NUMBER
(Include Area Code)
| NAME OF PHARMACIST RESPONSIBLE FOR RECEIVING AND SECURING SUPPLIES OF METHADONE
NUMBER OF NUMBER OF BEDS COMMITTED TC METHADONE ANTICIPATED NUMBER OF GRAMS OF METHADONE FOR
BEDSIN TREATMENT (May be expressed in parts, such as tenths) | NARCOTIC ADDICT TREATMENT NEEDED ANNUALLY

HOSPITAL

Commissioner

Food and Drug Administration

Division of Scientific Investigations (HFD-342)
5600 Fishers Lane

Rockville, Maryland 20857

Dear Sir:

As hospital administrator, I submit this request for approval to receive supplies of methadone to bz
used for detoxification treatment in accordance with 21 CFR 291.505. | understand that the failure to
abide by the requirements described below may result in suspension or revocation of registration to

receive shipments of methadone pursuant to the Controlled Substances Act of 1970, as amended by
the Narcotic Addict Treatment Act of 1974,

l. A general description of the hospital including specialized treatment facilities and nature of
patient care to be undertaken is attached.

iI.  Methadone or narcotic addict treatment will be administered or dispensed only for
detoxification treatment of hospitalized patients. | understand that the approval ot this
application is not necessary to permit the hospital to maintain or detoxify a person as an
adjunct to medical or surgical treatment of conditions other than addiction.

. Accurate records shall be maintained showing dates, quantity, and batch or code marks of the

drugs used for inpatient detoxification treatment. The records shall be retained for a period
of three years.

IV.  The Food and Drug Administration, the National Institute on Drug Abuse, and the State
authority may inspect supplies of the drug and evaluate compliance with applicable parts of 21
CFR 291.505. The identity of the patient will be kept confidential (except when it is necessary
to make follow-up investigations on adverse effect information related to the drug, when the
medical welfare of the patient would be threatened by a failure to reveal such information, or
when it is necessary to verify records relating to approval of the hospital or any portion
thereof). The confidentiality requirements or 42 CFR Part 2 shall be followed.

TYPED OR PRINTED NAME OF HOSPITAL ADMINISTRATOR SIGNATURE OF HOSPITAL ADMINISTRATOR DATE

FORM FDA 2636 (8/92) PREVIOUS EDITION IS OBSOLETE
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>

Please send two copies of this form to:

Commissioner

Food and Drug Administration

Division of Scientific Investigations (HFD-342)
5600 Fishers Lane

Rockville, Maryland 20857

and two copies to the appropriate State methadone authority.

Public reporting burden for this collection of information 1s estimated to average 10 minutes per response, including the time
for reviewing instructions, searching existing data sources, gathering and maintaining the data needed, and completing and
reviewing the coliection of information. Send commernits regarding this burden estimate or any other aspect of this collection of
information, including suggestions for reducing this burden to:

Reports Clearance Officer, PHS and to: Office of Management and Budget
Hubert H. Humphrey Buillding, Room 721-B Paperwork Reduction Project (0910-0140)
200 Independence Avenue, S.W. Washington, DC 20503

Washington, DC 20201

Attn: PRA

Please DO NOT return this form to either of these addresses.

FORM FDA 2636 {8/92) Page 2
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

1. DISTRICT ADDRESS & PHONE NO,

2

2. NAME AND TITLE OF INDIVIDUAL

@

4. FIRM NAME

2
>

6. NUMBER AND STREET

o
g a.m.
I
w

AN
PN\

7.CITY AND STATE & ZIP CODE

U.S.C. 374(a)]' and/or Part F or G, Title 11 of the Publi

<< )) \N~ 8. PHONE ¥ & AREA CODE

Notice of inspection is hereby given pursuant to Section {a}{1) of the Kexjeral Food, Drug, and Cosmetic Act {21
Reqjth Service AR YF2 US.C. 262-264]12

9. SIGNATURE (Food and Drug Administration Employee(s). N1

. TYPE OR PRINT NAME AND TITLE (FDA Employee(s))

NA
ections of the F al
quoted below:

Applicable portions of Section 704 andYp
Faod, Drug, and Cosmetic Act [21 U.S.C.}

oses of enforcomeg?of thid@NRapter, officers
or employees duly dpe %y} upon presonting approp-
riate credentials aficg B :
in charge, are a prized {A) to enter, at regahable times, any factory,
warehouse, or e{t® srrttmywhich food, drtéqs davices, or cosmet-
ics are manufact Apacked, or hel , for intraduction into
interstate commer. rmtroducuon, or to enter any vehicle
being used to transp h food, drugs, devices, or cosmetics in
nterstate commerced ginspect, at reasonable times and within
reasonable limits and ¥g gafonable manner, such factory, warehouse,
establishment, or vehiclé and all pertinent equipment, finished and
unfinished materials, containers, and labeling therein. [n the case
of any factory, warahousa, blist or Iting laboratory in
which prescription drugs or restricted devices ars manufactured, pro-
cessed, packed, or held, the inspection shall extend to all things therain
{including records, files, papers, processes, controls, and facilities)
bearing on whathar prescription drugs or restricted devices which are
adultgeratad or misbranded within the msaning of this Chapter, or which
may not be manufactured, introduced into interstate commercs, or
sold, or offered for sale by reason of any provision of this Chaptor, have
been_or are being manufactured, processed, packed, transported, or
held in any such place, or otherwise bearing on violation of this Chapter.
No inspection autharized by the proceding sentence or by paragraph
{3} shali extend to financial data, sales data other than shipment data,
pricing data, personnel data fother than dats as to qualifications of
technical and professional parsonne/tﬁerform/ng functions subject to
this_Act), and tesearch data {other than data, relating to new drugs,
antibiotic drugs and devices and, subject to reporting and inspection
under r?ulanons lawfully issued 5ursuant to section 505(i} or (kl,
section 507(d) ar {gl, section 519, or 520(2), and data relating to
other drugs or devices which in the case of a new drug would be sub-
Ject to feporm?z or inspection under lawful regulations issued pursuant
to section 505(k} of the title, A separate notice shall ba given for sach
such inspoction, but a notice shall not be required for each entry made
during the period covered by the inspection. Each such inspection
shail be co d and leted with bie promp

Sec. 704(e) Every person required under section 519 or 520(3) to main-
tain records and every person who is in charge or custody of such
records shall, upon request of an officer or employee designated by the
Secretary, permit such officer or employee at all reasonable times to
have access to and to copy and verify, such records.

Section 512 {1)(1) In the case of any new animal drug for which an
aﬁproval. of an aprlucanon filed pursuant to subsection b} is in effect,
the applicant shall establish and maintain such records, and make such
reports to the Secretary, of data relating to experience and other data
or information, received or otherwise obtained by such applicant with
respect to such drug, or with respect to animal faeds bearing or con-
taining such drug, as the Secretary may by general regulation, or by
arder with respect to such application, prescribe on the basis of a finding
that such records and reports are necessary in order to enable the
Secretary Yo determine, or facilitate a determination, whether there is
or_may be ground for invoking subsection (e} or subsection (m){4) of
this section. Such regulation or order shall provide, where the Secretary
deems it to be apprapriate, for the examination, upon request, by the

rsons to whom such regulation or order is applicable, of similar in-
‘ormation received or otherwise obtained by the Secretary.

(2} Every person required under this subsection to maintain
records, and every person in charge or custody thereof, shail, upon
request of an officer or employee designated by the Secretary, permit
such officer or employee at all reasonable times to have access to and
copy and verify such records.

2ppplicable sections of Parts F and G of Title 11 Public Health Service
Act [42 U.S.C. 262-264] are quoted below:

Part F - Licensing ~ Biological Products and Clinical Laboratories
and.'l..'

Sec. 351{c) ""Any officer, agent, or employee of the Department of
Heaith & Human Services, authorized by the Secretary for the purpose,
may during all reasonable hours enter and inspect any establishment
for the propagation or manufacture and preparation of any virus,
serum, toxin, antitoxin, vaccine, blood, blood component or deriv-
ative, allergenic product or other product aforesaid for sale, barter, or
exchange in the District of Columbia, or to be sent, carried, or brought
from any State or possession into any other State or possession or into
any foreign country, or from any foreign country into any State or
possessian.’’

Part F — ******Control of Radiation,

Sec, 360 Ala) “if the Secretary finds for good cause that the methods,
tests, or programs related to electronic product radiation safety in a
particular factory, warehouse, or establishment in which electronic
products are manufactured or held, may not be adequate or reliable,
officers or employees duly designated by the Secretary, upon presenting
appropriate credentials and a written notice to the owner, operator, or
agent in charge, are thereafter authorized {1) to enter, at reasonable
times any area in such factory, warehouse, or establishment in which
the manufacturer’s tests (or testing programs) required by section 358
{h} are carried out, and {2) to inspect, at reasonable times and within
reasonable limits and in a reasonable manner, the facilities and proce-
dures within such area which are related to electronic product radiation
safety. Each such inspection shall be commericed and completed with
reasonable promptness. In addition to other grounds upon which good
cause may bé found for purposes of this subsection, good cause will be
considered to exist in any case where the manufacturer has introduced
into commerce any electronic product which does not comply with an
applicable standard prescribed under this subpart and with respect to
which no exemption from the notification requirements has been
granted by the Secretary under section 359{a){2) or 359{e).”

(b} “Every manufacturer of electronic products shall establish and
maintain such records fincluding testing records), make such reports,
and provide such information, as the Secretary may reasonably require
to enable him to determine whether such manufacturer has acted or is
acting in compliarnice with this subpart and standards prescribed pursu-
ant to this subpart and shall, upon request of an officer or employee duly
designated by the Secretary, permit such officer or empioyee to inspect
appropriate books, papers, records, and documents relevant to deter-
mining whether such manufacturer has acted or is acting in compliance
with standards prescribed pursuant to section 359(a).”

senses

{f} “The Secretary may by regulation {1} require dealers and
distributors of electronic products, to which there are applicable stan-
dards prescribed under this subpart and the retail prices of which is not
fess than $50, to furnish manufacturers of such products such infor-
mation as may be necessary to identify and locate, for purposes of
section 359, the first purchasers of such products for purposes other
than resale, and {2} require manufacturers to preserve such information.

FORM FDA 482 (5/85) PREVIOUS EDITION IS OBSOLETE

NOTICE OF INSPECTION

{Continued On Reverse)

41
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Any reguiation establishing a requirement pursuant to clause {1). of the
preceding sentence shall (A) authorize such dealers and distributors to
elect, in lieu of immediately furnishing such information to the manu-
facturer to hold and. preserve such information until advised by the
manufacturer or Secretary that such information is needed by the
manufacturer for purposes of section 359, and {B} provide that the
dealer or distributor shall, upon making such election, give prompt
notice of such election ftogether with information identifying the
natifier and the product) to the manufacturer and shall, when advised
by the manufacturer or Secretary, of the need therefor for the purposes
of Section 359, immediately furnish the manufacturer with the required
information, If a dealer or distributor discontinues the dealing in or
distribution of electronic products, he shall turn the information ove
to the manufacturer., Any manufacturer receiving information pursuant
to. this subsection concerning first purchasers of products for purposes
other than resale shall treat it as confidential and may use it only if
nege(ss)ary for the purpose of notifying persons pursyant to section
359(a),” ’

Sec. 3(6(,) B.{a) it shall be unlawful—
1) *ee

(2) ®=~
(3) "for any person to f3i

refuse to estabfsX or mainYain

records required by this subpart or to'g
any of his duly authorized representat!
records, or to permit entry or inspectic
sectior:.ZiPOA."

it access by the Secret: r
to, or the copying of, such
as required or pursuant to

Part G — Quarantin® nspection

{a) “The Surgégg General, with the approval of the Secretary
ry to prevent the introduction, transmission, or spread of
le diseases from foreign countries into the States or poss
, rom one State or possession into any other State or pos-

For purposes of carrying out and enforcing such regulations,
urgeon General may provide for such inspection, fumigation,

isinfection, sanitati pest extermination, destruction of animals or
articles found to bedo infected or contaminated as to be sources of
dangerous infection to human beings, and other measuras, as in his
judgement may be necessary.”’
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PROGRAM 7348.002 ATTACHMENT D(1)

ROUTINE NOTICE TO OBSERVE

PATIENT IDENTIFYING INFORMATION

(Approval\Number)
N\

CF Number)

TO: (:\

(Sponsor, irector or Agency in Charge)

iven pursuant to 42 CFR
inspection of:

The followingbwritten sta
2.53(a). In connection wi

N

WA
~ \)
(&

initiated on . I agree to comply
with the limitations on re~disclosure and use of patient
identifying information in accordance with 42 CFR 2.53(4d).

(Name and Address of Program)

(Date) (Investigator)

(Name of Agency)

Distribution:
Original-to individual in charge of narcotic treatment program
2 copies-to be attached to District and HFD-342 copies of EIR

PAGE 1

TRANSMITTALNO,  AlIG 1991

COMPLIANCE PROGRAM-ATTACHMENT -8'ix (1}

FORM FOA 24380 {4845

43
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The observations of objectionable conditions and practices liste

on the front of this form are reported: '

1. Pursuant to Section 704(b) of the Federa
Cosmetic Act, or

Drug and

2. To assist firms inspected in c&%&iﬂg with ¥ Acts and
regulations enforced by the poqd an Administration.

Section 704(b) of the Federal ,\B&Qg. and Cosmetic Act (21
USC 374(b)) proy

oS¢

f any such inspection of a factory,
tiflg laworatory, or other establishment, and
p premises, the officer or employee making the
¥'to the owner, operator, or agent in charge a
i writing setting forth any conditions or practices
otterved by him which, in his judgement, indicate that any food,
w! ce, or cosmetic in such establishment (1) consists in
tho rorin part of any filthy, putrid, or decomposed substance, or
(2) has been prepared, packed, or held under insanitary conditions
whereby it may have become contaminated with filth, or whereby
it may have been rendered injurious to health. A copy of such
report shall be sent promptly to the Secretary.”

warehouse, consd
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PROGRAM
ATTACHMENT
TRANSMITTAL NO PAGE
FORM FDA 24385 (2.89) COMPLIANCE PROGRAM
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DISTRICT ADDRESS AND PHONE NUMBER

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

NAME OF INDIVIDUAL TO WHOM REPORT ISSUED PERIOD OF INSPECTION C. F. NUMBER
TO:
TITLE OF INDIVIDUAL TYPE ESTABLISHMENT INSPECTED
FIRM NAME NAME OF FIAM, BRANCH OR UNIT INSPECTED
STREET ADDRESS STREET ADDRESS OF PREMISES INSPECTED
CITY AND STATE (Zip Code) CITY AND STATE (Zip Code)

DURING AN INSPECTJON OF YOUR FIRM (I} {WE) OBSERVED:

EMPLOYEE(S) SIGNATURE EMPLOYEE(S) NAME AND TITLE (Print or DATE [SSUED
SEE REVERSE Type)
OF THIS PAGE
FORM FDA 483 (5/85) PREVIOUS EDITION MAY BE USED. (NSPECTIONAL OBSERVATIONS PAGE OF PAGES
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CHECKLIST GUIDE
FOR COMPLETING FORM FDA-2632

APPLICATION FOR APPROVAL OF USE OF NARCOTIC DRUGS
IN A NARCOTIC ADDICTION TREATMENT PROGRAM

Form FDA-2632 completed and signed by the program sponsor.

The sponsor is the individual, or agent of an organization,
who bears responsibility for assuring compliance with the
requirements of the Methadone Regqulation (21 CFR 291.505).

Form FDA~2633, Medical Responsibility Statement, completed and
signed by each physician licensed by law to administer or
dispense narcotic drugs at the primary dispensing location of
this program. The physician must indicate whether he/she will
be the medical director of the program. The medical director
is the physician ultimately responsible for the policies and
practices of the program related to ordering, prescribing, and
dispensing of drugs at the primary dispensing 1location.
Sponsors, medical directors, and physicians may be one-and-the
same, or different individuals.

If the medical director of this facility is also the medical
director for another treatment program, enclose a written
Justlflcatlon for the feasibility of such an arrangement.
This feasibility statement shall address the portion of the
medical director’s time spent in the treatment of unrelated
medical patients, memberships on boards and committees that
compete for time allocated to the treatment program.

List the names and State license numbers of individuals (other

than physicians) licensed by law to dispense narcotic drugs .

even if they are not at present responsible for administering
or dispensing methadone. These would include pharmacists,
registered nurses, and licensed practical nurses.

Enclose a tentative schedule which shows (1) dispensing hours,
{2) counseling hours, and (3) hours to be worked by
physicians, nurses, and counselors. Any work to be performed
away from the primary dispensing site, should also be stated.

The program must be open for dispensing at least six days per
week.

A description of the organizational structure of the program.
A chart indicating the position and title of key personnel.

A list of the sources of funding, including the name and
address of each governmental agency providing funds.

47
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Page 2 - Checklist Guide

10.

1l.

12.

13.

14.

i5.

16.

48

A diagram and description of the facilities to be used by this
program. Demonstrate how the facilities are adequate for drug
dispensing and for individual and group counseling.

Describe the number of patients who will treated by the
program when it is operating at capacity.

Specify the name of the individual who will be responsible for
providing rehabilitative guidance and employment placement to
the patients. If any of these services are provided off site,
describe the percentage contracted. The use of State or local
employment agencies will not substitute for services required
to be provided by the treatment program.

Provide the name and address of the hospital or hospitals
providing medical services to the patients.

Provide a list containing the name, address, and a description
of each public and private agency, organization, or
institution that will be used as part of the treatment
program’s plan to provide access to counseling, rehabilitative
and other social services (e.g. vocational and educational
guidance, employment placement). The program sponsor must be

able to document that medical and rehabilitative services are
fully available to patients.

Provide the name and address of the laboratory providing the
required drug testing or analyses. The laboratory must affirm
its compliance with all applicable Federal and State
proficiency testing and licensing standards.

Provide the name and address of any facility other than the
primary dispensing site where methadone will be dispensed

either on a regular basis or on weekends, and a service to the
treatment program.

Provide an affirmative statement that the treatment program

will use containers having safety closures for all take-home
medication dispensed*to outpatients.

Describe clearly and concisely the manner in which methadone

will be received, stored, prepared and dispensed at the
primary dispensing location.




Appendix B—DEA Forms and
Information

For copies of the attached forms or more information about the DEA approval and
monitoring process, contact:

Drug Enforcement Administration
Registration Unit

P.O. Box 28083

Central Station

Washington, D.C. 20005

(202) 307-7250

DEA Forms:

a. Form DEA-363 (Apr. 1984) New Application for Registration Under Narcotic
Addict Treatment Act of 1974

b. Form DEA-363a (April 1984) Renewal Application for Registration Under Narcotic
Addict Treatment Act of 1974

c¢.  Diversion Field Offices in Alphabetical Order by Office (July 7, 1992)

49
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F DEA OMB No. 1117-0015
(Apr. 1984) ~ 363 PROGRAM NAME UNITED STATES DEPARTMENT OF JUSTICE
DRUG ENFORCEMENT ADMINISTRATION
NEW P.C. Box 28083
APPLICATION FOR REGISTRATION CENTAAL STATION
UNDER BUSINESS ADDRESS (Do niot use P.O. Box) WASHINGTON, D.C. 20005
NARCOTIC ADDICT TREATMENT ACT For INFORMATION, Call: 202 254.8255
of 1974
PLEASE Print OR Type ALL ENTRIES See “'Privacy Act” Information on Reverse
Y
No registration mav be issued unless a completed cir STATE ZIP CODE Ti;:)SRBBgEK
appheation form has been received (1301.21 CFR 21). USE ONLY

REGISTRATION CLASSIFICATION: Submit Check or Money Order Payable to THE DRUG ENFORCEMENT ADMINISTRATION in Amount of: $20.00. DO NOT send CASH or STAMPS.

1. BUSINESS ACTIVITY: [Check m one only. See Definitions on Reverse Side)

N O MAINTENANCE p J DETOXIFICATION
T [J COMPOUNDER/DETOXIFICATION

R [J MAINTENANCE & DETOXIFICATION
U [J COMPOUNDER/MAINTENANCE & DETOXIFICATION

s [0 cOMPOUNDER/MAINTENANCE

2. DRUG SCHEDRULES {Check Appropriate Schedule(s}) AND

20n 30m  s0Ow  s0v l

DRUG CODES (Must indicate below the Narcotic Drug Code Number(s]) FOR SCHECULES CHECKED

( JC_ JC 10 _ 10 10 |

3. [Jte) CHECK THIS BLOCK IF INDIVIDUAL NAMED HEREON 1S A FEDERAL,
STATE, OR LOCAL OFFICIAL, IF CHECKED, also complete Item 8.

4. [Jiv) cCHECK HERE IF YOU REQUIRE ORDER FORMS.

N\

{a) Are you currently authorized to prescribe , distribute, dispsnse, conduct research , or
otherwise handle the controlled substarnices in tha schedules for which you are spplying,
under the laws of the state or jurisdiction in which you are operating or propose to operate?

O ves Owno

Current State License Number for the State in which
vou are applying for Registration

5. FDA APPROVAL NUMBER [ ]
6. ALL APPLICANTS MUST ANSWER THE FOLLOWING:

(b) Has the applicant bean convicted of a felony in connection with controlled substances
under state or federal law ?
Oves (O wo

{c) Has the applicant ever surrendered a previous CSA registration or had a CSA ragistration
revoked, suspended, or denied ?
Oves Onwno

{d) If the applicant is a corporation, association, or psrtnership; has any officer, partner, or
stockhaolder been convicted of a falony in connection with controlled substances uander

state or federal Jaw ?
Oves O no

If the applicant is a corporation, association, or partnership, has any officer, partner, or
stockholder surrendered a previous CSA registration or had a CSA registration revoked,

suspended or denied ? D YES D NO

tF ANSWER TO QUESTIONS (b}, {¢), {d) or {e) is YES, attach a letter setting forth the
circumstances.

@ ATTACH CHECK HERE @ ‘_'1
X

SiGN
HERE Signature of applicant or authorized individual Date

Title (If the applicant is ¢ corporation, institution, or ather entity, enter
the TITLE of the person signing on behalf of the applicant ((e.g.
President, Dean, Procurement Officer, etc...))

Applicants Business Phone Number (Optional)

7. SUPPLY ANY OTHER CURRENT DEA REGISTRATION NUMBERS

L |

8. CERTIFICATION OF EXEMPT OFFICIAL (Complete only if ftem 3 is checked)

ONLY OFFICERS, EMPLOYEES AND AGENCIES OF FEDERAL, STATE, OR LOCAL
GOVERNMENTS ARE EXEMPT FROM PAYMENT OF REGISTRATION FEES.

(a) Name of governmental unit by whom applicant is employed or of which agency is » part
(e.g., U.S. Public Health Service, Iowa Department of Mental Health, Ohio State University
King's County Hospital, Dallas City Health Clinic, etc...)

(b) s the official whose signature appears in Itemn 6 authorized to obtain from official stock,
dispense, administer, conduct research, instructional activities or chemical analyses

with controlled substances? O ves Ono
{c) Is he authorized to purchaso controlled substances? 0 ves Owno
Signature of applicant's certifying superior Date

Official Title of Applicant’s certifying superior

WARNING: SECTION 843 (al{4) OF TITLE 21, UNITED STATES CODE, STATES THAT
ANY PERSON WHO KNOWINGLY OR INTENTIONALLY FURNISHES FALSE
OR FRAUDULENT INFORMATION IN THIS APPLICATION 1S SUBJECT TO
IMPRISONMENT FGR NOT MORE THAN FOUR YEARS, A FINE OF NOT MORE
THAN $30,000.00 OR BOTH

MAIL the Original and 1 Copy with FEE to tha above address. Ratein 3rd copy for your records.

UOHBULIOJU] PUE SULIO] Y (I—g XIpuaddy
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DEFINITIONS
Maintenance Treatment
The dispensing for a period in excess of twenty-one days, of a narcotic drug in the treatment of an individua! for dependence upon heroin or
other morphine-like drugs.
Detoxification Tréatment
The dispensing for a period not in excess of twenty-one days, of a narcotic drug in decreasing doses to an individual in order to alleviate adverse
as a method of bringing

physiological or psychclogical effects incident to withdrawal from the continuous or sustained use of a narcotic drug,
the individual to a narcotic drug-free state within such period.

Compounder
An entity engaging ift maintenance treatment or detoxification treatment which also changes the dosage form of a narcotic drug for use in
“anintenance treatment or detoxification treatment at other locations. Order forms are required for all transfers by a compounder for off-site use.

PRIVACY ACT INFORMATION

2

Authority: Section 302 and 303 of the Controlled Substances Act of 1970 (PL 91-513)

Purpose: To obtain information required to rogister applicants pursuant to the Controlled Substances Act of 1970 (PL 91-513)

Routine Uses: The Controlled Substances Act Registration Records produces special reports as required for statistical analytical
: purposes. Disclosures of information from this system are made to the following categories of users for the

purposes stated:
A. Other Federal law enforcement and regulatory agencies for law enforcement and regulatory purposes
B. State and local law enforcement and regulatory agencies for law enforcement and regulatory purposes

C. Persons registered under the Controlled Substances Act (Public Law 91-513) for the purpose of verifying
the registration of customers and practitioners

Effect: Failure to complete form will preclude processing of the application.

uonewIoju] pue sutiod vad—g xipuaddy




€9

Form DEA - 363a
(Aprit 1984)

APPLICATION FOR REGISTRATION

NARCOTIC ADDICT TREATMENT ACT

PROGRAM NAME AND ADDRESS

RENEWAL

UNDER

OF 1974
Plsase PRINT or TYPE all Entrigs

OMB No. 1117-0015 |- NOTE: FEE CHANGE
Retain Copy 2. Mail First Copy with Fee to:

UNITED STATES DEPARTMENT OF JUSTICE
DRUG ENFORCEMENT ADMINISTRATION
P.O. Box 28083
CENTRAL STATION
WASHINGTON, D.C. 20005

For INFORMATION, Call: (202) 254-8255

No registration may be issued unless a completed OEA . VOUR CURRENT
apptication form has been received {(1301.21 CFR 21). REGISTRATION REGISTRATION . )
NUMBER EXPIRES ON See “Privacy Act” Information on Reverse

REGISTRATION CLASSIFICATION: submit Check or Money Order Payable to THE DRUG ENFORCEMENT ADMINISTRATION in the Amount of $20.00.
BUSINESS ACTIVITY: (Check B one only.}

1.

n 1 MANTENANCE p [0 DETOXIFICATION R D MAINTENANCE & DETOXIFICATION s [0 ccMPOUNDER/MAINTENANCE
T [0 COMPOUNDER/DETOXIFICATION u [0 cOMPOUNDER/MAINTENANCE & DETOXIFICATION

2. DRUG SCHEDULES (Chack Appropriate Scheduls(s)) AND DRUG CODES (Must indicate below the Narcotic Drug Code Number(s))

2 Oun 3 Om s Ow e Ov I ] jl ]l ]r ]L 1r
3. O {E} CHECK THIS BLOCK IF INDIVIDUAL NAMED HEREON IS A FEDERAL, 6. SUPPLY ANY OTHER CURRENT DEA REGISTRATION NUMBERS

STATE, OR LOCAL OFFICIAL. IF CHECKED, ALSO COMPLETE ITEM 7.

4. FDA APPROVAL NUMBER l j l T l
5. ALL APPLICANTS MUST ANSWER THE FOLLOWING: 7. CERTIFICATION OF EXEMPT OFFICIAL (Complete only if item 3 is checked)

{a) Are you currently authorized to prescribe, distribute, dispense, conduct research, or JONLY OFFICERS, EMPLOYEES AND AGENCIES OF FEDERAL, STATE. OR LOCAL
otherwise handle the controlled substances in the schedules for which you are applying, GOVERNMENTS ARE EXEMPT FROM PAYMENT OF REGISTRATION FEES. ADDRESS ABOVE
under the laws of the state or jurisdiction in which you are operating of propose to MUST REFLECT THAT OF THE GOVERNMENTAL OR STATE UNIT BY WHOM APPLICANT IS

te? EMPLOYED.
operate’ Clves Ow~o
. i i \ ich [ G
indicate current State License Number(s) O Baparimvant of Mantal Hoalthy Onao State Unveraity, Ring:s County Hosora! Daiae Gty Hoalth
‘ if State authorization is not required, indicate N/A on line above. Clinic, etc...)
{b) Has the applicant been convicted of a felony in connection with controlled substances under
o state or federal law?
¢ Cves [Ono
< (c) Has the applicant ever surrgndsred a previous CSA registration or had a CSA registration {b) Is the official whose signature appears in item 5 authorized to:
8 revoked, suspendod, or denied? E] YES D NO 1) obtain from official stock, dispense, administer, conduct research, instructional activities or
& (d) If the applicant is a corporation, association, or partnership, has any officer, partner or chemical analyses with controiled substances? DO ves 0O no
T stockholder been convicted of a felony in connection with controlled substances under
S state or faderal law? Elves CIno 2) purchase controlled substances? O ves O no
< .
s': (e} If the applicant is a corporation, association, or partnership, has any officer, partner or
< stockhoider surrendered a previous CSA registration or had a CSA reglstration revoked,
suspended, or denied? Oves 1 no
. Signature of applicant’s certifying superior Date

IF ANSWER TO QUESTIONS (b) (c) (d) or (e) is YES, attach a letter setting forth the
circumstances.

SIGN

. HERE Signature of applicant or authorized individual Date

Title (If the applicant is a corporation, institution, or other entity, enter
the TITLE of the person signing on behalf of the applicant {(s.g9.
Prasident, Dean, Procurement Officer, 8tc...))

Appli ] Phone Number {Op /

Ollicial Title of Applicant’s certifying superior

WARNING: SECTION 843 (a) (4) OF TITLE 21, UNITED STATES CODE, STATES THAT ANY
PERSON WHO KNOWINGLY OR INTENTIONALLY FURNISHES FALSE OR
FRAUDULENT (INFORMATION [N THIS APPLICATION 1S SUBJECT TO
IMPRISONMENT FOR NOT MORE THAN FOUR YEARS, A FINE OF NOT MORE
THAN $30,000.00 OR BOTH.

MAIL the First Copy with FEE to the above address. Retain copy for your records.

UoneULIONU] pue SUlIo] VI(—g XTpuaddy
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AUTHORITY:
PURPOSE:

ROUTINE USES:

EFFECT:

PRIVACY ACT INFORMATION

Section 302 and 303 of the Controlled Substances Act of 1970 (PL 91-513)

To obtain information required to register applicants pursuant to the
Controlled Substances Act of 1970 (PL 91-513)

The Controlled Substances Act Registration Records produces special
reports as required for statistical analytical purposes. Disclosures of
information from this system are made to the following categories of
users for the purposes stated:

A. Other Feceral law enforcement and regulatory agencies for law
enforcement and regulatory purposes.

B. State andlocal law enforcement and regulatory agencies for law
enforcement and regulatory purposes.

C. Persons registered under the Controlled Substances Act (Public
Law 91-513) for the purpose of verifying the registration of
customers and practitioners.

Failure to complete form will preclude processing of the application.
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Appendix B—DEA Forms and Information

DIVERSION FIELD OFFICES

IN ALPHABETICAL ORDER BY OFFICE

ALBUQUERQUE RESIDENT OFFICE
4775 Indian School Road, N.E.
Suite 100

Albuquerque, NM 87110

ATLANTA DIVISION
75 Spring Street, SW
Room 740

Atlanta, GA 30303

BALTIMORE DISTRICT OFFICE
955 Federal Building

31 Hopkins Plaza

Baltimore, MD 21201

BOSTON DIVISION
50 Staniford Street
Suite 200

Boston, MA 02114

BUFFALQ RESIDENT OFFICE
28 Church Street, Suite 300
Buffalo, NY 14202

. CAMDEN RESIDENT OFFICE

1000 Crawford Place Ste. 200
Mt. Laurel, NJ 08054

CHARLESTON RESIDENT OFFICE
2 Monongalia Street, Suite 202
Charleston, WV 25302

. CHICAGO DIVISION

. 500 Dirkson Federal Bldg.
219 S. Dearborn St., Ste. 500
Chicago, IL 60604

JULY 7, 1992

S/l Barry Halsey
& Chris Widaski
{505) 262-6283
(505) 262-6186 (fax)

G/S Robert Williamson
{404) 331-7328
(404} 331-7340 (fax)

G/S Robert Bickel
{410) 962-7580
(410) 962-3470 (fax)

G/S Nancy M. Traub
(617) 557-2192
(617) 557-2135 (fax)

G/S Sean Mahoney
(716) 846-5241
(716) 846-5160 (fax)

S/l Maureen O’Keefe
{609) 757-56407
(609) 757-5006 (fax)

S/l Randy Rine
(304) 347-5209
(304) 347-5212 (fax)

G/S Joseph L. Rhodes
(312) 353-6839

G/S Thomas Crow
(312) 353-9161
(312) 886-8439 (fax)

Jurisdiction
New Mexico

Jurisdiction
Georgia & South Carolina

Jurisdiction
Maryland {Except
Washington, D.C. suburbs)

Jurisdiction

Maine, Massachusetts,
Vermont, Rhode Island,
New Hampshire

Jurisdiction
Western & Central
New York

Jurisdiction
Southern New Jersey

Jurisdiction
West Virginia

JurisdiCtion
Central& Northern
lllinois
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CLEVELAND RESIDENT OFFICE
Courthouse Square

310 Lakeside Ave., Ste. 395
Cleveland, OH 44113

COLUMBUS RESIDENT OFFICE
78 East Chestnut

Room 409

Columbus, OH 43215

DALLAS DIVISION
1880 Regal Row
Dallas, TX 75235

DENVER DIVISION
115 Inverness Drive East
Englewood, CO 80112

DES MOINES RESIDENT OFFICE
Federal Building, Rm. 937

210 Walnut Street

Des Moines, IA 50309

DETROIT DIVISION
357 Federal Building
231 W. Lafayette
Detroit, M| 48226

FRESNO RESIDENT OFFICE
1260 M. Street, Rm. 200
Fresno, CA 93721

FT. LAUDERDALE RESIDENT OFFICE

1475 W. Cypress Creek Road
Suite 301
Ft. Lauderale, FL 33309

GREENSBORO RESIDENT OFFICE
2370 W. Meadowview Road
Suite 224

Greensboro, NC 27407
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G/S James Crawford
(216) 522-3705 X349
(216) 522-3704 (fax)

G/S Gerald R. Kopp
(614) 469-2595
(614) 469-5788

G/S Robert Wimberly
(214) 767-7250
(214) 767-7139 (fax)

G/S Michael Mapes
(303) 784-6381
(303) 784-6414 (fax)

S/l David Law
(515) 284-4700
(515) 284-4920 (fax)

G/S James Geldhof
(313) 226-2972

G/S James Tillman
(313) 226-6235
(313) 226-6145 (fax)

S/I Kenneth Lott
(209) 487-5402
(209) 487-5287 (fax)

G/S Louis Fisher
(305) 366-7740
(305) 365-7703 (fax)

G/S Judett R. Black
(919) 333-5052
(919) 333-5414 (fax)

Jurisdiction
Northern Ohio

Jurisdiction
Central & Southern
Ohio

Jurisdiction
Northern Texas

Jurisdiction
Colorado &
Wyoming

Jurisdiction
lowa

Jurisdiction

Michigan

Jurisdiction

Central California

Jurisdiction
South Central
Florida

Jurisdiction
North Carolina



HARRISBURG RESIDENT OFFICE
P.0O. Box 557
Harrisburg, PA 17108

HARTFORD RESIDENT OFFICE
450 Main Street

Room 628

Hartford, CT 06103

HONOLULU RESIDENT OFFICE
300 Ala Moana Bivd., Rm 3129
P.O. Box 50163

Honolulu, HI 96850

HOUSTON DIVISION
333 West Loop North
Suite 300

Houston, TX 77024

INDIANAPOLIS RESIDENT OFFICE
575 N. Pennsylvania, Rm 290
Indianapolis, IN 46204

KANSAS CITY RESIDENT OFFICE
8600 Farley, Ste. 200
Overland Park, KS 66212

LITTLE ROCK RESIDENT OFFICE
10825 Financial Parkway

Suite 317

Little Rock, AR 72211

LONG ISLAND DISTRICT OFFICE
1 Huntington Quadrangle

Suite 1C-02

Melville, NY 11747

LOS ANGELES DIVISION
Edward Roybal Federal Bidg.
255 East Temple St., 20th fl.
Los Angeles, CA 90012

Appendix B—-DEA Forms and Information

S/I Joseph Connolly
(717) 782-2270
(717) 782-4851

G/S Richard Seidel
(203) 240-3770/3231
{203) 240-3703 (fax)

S/l Leila Bush
{808) 541-2821
{808) 541-3048 (fax)

G/S John Moseman
{718) 681-9361 X300
(718) 681-9213 (fax)

G/S Paul Hugentober
(317) 226-7977
(317) 226-7703 (fax)

G/S Terrence Boyle
(913) 236-3176
(913) 236-3186 (fax)

S/l Nancy Brusenhan
{501) 324-5981
(501) 324-6900 (fax)

G/S Robert Brown
{5716) 420-4532
(516) 420-6944 (fax)

G/S Valencia Abrams
{213) 894-4016
{213) 894-4244 (fax)

Jurisdiction

Central
Pennsylvania

Jurisdiction

Connecticut

Jurisdiction

Hawaii

Jurisdiction

Eastern &
Southern Texas

Jurisdiction

Indiana

Jurisdiction

Kansas &
Western Missouri

Jurisdiction

Arkansas

Jurisdiction
Long Island, NY

Jurisdiction
South Central
California & Nevada
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LOUISVILLE RESIDENT OFFICE
1006 Federal Building
600 Martin Luther King, Jr. Pl.
Louisville, KY 40202

MIAMI DIVISION
8400 N.W. 53rd Street
Miami, FL 33166

MILWAUKEE RESIDENT OFFICE
228 FB-USCH

517 E. Wisconsin

Milwaukee, WI 53202

MINNEAPOLIS RESIDENT OFFICE
402 Federal Building

110 S. 4th Street

Minneapolis, MN 55401

MOBILE RESIDENT OFFICE
1110 Mountlimar Suite 270
Mobile, AL 36609

NASHVILLE RESIDENT OFFICE
801 Broadway, Room A929
Nashville, TN 37203

NEWARK DIVISION
Federal Office Building
970 Broad Street
Newark, NJ 07102

MEW ORLEANS DIVISION
3838 North Couseway Blvd.
Suite 1800

Three Lake Center

Metairie, LA 70002

NEW YORK DIVISION
99 Tenth Avenue
New York, NY 1001
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G/S Marsha Jones
(602) 682-5908
(502) 682-56535 (fax)

G/S Harold Dieter
(305) 690-4980
{3056) 590-4500 (fax)

S/t Marilyn Sumner
(414) 297-3395
(414) 297-1169 (fax)

G/S Carl Dahl
(612) 348-1723
(612) 348-1708 (fax)

S/l Linda Traub
{205) 690-3368
{205) 690-4289 (fax)

G/S Michael Arpaio
(615) 736-5988
(615) 736-2221 (fax)

G/S John Anthony
(201) 645-4719

G/S Joanne Chiavare
(201) 645-5940
(201) 645-3724 (fax)

G/S Wayne Michaels
(604) 840-1100
(504) 840-1103 {fax)

G/S John Mulvey
(212) 337-1575

G/S John Murphy
(212) 337-1584
(212) 337-2799 (fax)

Jurisdiction
Kentucky

Jurisdiction
Southeastern Florida

Jurisdiction
Wisconsin

Jurisdiction
Minnesota &
North Dakota

Jurisdiction
Alabama

Jurisdiction
Tennessee

Jurisdiction
Northern & Central
New Jersey

Jurisdiction
Louisiana &
Mississippi

Jurisdiction

New York {minus
Buffalo & Long
Island areas)




OKLAHOMA CITY RESIDENT OFFICE

Federal Building
200 N.W. 5th St., Ste. 960
Oklahoma City, OK 73102

OMAHA RESIDENT OFFICE
106 South 15th Street, Rm 1003
Omaha, NB 68103

PHILADELPHIA DIVISION
William J. Green Federal Bldg.
600 Arch Street, Rm. 10224
Philadelphia, PA 19106

PHOENIX DIVISION
3010 N. 2nd Street, Set. 301
Phoenix, AZ 85012

PITTSBURGH RESIDENT OFFICE
Federal Building
1000 Liberty Ave., Rm 23086

Pittsburgh, PA 15222

PORTLAND RESIDENT OFFICE
1220 S.W. 3rd Avenue, Rm. 1525
Portland, OR 97204

RICHMOND RESIDENT OFFICE
8600 Staples Mill Road, Ste. B
Richmond, VA 23228

RIVERSIDE RESIDENT OFFICE
6377A Riverside Avenue, Ste. 200
Riverside, CA 82516-2946

SACRAMENTO RESIDENT OFFICE
1860 Howe Avenue, Ste. 250
Sacramento, CA 95821
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G/S Sharon Partlo
{405) 231-5757
(405) 231-4888 (fax)

S/ Gary Anderson
{402) 221-4222
(402) 221-4225

G/S Peaches Larro
{21B) 587-9540
{215) 597-6063 (fax)

G/S Thomas Babicke
{602} 840-5735 x701
(602) 640-5741 (fax)

G/S Dennis M. Johnson
(412) 644-3388
(412) 644-4745 (fax)

G/S Gary Wyler
(503) 326-2466
(503) 326-2341 (fax)

G/S Raymond Conner
{804) 771-8163
(804) 771-8167 (fax)

G/S Thomas A. Cox
(714) 276-6642
{(714) 276-6269 {fax)

S/l William Davis
(916) 978-4225
(9186) 978-4316 (fax)

Jurisdiction

Oklahoma

dJurisdiction
Nebraska &
South Dakota

Jurisdiction

Delaware & Eastern
Pennsylvania

Jurisdiction
Arizona

Jurisdiction
Western
Pennsylvania

Jurisdiction
Oregon

Jurisdiction
Central & Southern
Virginia

Jurisdiction
Northern California
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SALT LAKE CITY RESIDENT OFFICE

American Towers Il
47 West 200 South, Rm 401
Salt Lake City, UT 84101

SAN ANTONIO RESIDENT OFFICE
10127 Morocco, STe. 200
San Antonio, TX 78216

SAN DIEGO DiVISION
402 W. 35th Street
National City, CA 90250

SAN FRANCISCO DIVISION

450 Golden Gate Ave., Rm 12215
P.O. Box 36035

San Francisco, CA 94102

SAN JUAN DISTRICT OFFICE
Casa Lee Building

2432 Loiza Street

Santurce, PR 00913

SEATTLE DIVISION
220 W. Mercer Street, Ste. 104
Seattle, WA 98119

ST. LOUIS DIVISION

United Missouri Bank Bldg.
7911 Forsyrthe Blvd., Suite 500
St. Louis, MO 63105

TAMPA RESIDENT OFFICE
5436 Bay Center Drive
Tampa, FL 33609

WASHINGTON DIVISION
400 Sixth Street, S.W., Ste. 2558
Washington, D.C. 20024
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S/l Richard Maughan
(801) 524-4156
{(801) 524-5364 (fax)

G/S Wilbur Morris
(612) 525-2900 x3022
{5612) 525-2930 (fax)

G/S William Paieda
(619) 585-4236
(619) 585-4224 (fax)

G/S Carolyn Jones
(415) 5656-3325
{415) 556-2042 (fax)

G/S Piertro Morgess
(809) 253-4234
(809) 253-4254 (fax)

G/S John Uncapher
(206) 553-5990
(206) 553-1576

G/S Michael Peroutka
{314) 425-3241
(314) 425- 3245 (fax)

G/S Sherry C. Miller
(813) 228-2486
(813) 228-2298 (fax)

G/S Kathryn Daniels
(202) 401-7647

(202) 401-7037 (group)
(202) 401-7061 (fax)

Jurisdiction
Utah

Jurisdiction
Central & Western
Texas

Jurisdiction
Southern California

Jurisdiction

Central California
Coast

Jurisdiction
Puerto Rico &
U.S. Vergin Islands

Jurisdiction
Alaska, ldoho,
Montana,
Washington

Jurisdiction
Eastern Missouri &
Southern lllinois

Jurisdiction
West Central
Florida

Jurisdiction ,
Washington, D.C.,
Maryland, Northern
Virginia
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a. 21 CFR Part 291—Drugs Used for Treatmuit of Narcetic Addicts
b. 21 CFR Part 291—Drugs Used for Treatment of Narcotic Addicts [Revisions]

c. 21 CFR Part 291—Drugs Used for Treatment of Narcotic Addicts [Interim Rule]
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Part 291
DRUGS USED FOR TREATMENT OF NARCOTIC ADDICTS
Secs.
291.501
Methadone in the maintenance treatment of narcotic addicts.
291.505

Conditions for the use of narcotic drugs; appropriate methods of professional practice for medical treatment of
the narcotic addiction of various classes of narcotic addicts under Section 4 of the Comprehensive Drug Abuse
Prevention and Control Act of 1970. ‘

Authority: Secs. 505, 701 of the Federal Food, Drug and Cosmetic Act (21 U.5.C. 355, 371); 21 U.S.C. 823; Secs.
301(d), 548 of the Public Health Service Act (42 U.S.C. 241(d), 290ee-3); 42 U.S.C. 257a.

§291.501 Methadone in the maintenance treatment of narcotic addicts

(a) The Food and Drug Administration and the Drug Enforcement Administration recognize that the
investigational use of methadone requiring the prolonged maintenance of narcotic dependence as part of a total
treatment effort has shown promise in the management and rehabilitation of selected narcotic addicts. It is also
recognized that a number of dangers and possible abuses may arise from such efforts if professional services and
controls are inadequately applied. It is further felt that additional research is urgently needed so that data may be
accumulated which will permit sound determinations of safety, efficacy, and necessary procedural safeguards.

(b) Therefore, the commissioner of Food and Drugs and the Director of the Drug Enforcement Administration

‘Department of Justice, agree that interested professionals, municipalities, and organizations should be allowed to

conduct further research in this area within a framework of adequate controls designed to protect the individual
patients and the community. To facilitate this purpose, the Food and Drug Administration and the Drug Enforcement
Administration, Department of Justice, have jointly agreed upon acceptable criteria and guidelines which are set forth
in §291.505. In addition, such other provisions of the Federal narcotic laws and regulations as are applicable must also
be observed.

[42 FR 46698, Sept. 16, 1977]

§291.505 Conditions for the use of narcotic drugs; appropriate methods of professional practice for medical
treatment of the narcotic addiction of various classes of narcotic addicts under Section 4 of the
Comprehensive Drug Abuse Prevention and Control Act of 1970.

(a) Definitions. As used in this part:

(1) “Detoxification treatment” means the dispensing of a narcotic drug in decreasing doses to an individual to
alleviate adverse physiological or psychological effects incident to withdrawal from the continuous or sustained use of
a narcotic drug and as a method of bringing the individual to a narcotic drug-free state within such period. There are
two types of detoxification treatment: short-term detoxification treatment and long-term detoxification treatment.

(i) “Short-term detoxification treatment” is for a period not in excess of 30 days.

(i) “Long-term detoxification treatment” is for a period more than 30 days, but not in excess of 180
days.

(2) “Maintenance treatment” means the dispensing of a narcotic drug in the treatment of an individual for
dependence on heroin or other morphine-like drug.

(3) A “medical director” is a physician, licensed to practice medicine in the jurisdiction in which the program is
located, who assumes responsibility for the administration of all medical services performed by the narcotic treatment

program, including ensuring that the program is in compliance with all Federal, State, and local laws and regulations
regarding the medical treatment of narcotic addiction with a narcotic drug.

(4) A “medication unit” is a facility established as part of, but geographically dispersed, i.e., separate from a
narcotic treatment program from which licensed private practitioners and community pharmacists-
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(i) Are permitted to administer and dispense a narcotic drug, and
(ii) Are authorized to collect samples for drug testing or analysis for narcotic drugs.

(5) “Narcotic dependent” means an individual who physiologically needs heroin or a morphine-like drug to
prevent the onset of signs of withdrawal.

(6) A “narcotic treatment program” is an organization (or a person, including a private physician) that
administers or dispenses a narcotic drug to a narcotic addict for maintenance or detoxification treatment, provides,
when appropriate or necessary, a comprehensive range of medical and rehabilitative services, is approved by the State
authority and the Food and Drug Administration, and that is registered with the Drug Enforcement Administration to
use a narcotic drug for the treatment of narcotic addiction.

(7) A “program sponsor” is a persorn {or representative of an organization) who is responsible for the operation
of a narcotic treatment program and who assumes responsibility for all its employees, including any practitioners,
agents, or other persons providing services at the program (including its medication units).

(8) The term “services,” as used in this part, includes medical evaluations, counseling, rehabilitative and other
social programs (e.g., vocational and educational guidance, employment placement, which will help the patient become
a productive member of society.

(9) A “State authority” is the agency designated by the Governor or other appropriate official to exercise the
responsibility and authority within the State or Territory for governing the treatment of narcotic addiction with a
narcotic drug.

(b) Organizational structure and approval requirements-
(1) Organizational structure

() A narcotic treatment program may be an independent organization or part of a centralized
organization. For example, if a centralized organizational structure consists of a primary facility and other outpatient
facilities, all of which conduct initial evaluation of patients and administer or dispense medication, the primary facility
and each outpatient facility are separate programs, even though some services (e.g., the same hospital or rehabilitative
services) are shared.

(ii) The program sponsor shall submit to the Food and Drug Administration and the State authority a
description of the organizational structure of the program, the name of the persons responsible for the program, the
address of the program, and the responsibilities of each facility or medication unit. The sources of funding for each
program shall be listed and the name and address of each governmental agency providing funding shall be stated.

(i) Where two or more programs share a central administration (e.g., a city or State-wide
organization), the person responsible for the organization (administrator or program sponsor) is required to be listed as
the program sponsor for each separate participating program. An individual program shall indicate its participation in
the central organization at the time of its application. The administrator or sponsor may fulfill all recordkeeping and
reporting requirements for these programs, but each program must continue to receive separate approval.

(iv) One physician may assume primary medical responsibility for more than one program and be
listed as medical director. If a physician assumes medical responsibility for more than one program, a statement
documenting the feasibility of the arrangement is required to be attached to the application.

(v) [Reserved]
(2) Program approval

(i) Before a narcotic treatment program may be lawfully operated, the program, whether an outpatient
facility or a private practitioner, shall submit the applications specified in this section simultaneously to the Food and
Drug Administration and the State authority and must receive the approval of both, except as provided for in
Paragraph (h)(5) of this section. Before granting approval, the Food and Drug Administration will consult with the
Drug Enforcement Administration, Department of Justice, to ascertain if the program is in compliance with Federal
controlled substances laws. Each physical location within any program is required to be identified and listed in the
approval application. At the time of applicztion for approval, the program sponsor shall indicate whether medication
will be administered or dispensed at the facility. Before medication may be administered or dispensed at a location not
previously approved for this purpose, the program is required to obtain approval from FDA and the State agency.
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However, no approval is necessary, but notification is required when a facility in which medication is administered or
dispensed is deleted by a program. In that event, the program shall notify the Food and Drug Administration and the
State authority within three weeks of the deletion. Similarly, addition or deletion of facilities which provide services
other than administering or dispensing medication is also permitted without approval, but notification must be made
within 3 weeks to the Food and Drug Administration and the State authority about the addition and/or deletion.

(ii) Exemption of Federal programs. The provisions of this section requiring approval (or permitting
disapproval or revocation of approval) by the State authority, compliance with requirements imposed by State law, or
the submission of applications or reports required by the State authority do not apply to programs operated directly by
the Veterans’ Administration or any other department or agency of the United States. Federal agencies operating
narcotic treatment programs have agreed to cooperate voluntarily with State agencies by granting permission on an
informal basis for designated State representatives to visit Federal narcotic treatment programs and by furnishing a
copy of Federal reports to the State authority, including the reports required under this section.

(iii) Services. Each narcotic treatment program shall provide medical and rehabilitative services and
programs. (See Paragraph (d)(4) of this section.) These services should normally be made available at the primary
facility, but the program sponsor may enter into a formal documented agreement with private or public agencies,
organizations, or institutions for these services if they are available elsewhere. The program sponsor, in any event, must
be able to document that medical and rehabilitative services are fully available to patients.

(iv) Prohibition against unapproved use of narcotic drugs. No prescribing, administering, or
dispensing of a narcotic drug for the treatment of narcotic addiction may occur without prior approval by the Food and
Drug Administration and the State authority, except as provided for in Paragraph (h)(5) of this section, unless
specifically exempted by this section.

(v) Approved narcotic drugs for use in treatment programs. The following narcotic drug has been
approved for use in the treatment of narcotic addiction: Methadone.

(3) Medication unit.

(i) A program may establish a medication unit to facilitate the needs of patients who are stabilized on
an optimal dosage level. To lawfully operate a medication unit, the program shall, for each separate unit, obtain
approval from the Food and Drug Administration, the Drug Enforcement Administration, and the State authority,
except as provided for in Paragraph (h)(5) of this section. The Food and Drug Administration, in determining whether
to approve a medication unit, will consider the distribution of units within a particular geographic area. Any new
medication unit is required to receive approval before it may lawfully commence operation.

(i) Revocation of approval. If the Food and Drug Administration revokes the primary program’s
approval, the approval for any medication unit associated with the program is deemed to be automatically revoked.
The Food and Drug Administration’s revocation of the approval of a particular medication unit, will not, in and of
itself, affect the approval of the primary program.

(iii) Narcotic drug supply. A medication unit must receive its supply of the narcotic drug directly from
the stocks of the primary facility. Only persons permitted to administer or dispense the drug or security personnel
licensed or otherwise authorized by State law to do so may deliver the drug to a medication unit.

(iv) Referral.

(A) The patient shall be stabilized at his or her optimal dosage level before he or she may be referred to
a medication unit.

(B) Since the medication unit does not provide a range of services, the program sponsor shall
determine that the patient to be referred is not in need of frequent counseling, rehabilitative, and other services which
are only available at the primary program facility.

(v) Services. A medication unit is limited to administering or dispensing a narcotic drug and collecting
samples for drug testing or analysis for narcotic drugs in accordance with Paragraph (d)(2) of this section. If a private
practitioner wishes to provide other services besides administering or dispensing a narcotic drug and collecting
samples for drug testing or analysis for narcotic drugs, he or she must submit an application for separate approval.
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(vi) Responsibility for patient. After a patient is referred to a medication unit, the program sponsor
retains continuing responsibility for the patient’s care. The program sponsor shall ensure that the patient receives
needed medical and rehabilitative services at the primary facility.

(c) Conditions for approval of the use of a narcotic drug in a treatment program-

(1) Applicants. An individual listed as program sponsor for a treatment program using a narcotic drug need
not personally be a licensed practitioner, but shall employ a licensed physician for the position of medical director.
Persons responsible for administering or dispensing the narcotic drug shall be practitioners as defined by Section
102(21) of the Controlled Substances Act (21 U.S.C. 802(21)) and licensed to practice by the State in which the program
is to be established.

(2) Assent to regulation.

(i) A person who sponsors a narcotic treatment program, and any persons responsible for a particular
program, shall agree to adhere to all the rules, directives, and procedures, set forth in this section, and any regulation
regarding the use of narcotic drugs in the treatment of narcotic addiction which may be promulgated in the future. The
program sponsor has responsibility for all personnel and individuals providing services, who work in the program at
the primary facility or at other facilities or medication units. The program sponsors shall agree to inform all personnel
and individuals providing services of the provisions of this section and to monitor their activities to assure compliance
with the provisions.

(if) The Food and Drug Administration and the State authority are required to be notified within 3
weeks of any replacement of the program sponsor or medical director. Activities in violation of this regulation may
give rise to the sanctions set forth in paragraph (i) of this section.

(3) Description of facilities. Only program site(s) approved by Federal, State, and local authorities may treat
narcotic addicts with a narcotic drug. To obtain program approval, the applicant shall demonstrate that he or she will
have access to adequate physical facilities to provide all necessary services. A program must have ready access to a
comprehensive range of medical and rehabilitative services so that the services may be provided when necessary. The
name, address and description of each hospital, institution, clinical laboratory, or other facility available to provide the
necessary services are required to be included in the application submitted to the Food and Drug Administration and
the State authority. The application is also required to include the name and address of each medication unit.

(4) Submission of proper applications. The following applications shall be filed simultaneously with both the
Food and Drug Administration and the State authority.

(i) Form FDA-2632 “Application for Approval of Use of Methadone in a Treatment Program.” This
form, required by Paragraph (k) of this section, shall be completed and signed by the program sponsor and submitted
in duplicate to the Food and Drug Administration and the State authority.

(ii) Form FDA-2633 “Medical Responsibility Statement for Use of Methadone in a Treatment
Program.” This form required by Paragraph (k) of this section, shall be completed and signed by each licensed
physician authorized to administer or dispense narcotic drugs and submitted in duplicate to the Food and Drug
Administration and the State authority. The names of any other persons licensed by law to administer or dispense
narcotic drugs working in the program shall be listed even if they are not responsible for administering or dispensing
the drug at the time the application is submitted.

(5) State and Federal approval, denial, and revocation of approval of narcotic treatment programs.

(i) The Food and Drug Administration may grant approval to a program only after FDA has received
notification from both the State authority and the Drug Enforcement Administration that the program conforms to all
pertinent State and Federal requirements.

(i) The Food and Drug Administration will revoke the approval of a narcotic treatment program if so
requested by the State authority or the Drug Enforcement Administration. If approval of a program is denied or
revoked, the program shall have a right to appeal to the Commissioner, as provided for in Paragraph (h)(5) of this
section.

(iii) No shipment of a narcotic drug may lawfully be made to any program which does not have
current approval from the Food and Drug Administration, Within 60 days after receipt of the application from the
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program sponsor for approval, the Food and Drug Administration will notify the sponsor whether the application is
approved or denied.

(d)(1) Minimum standards for admissior-
(i) History of addiction and current physiologic dependence.

(A) A person may be admitted as a patient for a maintenance program only if a program physician
determines that the person is currently physiologically dependent upon a narcotic drug and became physiologically
dependent at least 1 year before admission for maintenance treatment. A 1-year history of addiction means that an
applicant for admission to a maintenance program was physiologically addicted to a narcotic at a time at least 1 year
before admission to a program and was addicted, continuously or episodically, for most of the year immediately before
admission to a program. In the case of a person for whom the exact date on which physiological addiction began cannot
be ascertained, the admitting program physician may, in his or her reasonable clinical judgment, admit the person to
maintenance treatment, if from the evidence presented, observed, and recorded in the patient’s record, it is reasonable
to conclude that there was physiologic dependence at a time approximately 1 year before admission.

(B) Although daily use of a narcotic for an entire year could satisfy the regulatory definition of a 1-year
history of addiction, operationally one might be physiologically dependent without daily use during the entire 1-year
period and still satisfy the definition. The following, although not exhaustive, are examples of applicants who would
meet the minimum standard of a 1-year history of addiction and who, if currently physiologically dependent on the
date of application for admission, would be eligible for admission to a maintenance program:

(1) Physiologic addiction began in August 1987 and continued to the date of application for admission
in August 1988.

(2) Physiologic addiction began in January 1988 and continued until April 1988. Physiologic addiction
began again in July 1988 and continued until the application for admission in January 1989.

(3) Physiologic addiction began in January 1987 and continued until October 1987. The date of
application for admission was January 1988, at which time the patient had been readdicted for 1 month preceding his or
her admission.

(4) Physiologic addiction consisted of four episodes in the last year, each episode lasting 2% months.

(C) The program physician or an appropriately trained staff member designated and supervised by
the physician shall record in the patient’s record the criteria used to determine the patient’s current physiologic
dependence and history of addiction. In the latter circumstances, the program physician shall review, date, and
countersign the supervised staff member’s evaluation to demonstrate his or her agreement with the evaluation. The
program physician shall make the final determination concerning a patient’s physiologic dependence and history of
addiction. The program physician shall sign, date, and record a statement that he or she has reviewed all the
documented evidence to support a 1-year history of addiction and the current physiologic dependence and that in his
or her reasonable clinical judgment the patient fulfills the requirements for admission to maintenance treatment. The
program physician shall complete and record the statement before the program administers any methadone to the
patient.

(i) Voluntary participation, informed consent. The person responsible for the program shall ensure
that: A patient voluntarily chooses to participate in a program; all relevant facts concerning the use of the narcotic drug
used by the program are clearly and adequately explained to the patient; all patients, with full knowledge and
understanding of its contents, sign the “Consent to Methadone Treatment” Form FDA-2635 (see Paragraph (k) of this
section); a parent, legal guardian, or responsible adult designated by the State authority (e.g., “emancipated minor”
laws) sign for patients under the age of 18 the second part of Form FDA-2635 “Consent to Methadone Treatment.”

(iii) Exceptions to minimum admission criteria-

(A) Penal or chronic care. A person who has resided in a penal or chronic care institution for 1 month
or longer may be admitted to maintenance treatment within 14 days before release or discharge, or within 6 months
after release from such an institution without documented evidence to support findings of physiological dependence,
prov1ded the person would have been eligible for admission before he or she was incarcerated or institutionalized and,
in the reasonable clinical judgment of a program physician, treatment is medically justified. Documented evidence of
the prior residence in a penal or chronic care institution and evidence of all other findings and the criteria used to
determine the findings are required to be recorded in the patient’s record by the admitting program physician, or by
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program personnel supervised by the admitting program physician. The admitting program physician shall date and
sign these recordings or review the health-care professional’s recordings before the initial dose is administered to the
patient. In the latter case, the admitting program physician shall date and sign the recordings in the patient’s record
made by the health-care professional within 72 hours of administration of the initial dose to the patient.

(B) Pregnant patients.

(1) Pregnant patients, regardless of age, who have had a documented narcotic dependency in the past
and who may return to narcotic dependency, with all its attendant dangers during pregnancy, may be placed on a
maintenance regimen. For such patients, evidence of current physiological dependence on narcotic drugs is not needed
if a program physician certifies the pregnancy and, in his or her reasonable clinical judgment, finds treatment to be
medically justified. Evidence of all findings and the criteria used to determine the findings are required to be recorded
in the patient’s record by the admitting program physician, or by program personnel supervised by the admitting
program physician. The admitting program physician shall date and sign these recordings or review the health-care
professional’s recordings before the initial methadone dose is administered to the patient. In the latter case, the
admitting program physician shall date and sign the recordings in the patient’s record made by the health-care
professional within 72 hours of administration of the initial methadone dose to the patient. Pregnant patients are
required to be given the opportunity for prenatal care either by the program or by referral to appropriate health-care
providers.

(2) If a program cannot provide direct prenatal care for pregnant patients in treatment, the program
shall establish a system for informing the patients of the publicly or privately funded prenatal care opportunities
available. If there are no publicly funded prenatal referral opportunities and the program cannot provide such services
or the patient cannot afford them or refuses them, then the treatment program shall, at a minimum, offer her basic
prenatal instruction on maternal, physical, and dietary care as part of its counseling service,

(3) Counseling records and/or other appropriate patient records are required to reflect the nature of
prenatal support provided by the program. If the patient is referred for prenatal services, the physician to whom she is
referred is required to be notified that she is in maintenance treatment, provided that notification is in accordance with
the Department of Health and Human Services’ confidentiality regulations (42 CER Part 2). If a pregnant patient refuses
direct treatment or appropriate referral for treatment, the treating program physician should consider using informed
consent procedures; e.g., to have the patient acknowledge in writing that she had the opportunity for this treatment but
refuses it. The program physician, consistent with the confidentiality regulations, shall request the physician or the
hospital to which a patient is referred to provide, following birth, a summary of the delivery and treatment outcome for
the patient and offspring. If the program physician does not receive a response to the request, he or she shall document
in the record that such a request was made. :

(4) Within 3 months after termination of pregnancy, the program physician shall enter an evaluation of
the patient’s treatment state into her record and state whether she should remain in the maintenance program or be
detoxified.

4

(5) Caution should be taken in the maintenance treatment of pregnant patients. Dosage levels should
be maintained at the lowest effective dose if treatment is deemed necessary. The program sponsor shall ensure that
each female patient is fully informed of the possible risks to her or to her unborn child from continued use of illicit
drugs and from the use of or withdrawal from, a narcotic drug administered or dispensed by the program in
maintenance or detoxification treatment.

(C) Previously treated patients. Under certain circumstances, a patient who has been treated and later
voluntarily detoxified from maintenance treatment may be readmitted to maintenance treatment, without evidence to
support findings of current physiologic dependence, up to 2 years after discharge, if the program attended is able to
document prior narcotic drug maintenance treatment of 6 months or more, and the admitting program physician, in his
or her reasonable clinical judgment, finds readmission to maintenance treatment to be medically justified. For patients
meeting these criteria, the quantity of take-home medication will be determined in the reasonable clinical judgment of
the program physician, but in no case may the quantity of take-home medication be greater than would have been
allowed at the time the patient voluntarily terminated previous treatment. The admitting program physician or a
program employee under supervision of the admitting program physician must enter in the patient’s record
documented evidence of the patient’s prior treatment and evidence of all decisions and criteria used relating to the
admission of the patient and the quantity of take-home medication permitted. The admitting program physician shall
date and sign these entries in the patient’s record or review the health-care professional’s entries therein before the
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program administers any medication to the patient. In the latter case, the admitting program physician shall date and
sign the entries in the patient’s record made by the health-care professional within 72 hours of administration of the
initial dose to the patient.

(iv) Special limitation; treatment of patients under 18 years of age. A person under 18 is required to
have had two documented attempts at short-term detoxification or drug-free treatment to be eligible for maintenance
treatment. A 1-week waiting period is required after such a detoxification attempt, however, before an attempt is
repeated. The program physician shall document in the patient’s record that the patient continues to be or is again
physiologically dependent on narcotic drugs. No person under 18 years of age may be admitted to a maintenance
treatment program unless a parent, legal guardian or responsible adult designated by the State authority (e.g.,
“emancipated minor” laws) completes and signs consent form, Form FDA-2635 “Consent to Methadone Treatment.”

(v) Denial of admission. If in the reasonable clinical judgment of the medical director a particular
patient would not benefit from treatment with a narcotic drug, the patient may be refused such treatment even if the
patient meets the admission standards.

(2) Minimum testing or analysis for drugs: Uses and frequency.

(i) The person(s) responsible for a program shall ensure that: An initial drug-screening test or analysis
is completed for each prospective patient; at least eight additional random tests or analyses are performed on each
patient during the first year in maintenance treatment; and at least quarterly random tests or analyses are performed on
each patient in maintenance treatment for each subsequent year, except that a random test or analysis is performed
monthly on each patient who receives a 6-day supply of take-home medication. When a sample is collected from each
patient for such test or analysis, it must be done in a manner that minimizes opportunity for falsification. Each test or
analysis must be analyzed for opiates, methadone, amphetamines, cocaine, and barbiturates. In addition, if any other
drug or drugs have been determined by a program to be abused in that program’s locality, or as otherwise indicated,
each test or analysis must be analyzed for any of those drugs as well. Any laboratory that performs the testing required
under this regulation shall be in compliance with all applicable Federal proficiency testing and licensing standards and
all applicable State standards. If a program proposes to change a laboratory used for such testing or analysis, the
program shall have the change approved by the Food and Drug Administration.

(ii) The person responsible for a program shall ensure that test results are not used as the sole criterion
to force a patient out of treatment but are used as a guide to change treatment approaches. The person responsible for a
program shall also ensure that when test results are used, presumptive laboratory results are distinguished from results
that are definitive.

(3) Patient evaluation; minimum admission and periodic requirements-

(i) Minimum contents of medical evaluation. Each patient is required to have a medical evaluation by
a program physician or an authorized health-care professional under the supervision of a program physician on
admission to a program. At a minimum, this evaluation is required to consist of a medical history which includes the
required history of narcotic dependence, evidence of current physiologic dependence unless excepted by the
regulations, and a physical examination, and includes the following laboratory examinations: serological test for
syphilis, a tuberculin skin test, and a test or analysis for drug determination. If in the reasonable clinical judgment of
the program physician, a patient’s subcutaneous veins are severely damaged to the extent that a blood specimen cannot
be obtained, the serological test for syphilis may be omitted. The physical examination is required to consist of an
investigation of the organ systems for possibilities of infectious disease, pulmonary, liver, and cardiac abnormalities,
and dermatologic sequelae of addiction. In addition, the physical examination is required to include a determination of
the patient’s vital signs (temperature, pulse, and blood pressure and respiratory rate); an examination of the patient’s
general appearance, head, ears, eyes, nose, throat (thyroid), chest (including heart, lungs, and breasts), abdomen,
extremities, skin, and neurological assessment; and the progr~m physician’s overall impression of the patient.

(ii) Recordings of findings. The admitting program physician or an appropriately trained health care
professional supervised by the admitting program physician shall record in the patient’s record all findings from the
admission medical evaluation. In each case, the admitting program physician shall date and sign these entries, or date,
review, and countersign these recordings in the patient’s record to signify his or her review of and concurrence with the
history and physical findings.

(iii) Admission evaluation.
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(A) Each patient seeking admission or readmission for treatment services is required to be interviewed
by a well-trained program counselor, qualified by virtue of education, training, or experience to assess the
psychological and sociological background of drug abusers, to determine the appropriate treatment plan for the
patient. To determine the most appropriate treatment plan for a patient, the interviewer shall obtain and document in
the patient’s record the patient’s history.

(B) A patient’s history includes information relating to his or her educational and vocational
achievements. If a patient has no such history; i.e., he or she has no formal education or has never had an occupation,
this requirement is met by writing this information in the patient’s history.

(iv) Initial treatment plan.

(A)Y(1) The initial treatment plan is required to contain a statement that outlines realistic short-term
treatment goals which are mutually acceptable to the patient and the program. The initial treatment plan is also
required to spell out the behavioral tasks a patient must perform to complete each short-term goal; the patient’s
requirements for education, vocational rehabilitation, and employment; and the medical, psychosocial, economic, legal,
or other supportive services that a patient needs. The plan is also required to identify the frequency with which these
services are likely to be provided. Prior to developing a treatment plan, the patient’s needs for medical, social, and
psychological services; education; vocational rehabilitation; and employment must be assessed, and the needs reflected,
when clinically appropriate, in the treatment plan.

(2) A primary counselor is one who is assigned by the program to develop, implement, and evaluate
the patient’s initial and periodic treatment plan and to monitor a patient’s progress in treatment. The primary counselor
shall enter in the patient’s record the counselor’s name, the contents of a patient’s initial assessment, and the initial
treatment plan. The primary counselor shall make these entries immediately after the patient is stabilized on a dose or’
within 4 weeks after admission, whichever is sooner.

(B) Itis recognized that patients need varying degrees of treatment and rehabilitative services which
are often dependent on or limited by a number of variables; e.g., patient resources, available program, and community
services. It is not the intent of this regulation to prescribe a particular treatment and rehabilitative service or the
frequency at which a service should be offered.

(C) The program supervisory counselor or other appropriate program personnel so designated by the
program physician shall review and countersign all the information and findings required to be recorded in each
patient’s record under Paragraph (d)(3)(iv) of this section.

(v) Periodic treatment plan evaluation.

(A) The program physician or the primary counselor shall review, reevaluate, and alter where
necessary each patient’s treatment plan at least once each 90 days during the first year of treatment, and then at least
twice a year after the first year of continuous treatment.

(B) The program physician shall ensure that the periodic treatment plan becomes part of each patient’s
record and that it is signed and dated in the patient’s record by the primary counselor and is countersigned and dated
by the supervisory counselor.

(C) Atleast once a year, the program physician shall date, review, and countersign the treatment plan
recorded in each patient’s record and ensure that each patient’s progress or lack of progress in achieving the treatment
goals is entered in the patient’s record by the primary counselor. When appropriate, the {reatment plan and progress
notes should deal with the patient’s mental and physical problems, apart from drug abuse. The treatment plan is
required to include the name of and the reasons for prescribing any medication for emotional or physical problems.

(D) The requirement for annual physician review and signature by the program physician in
Paragraph (d)(3)(v)(C) of this section is discretionary, however, as it applies o a patient, who has satisfactorily adhered
to program rules for at least 3 consecutive years from his or her entrance into the maintenance treatment program and
who has made substantial progress in rehabilitation.

(4) Minimum program services-

(I)(A) Access to a range of services. A treatment program shall provide a comprehensive range of
medical and rehabilitative services to its patients, especially during the first 3 years of treatment.

(B) Pregnant patients
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(1) For pregnant patients in a treatment program who were not admitted under Paragraph (d)(1)(iii)(B)
of this section, a treatment program shall give them the opportunity for prenatal care either by the narcotic treatment
program or by referral to appropriate health care providers. If a program cannot provide direct prenatal care for
pregnant patients in treatment, it shall establish a system of referring them for prenatal care which may be either
publicly or privately funded. If there is no publicly funded prenatal care available to which a patient may be referred,
and the program cannot provide such services, or the patient cannot afford or refuses prenatal care services, then the
treatment program shail, at a minimum, offer her basic prenatal instruction on maternal, physical, and dietary care as a
part of its counseling service.

(2) Counseling records and other appropriate patient records are required to reflect the nature of
prenatal support provided by the program. If the program refers a patient for prenatal services, it shall inform the
physician to whom she is referred that the patient is in maintenance treatment, provided such notification is in
accordance with the Department of Health and Human Services’ confidentiality regulations (42 CFR Part 2). If a
pregnant patient refuses direct prenatal services or appropriate referral for prenatal services, the treating program
physician should consider using informed consent procedures; i.e., to have the patient acknowledge in writing that she
has the opportunity for this treatment but refuses it. The program physician shall request the physician or the hospital

_to which a patient is referred to provide, following birth, a summary of the delivery and treatment outcome for the
patient and offspring. The information should be obtained in accordance with the Department of Health and Human
Services’ confidentiality regulations (42 CFR Part 2). If no response is received, the program physician shall document
in the record that such a request was made and no response was received.

(3) Caution should be taken in the maintenance treatment of pregnant patients. Dosage levels should
be maintained at the lowest effective dose if continued treatment is deemed necessary. It is the responsibility of the
program sponsor to ensure that each female patient is fully informed of the possible risks to a pregnant woman and her
unborn child from continued use of illicit drugs and from the use of, or withdrawal from, a narcotic drug administered
or dispensed by the program in maintenance or detoxification treatment.

(C) [Reserved]

(D) Off-site services. Any service not furnished at the primary facility is required to be listed in any
application for approval submitted to the Food and Drug Administration or to the State authority. The addition,
modification, or deletion of any program service is required to be reported immediately to the Food and Drug
Administration.

(if) Minimum medical services; designation of medical director and responsibilities. Each program
shall have a designated medical director who assumes responsibility for administering all medical services performed
by the program. The medical director and other authorized program physicians are required to be licensed to practice
medicine in the jurisdiction in which the program is located. The medical director is responsible for ensuring that the
program is in compliance with all Federal, State, and local laws and regulations regarding medical treatment of narcotic
addiction. In addition, the medical director or other authorized physicians shall:

(A) Ensure that evidence of current physiologic dependence, length of history of addiction, or
exceptions to criteria for admission are documented in the patient’s record before the patient receives the initial dose.

(B) Ensure that a medical evaluation, including a medical history has been taken, and physical
examination has been done before the patient receives the initial dose (except that in an emergency situation, the initial
dose may be given before the physical examination).

(C) Ensure that appropriate laboratory studies have been performed and reviewed.

(D) Sign or countersign all medical orders as required by Federal or State law. (Such medical orders
include but arer. . limited to the initial medication orders and all subsequent medication order changes, all changes in
the frequency of take-home medication and prescribing additional take-home medication for an emergency situation.)

(E) Review and countersign treatment plans at least annually as qualified by Paragraph (d)(3)(v)(D) of
this section.

(F) Ensure that justification is recorded in the patient’s record for reducing the frequency of clinic visits
for observed drug ingesting, providing additional take-home medication under exceptional circumstances or when
there is physical disability, or prescribing any medication for physical or emotional problems.
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(iii) Use of health-care professionals. Although the final decision to accept a patient for treatment may
be made only by the medical director or other designated program physician, it is recognized that physicians can train
program personnel to detect and document narcotic abstinence symptoms and that some jurisdictions allow
State-licensed or certified health-care professionals; e.g., physician’s assistants, nurse practitioners, to perform certain
functions — record medical histories, perform physical examinations, and prescribe, administer, or dispense certain
medications — that are ordinarily performed by a licensed physician. These regulations do not prohibit licensed or
certified health-care professionals from performing those furictions in narcotic treatment programs if it is authorized by
Federal, State, and local laws and regulations, and if those functions are delegated to them by the medical director, and
records are properly countersigned by the medical director or a licensed physician.

(iv) Vocational rehabilitation, education, and employment. Each program shall provide opportunities
directly, or through referral to community resources, for patients who either desire or have been deemed by the
program staff to be ready to participate in educational job training programs or to obtain gainful employment as soon
as possible.

(5) Staffing patterns-

(i) Program personnel. The person(s) responsible for a program shall determine program personnel
requirements after considering the number of patients who are vocationally and educationally impaired; the number of
patients with significant psychopathology; the number of patients who are also non-narcotic drug or alcohol abusers;
the number of patients with behavioral problems in the program; and the number of patients with serious medical
problems.

(ii) Supportive services. The person(s) responsible for the program shall take notice, when considering
the staffing pattern, that maintenance treatment programs need to establish supportive services in accordance with the
varying characteristics and needs of their patient populations. The person(s) responsible for a program shall also take
notice of the availability of existing community resources which may complement or enhance the program’s delivery of
supportive services and then establish a staffing pattern based on a combination of patient needs and available,
accessible community resources.

(6) Frequency of attendance; quantity of take-home medication; dosage of methadone; initial and stabilization-
(i) Dosage and responsibility for administration.

(A) The person(s) responsible for the program shall ensure that the initial dose of methadone does not
exceed 30 milligrams and that the total dose for the first day does not exceed 40 milligrams, unless the program medical
director documents in the patient’s record that 40 milligrams did not suppress opiate abstinence symptoms.

(B) A licensed physician shall assume responsibility for the amount of the narcotic drug administered
or dispensed and shall record, date, and sign in each patient’s record each change in dosage schedule.

(C) The administering licensed physician shall ensure that a daily dose greater than 100 milligrams is
justified in the patient’s record.

(ii) Authorized dispensers of narcotic drugs; responsibility. A narcotic drug may be administered or
dispensed only by a practitioner licensed under the appropriate State law and registered under the appropriate State
and Federal laws to order narcotic drugs for patients, or by an agent of such a practitioner, supervised by and under the
order of the practitioner. This agent is required to be a pharmacist, registered nurse, or licensed practical nurse, or any
other health-care professional authorized by Federal and State law to administer or dispense narcotic drugs. The
licensed practitioner assumes responsibility for the amounts of narcotic drugs administered or dispensed and shall
record and countersign all changes in dosage schedule.

(iii) Form. Methadone may be administered or dispensed in oral form only when used in a treatment
program. Hospitalized patients under care for a medical or surgical condition are permitted to receive methadone in
parenteral form when the attending physician judges it advisable. Although tablet, syrup concentrate, or other
formulations may be distributed to the program, all oral medication is required to be administered or dispensed in a
liquid formulation. The oral dosage form is required to be formulated in such a way as to reduce its potential for
parenteral abuse. Take-home medication is required to be labeled with the treatment center’s name, address, and
telephone number and must be packaged in special packaging as required by 16 CFR 1700.14 in accordance with the
Poison Prevention Packaging Act (Pub. L. 91-601, 15 U.S.C. 1471 et seq.) to reduce the chances of accidental ingestion.
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Exceptions may be granted when these provisions conflict with State law with regard to the administering or
dispensing of drugs.

(iv) Take-home medication

(A) Take-home medication may be given only to a patient who, in the reasonable clinical judgment of
the program physician, is responsible in handling narcotic drugs. Before the program physician reduces the frequency
of a patient’s clinical visits, she or he or a designated staff member shall record the rationale for the decision in the
patient’s clinical record. If this is done by a designated staff member, a program physician shall review, countersign,
and date the patient’s record where this information is recorded.

(B) The program physician shall consider the following in determining whether, in his or her
reasonable clinical judgment, a patient is responsible in handling narcotic drugs:

(1) Absence of recent abuse of drugs (narcotic or non-narcotic), including alcohol;
(2) Regularity of clinic attendance;

(3) Absence of serious behavioral problems at the clinic;

(4) Absence of known recent criminal activity, e.g., drug dealing;

(5) Stability of the patient’s home environment and social relationships;

(6) Length of time in maintenance treatment;

(7) Assurance that take-home medication can be safely stored within the patient’s
home; and

(8) Whether the rehabilitative benefit to the patient derived from decreasing the
frequency of clinic attendance outweighs the potential risks of diversion.

(v) Take-home requirements. The requirement of time in treatment is a minimum reference point after
which a patient may be eligible for take-home privileges. The time reference is not intended to mean that a patient in
treatment for a particular time has a specific right to take-home medication. Thus, regardless of time in treatment, a
program physician may, in his or her reasonable judgment, deny or rescind the take-home medication privileges of a
patient.

(A)(1) In maintenance treatment, it is required that a patient come to the clinic for observation daily or
at least 6 days a week. If, in the reasonable clinical judgment of the program physician, a patient demonstrates that he
or she has satisfactorily adhered to program rules for at least 3 months, has made substantial progress in rehabilitation
and responsibility in handling narcotic drugs (see Paragraphs (d)(6)(iv)(B) (1) through (8) of this section, and would
improve his or her rehabilitative progress by decreasing the frequency of attendance at the clinic for observation, the
patient may be permitted to reduce his or her attendance at the clinic for observation to three times weekly. The patient
may receive no more than a 2-day take-home supply of medication.

(2) If, in the reasonable clinical judgment of the program physician, a patient demonstrates that he or
she has satisfactorily adhered to program rules for at least 2 years from his or her entrance into the program, has made
substantial progress in rehabilitation and responsibility in handling narcotic drugs (see Paragraphs (d)(6)(iv)(B) (1)
through (8) of this section), and would improve his or her rehabilitative progress by decreasing the frequency of
attendance at the clinic for observation, the patient may be permitted to reduce his or her clinic attendance at the clinic
for observation to twice weekly. Such a patient may receive no more than a 3-day take-home supply of medication.

(3) If, in the reasonable clinical judgment of the program physician, a patient demonstrates that he or
she has satisfactorily adhered to program rules for at least 3 consecutive years from his or her entrance into the
maintenance treatment program, has made substantial progress in rehabilitation, has no major behavioral problems, is
responsible in handling narcotic drugs (see Paragraphs (d)(6)(iv)(B) (1) through (8) of this section), and would improve
his or her rehabilitative progress by decreasing the frequency of his or her clinic attendance for observation, the patient
may be permitted to reduce clinic attendance for observation to once weekly, provided that the following additional
criteria are met:
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The program physician has written into the patient’s record an evaluation that the patient is
responsible in handling narcotic drugs (Paragraphs (d)(6)(iv)(B) (1) through (8) of this section); the
patient is employed (or actively seeking employment), attends school, is a homemaker, or is considered
unemployable for mental or physical reasons by a program physician; the patient is not known to have
abused drugs, including alcohol in the last year; and the patient is not known to have engaged in
criminal activity; e.g., drug dealing in the last year. A patient is permitted to reduce clinic attendance
for observation to once weekly may receive no more than a 6-day take-home supply of medication.

(B)(2) If a patient, after receiving a supply of take-home medication, is inexcusably absent from or
misses a scheduled appointment with a treatment program without authorization from the program staff, the program
physician shall increase the frequency of the patient’s clinic attendance for drug ingestion under observation. For such a
patient, the program physician shall not reduce the frequency of the patient’s clinic attendance for drug ingestion under
observation until she or he has had at least three consecutive monthly tests or analyses that are neither positive for
morphine-like drugs (except from the narcotic drug administered or dispensed by the program) or other drugs of
abuse, nor negative for the narcotic drug administered or dispensed by the program, and until she or he is again
determined by a program physician to be responsible in handling narcotic drugs (see Paragraphs (d)(6)(iv)(B) (1)
through (8) of this section) and to meet criteria in Paragraph (d)(6)(v)(A) of this section.

(2) If a patient, after receiving a 6-day supply of take-home medication, has a test or analysis which is
confirmed to be positive for morphine-like drugs (except for the narcotic drug administered or dispensed by the
program) or other drugs of abuse, or negative for the narcotic drug administered or dispensed by the program, the
program physician shall place the patient on probation for 3 months. If, during this probation, the patient has a test or
analysis either positive for morphine-like drugs (except for the narcotic drug administered or dispensed by the
program) or other drugs of abuse, or negative for the narcotic drug administered or dispensed by the program, the
program physician shall increase the frequency of the patient’s clinic attendance for observation to at least twice
weekly. Such a patient may receive no more than a 3-day take-home supply of medication until she or he has had at
least three consecutive monthly tests or analyses which are neither positive for morphine-like drugs (except for the
narcotic drug administered or dispensed by the program) or other drugs of abuse, nor negative for the narcotic drug
administered or dispensed by the program, and the program physician again determines that the patient is responsible
in handling narcotic drugs (see Paragraphs (d)(6)(iv)(B) (1) through (8) of this section) and meets the criteria contained
in Paragraph (d)(6)(v)(A) of this section.

(C) In calculating the number of years of maintenance treatment, the period is considered to begin on
the first day the medication is administered, or on readmission if a patient has had a continuous absence of 90 days or
more. Cumulative time spent by the patient in more than one program is counted toward the number of years of
treatment, provided there has not been a continuous absence of 90 days or more.

(D) Each patient whose daily dose is above 100 milligrams is required to be under observation while
ingesting the drug at least 6 days per week irrespective of the length of time in treatment, unless the program has
received prior approval from the Food and Drug Administration with the concurrence of the State authority.

(vi) Exceptions to take-home requirements. If, in the reasonable clinical judgment of the program
physician:

(A) A patientis found to have a physical disability which interferes with his or her ability to conform
to the applicable mandatory schedule, she or he may be permitted a temporarily or permanently reduced schedule,
provided she or he is also found to be responsible in handling narcotic drugs.

(B) A patient, because of exceptional circumstances such as illness, personal or family crises, travel, or
other hardship, is unable to conform to the applicable mandatory schedule, she or he may be permitted a temporarily
reduced schedule, provided she or he is also found to be responsible in handling narcotic drugs. The rationale for an
exception to a mandatory schedule is to be based on the reasonable clinical judgment of the program physician and
shall be recorded in the patient’s record by the program physician or by program personnel supervised by the program
physician. In the latter situation, the physician shall review, countersigr, and date the patient’s record where this
rationale is recorded. In any event, a patient may not be given more than a 2 week supply of narcotic drugs at one time.

(vii) Official State holidays. If a treatment center program is not in operation due to the observance of
an official State holiday, patients may be permitted one extra take-home dose per visit and one fewer clinic visit per
week to allow patients not to have to attend the clinic on an official State holiday. An official State holiday is a holiday
on which most State offices are usually closed and routine State government business is not conducted.
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(7) [Reserved]
(8) Minimum standards for short-term detoxification treatment.

(i) For short-term detoxification from narcotic drugs, the narcotic drug is required to be administered
by the program physician or by an authorized agent of the physician, supervised by and under the order of the
physician. The narcotic drug is required to be administered daily, under close observation, in reducing dosages over a
period not to exceed 30 days. All requirements for maintenance treatment apply to short-term detoxification treatment
with the following exceptions:

(A) Take-home medication is not allowed during short-term detoxification.

(B) A history of 1 year physiologic dependence is not required for admission to short-term
detoxification.

(C) Patients who have been determined by the program physician to be currently physiologically
narcotic dependent may be placed in short-term detoxification treatment, regardless of age.

(D) No test or analysis is required except for the initial drug screening test or analysis.

(E) The initial treatment plan and periodic treatment plan evaluation required for maintenance
patients are not necessary for short-term detoxification patients. However, a primary counselor must be assigned by the
program to monitor a patient’s progress toward the goal of short-term detoxification and possible drug-free treatment
referral.

(F) The requirements of Paragraph (d)(4) of this section, except Paragraphs (d)(4)(ii) (A) through (D)
and (d)(4)(iii) of this section, do not apply to short-term detoxification treatment.

(ii) A patient is required to wait at least 7 days between concluding a short-term detoxification
treatment episode and beginning another. Before a short-term detoxification attempt is repeated, the program
physician shall document in the patient’s record that the patient continues to be, or is again, physiologically dependent
on narcotic drugs. The provisions of these requirements, except as noted in Paragraph (d)(8)(i) of this section, apply to
both inpatient and ambulatory short-term detoxification treatment.

(iii) Short-term detoxification treatment is not recommended for a pregnant patient.
(9) Minimum standards for long-term detoxification treatment.

. (i) For long-term detoxification from narcotic drugs, the narcotic drug is required to be administered
by the program physician or by an authorized agent of the physician, supervised by and under the order of the
physician. The narcotic drug is required to be administered on a regimen designed to reach a drug-free state and to
make progress in rehabilitation in 180 days or less. All requirements for maintenance treatment apply to long-term
detoxification treatment with the following exception.

(A) Inlong-term detoxification treatment, it is required that the patient be under observation while
ingesting the drug daily or at least 6 days a week, for the duration of the long-term detoxification treatment.

(B) A history of 1 year physiologic dependence is not required for admission to long-term
detoxification. )

(C) The program physician shall document in the patient’s record that short-term detoxification is not
a sufficiently long enough treatment course to provide the patient with the additional program services he or she
deems necessary for the patient’s rehabilitation. The program physician shall document this information in the patient’s
record before long-term detoxification may begin.

(D) Patients who have been determined by the program physician to be currently physiologically
dependent on narcotics may be placed in long-term detoxification treatment, regardless of age.

(E) An initial drug screening test or analysis is required for each patient. And at least one additional
random test or analysis must be performed monthly on each patient during long-term detoxification.

(F) The initial treatment plan and periodic treatment plan evaluation required for maintenance
patients are also required for long-term detoxification patients, except that the required periodic treatment plan
evaluation is required to occur monthly.
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(ii) A patient is required to wait at least 7 days between concluding a long-term treatment episode and
beginning another. Before a long-term detoxification attempt is repeated, the program physician shall document in the
patient’s record that the patient continues to be or is again physiologically dependent on narcotic drugs. The provisions
of these requirements apply to both inpatient and ambulatory long-term detoxification treatment.

(iii) Long-term detoxification is not recommended for a pregnant patient.

(10) Inspections of programs; patient confidentiality. A program shall allow inspections by duly authorized
employees of the State authority, and in accordance with Federal controlled substances law and Federal confidentiality
laws, by duly authorized employees of the Food and Drug Administration, the Drug Enforcement Administration of
the Department of Justice, and the National Institute on Drug Abuse.

(11) Exemptions from specific program standards.

(i) A program is permitted, at the time of application or any time thereafter, to request exemption from
specific program standards. The rationale for an exemption shall be thoroughly documented in an appendix to be
submitted with the application or at some later time. The Food and Drug Administration will approve such exemptions
of program standards at the time of application, or any time thereafter, with the concurrence of the State authority. An
example of a case in which an exemption might be granted would be for a private practitioner who wishes to treat a
limited number of patients in a nonmetropolitan area with few phys1c1ans and no rehabilitative services geographically
.accessible and requests exemption from some of the staffing and service standards.

(ii) The Food and Drug Administration has the right to withhold the granting of an exemption
requested at the time of application until a program is in actual operation in order to assess if the exemption is
necessary. If periodic inspections of the program reveal that discrepancies or adverse conditions exist, the Food and
Drug Administration shall reserve the right to revoke any or all exemptions previously granted.

(12) Research. When a program conducts research on human subjects or provides subjects for research, there
must be written policies and written review to assure the rights of the patients involved. Appropriate informed consent
forms are required to be signed by the patient and to be retained in his or her patient record at the program. All
research, development, and related activities which involve human subjects and which are funded by grants from or
contracts with the Department of Health and Human Services are required to comply with the Department of Health
and Human Services’ regulations on the protection of human subjects, 45 CFR Part 46, and confidentiality of
information, 42 CFR Part 2. All investigational research involving human subjects conducted for submission to the
Food and Drug Administration must be conducted in compliance with Part 312 of this chapter.

(13) Patient record system-

(i) Patient care. The person(s) responsible for a program shall establish a record system to document -
and monitor patient care. This system is required to comply with all Federal and State reporting requirements relevant
to methadone. All records are required to be kept confidential and in accordance with all apphcable Federal and State
regulations regarding confidentiality.

(i) Drug dispensing. The person(s) responsible for a program shall ensure that accurate records
traceable to specific patients are maintained showing dates, quantity, and batch or code marks of the drug dispensed.
These records must be retained for a period of 3 years from the date of dispensing,

(iii) Patient’s record. An adequate record must be maintained for each patient. The record is required
to contain a copy of the signed consent form(s), the date of each visit, the amount of drug administered or dispensed,
the results of each test or analysis for drugs, any significant physical or psychological disability, the type of
rehabilitative and counseling efforts employed, an account of the patient’s progress, and other relevant aspects of the
treatment program. For recordkeeping purposes, if a patient misses appointments for 2 weeks or more without
notifying the program, the episode of care is considered terminated and is to be so noted in the patient’s record. This
does not mean that the patient cannot return for care. If the patient does return for care and is accepted into the
program, this is considered a readmission and is to be so noted in the patient’s record. This method of recordkeeping
helps assure the easy detection of sporadic attendance and decreases the possibility of administering inappropriate
doses of narcotic drugs (e.g., the patient who has received no medication for several days or more and upon return
receives the usual stabilization dose). An annual evaluation of the patient’s progress must be entered in the patient’s
record.
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(14) Security of drug stocks. Adequate security is required to be maintained over drug stocks, over the manner
in which it is administered or dispensed, over the manner in which it is distributed to medication units, and over the
manner in which it is stored to guard against theft and diversion of the drug. The program is required to meet the
security standards for the distribution and storage of controlled substances as required by the Drug Enforcement
Administration, Department of Justice (21 CFR 1301.72-1301.76).

(e) Multiple enrollments-

(1) Administering or dispensing to patients enrolled in other programs. There is a danger of drug dependent
persons attempting to enroll in more than one narcotic treatment program to obtain quantities of drugs for the purpose
of self-administration or illicit marketing. Therefore, except in an emergency situation, drugs shall not be provided to a
patient who is known to be currently receiving drugs from another treatment program.

(2) Patient attendance requirements. The patient shall always report to the same treatment facility unless prior
approval is obtained from the program sponsor for treatment at another program, Permission to report for treatment at
the facility of another program shall be granted only in exceptional circumstances and shall be noted on the patient’s
clinical record.

(f) Conditions for use of narcotic drugs in hospitals for detoxification treatment-

(1) Form. The drug may be administered or dispensed in either oral or parenteral form. (See Paragraph
(d)(6)(iii) of this section.)

(2) Use of narcotic drugs in hospitals-

(1) [sic] Approved uses. For hospitalized patients, the use of a narcotic drug for narcotic addict
treatment may be administered or dispensed only for detoxification treatment. If a narcotic drug is administered for
treatment of narcotic dependence for more than 180 days, the procedure is no longer considered detoxification but is,
rather, considered maintenance treatment. Only approved narcotic treatment programs may undertake maintenance
treatment. This does not preclude the maintenance treatment of a patient who is hospitalized for treatment of medical
conditions other than addiction and who requires ternporary maintenance treatment during the critical period of his or
her stay or whose enrollment in a program which has approval for maintenance treatment using narcotic drugs has
been verified. (See 21 CFR 1306.07(c).) Any hospital which already has received approval under this paragraph (f) may
serve as a temporary narcotic treatment program when an approved treatment program has been terminated, and there
is no other facility immediately available in the area to provide narcotic drug treatment for the patients. The Food and
Drug Administration may give this approval upon the request of the State authority or the hospital, when no State
authority has been established.

(ii) Individuals responsible for supplies. Hospitals shall submit to the Food and Drug Administration
and the State authority the name of the individual (e.g., pharmacist) responsible for receiving and securing supplies of
narcotic drugs for the treatment of narcotic addicts. The individual responsible for supplies shall ensure that the only
persons who receive supplies of narcotic drugs are those who are authorized to do so by Federal or State law.

(iii) General description. The hospital shall submit to the Food and Drug Administration and the State
authority a general description of the hospital, including the number of beds, specialized treatment facilities for drug
dependence, and nature of patient care undertaken.

(iv) Anticipated quantity of drug needed. The hospital shall submit to the Food and Drug
Administration and the State authority the anticipated quantity of narcotic drugs for narcotic addict treatment needed
per year.

(v) Records. The hospital shall maintain accurate records showing dates, quantity, and batch or code
marks of the drug used for inpatient treatment. The hospital shall retain the records for at least a period of 3 years.

(vi) Inspection. The hospital shall permit the Food and Drug Administration and the State authority to
inspect supplies of the drug at the hospital and evaluate the uses to which the drug is being put. The Food and Drug
" Administration and the State authority will keep the identity of the patients confidential in accordance with
confidentiality requirements of 42 CFR Part 2. Records on the receipt, storage, and distribution of narcotic medication
are subject to inspection under Federal controlled substances law; but use or disclosure of records identifying patients
will, in any case, be limited to actions involving the program or its personnel.
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(vii) Approval of hospital pharmacy. Application for a hospital pharmacy to provide narcotic drugs
for detoxification treatment must be submitted to the Food and Drug Administration and the State authority and
approval from both is required, except as provided for in Paragraph (h)(5) of this section. Within 60 days after the Food
and Drug Administration receives the application, it will notify the applicant of approval or denial or will request
additional information, when necessary.

(viii) Approval of shipments to hospital pharmacies. Before a hospital pharmacy may lawfully receive
shipments of narcotic drugs for detoxification treatment, a responsible official shall complete, sign, and file in duplicate
with the Food and Drug Administration and the State authority Form FDA-2636 “Hospital Request for Methadone
Detoxification Treatment” (see Paragraph (k) of this section) and must have received from the Food and Drug
Administration a notice that the request has been approved.

(ix) Sanctions. Failure to abide by the requirements described in this section may result in revocation
of approval to receive shipments of narcotic drugs for narcotic addict treatment, seizure of the drug supply on hand,
injunction, and criminal prosecution.

(g) Confidentiality of patient records.

(1) Except as provided in Paragraph (g)(2) of this section, disclosure of patient records maintained by any
program is governed by the provisions of 42 CFR Part 2, and every program must comply with that part. Records on
the receipt, storage, and distribution of narcotic medication are also subject to inspection under Federal controlled
substances laws: But use or disclosure of records identifying patients will, in any case, be limited to actions involving
the program or its personnel.

(2) A treatment program or medication unit or any part thereof, including any facility or any individual, shall
permit a duly authorized employee of the Food and Drug Administration to have access to and to copy all records on
the use of narcotic drugs in accordance with the provisions of 42 CER Part 2. A treatment program may reveal such
records only when necessary in a related administrative or court proceeding.

(h) Denial or revocation of approval.

(1) Complete or partial denial or revocation of approval of an application to receive shipments of narcotic
drugs (Forms FDA-2632 “Application for Approval of Use of Methadone in a Treatment Program” and FDA-2636
“Hospital Request for Methadone Detoxification Treatment”) may be proposed to the Commissioner of Food and
Drugs by the Dirar*or of the Food and Drug Administration’s Center for Drug Evaluation and Research, on his or her
own initiative or ..t the request of representatives of the Drug Enforcement Administration, Department of Justice,
National Institute of Drug Abuse, the State authority, or any other interested person.

(2) Before presenting such a proposal to the Commissioner, the Director of the Center for Drug Evaluation and
Research, or his or her representative, will notify the applicant in writing of the proposed action and the reasons
therefor and will offer the applicant an opportunity to explain the matters in question in an informal conference and/or
in writing within 10 days after receipt of such notification. The applicant shall have the right to hear and to question the
information on which the proposal to deny or revoke approval is based, and may present any oral or written
information and views.

(3) If the explanation offered by the applicant is not accepted by the Center for Drug Evaluation and Research
as sufficient to justify approval of the application, and denial or revocation of approval is therefore proposed, the
Commissioner will evaluate information obtained in the informal conference and/or in writing before the Director of
the Center for Drug Evaluation and Research. If the Commissioner finds that the applicant has failed to submit
adequate assurance justifying approval of the application, the Commissioner shall issue a notice of opportunity for
hearing with respect to the matter pursuant to §314.200 of this chapter and the matter shall thereafter be handled in
accordance with established procedures for denial or revocation of approval of a new drug application. If the Secretary
determines that there is an imminent hazard to health, revocation of approval will become effective immediately and
any administrative procedure will be expedited. Upon revocation of approval of an application, the Commissioner will
notify the applicant, the State authority, the Drug Enforcement Administration, Department of Justice, and all other
appropriate persons that the applicant may no longer receive shipments of narcotic drugs, and will require the recall of
all of the drugs from the applicant. Revocation of approval may also result in criminal prosecutiori.

(4) Denial or revocation of approval may be reversed when the Commissioner determines that the applicant
has justified approval of the application.
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(5) A treatment program or medication unit or any part thereof, including any facility or any individual, may
appeal to the Food and Drug Administration a complete or partial denial or revocation of approval by the State
authority unless the denial or revocation is based upon a State law or regulation. The appeal shall first be made to the
Director of the Center for Drug Evaluation and Research, who shall hold an informal conference on the matter in
accordance with Paragraph (h)(2) of this section. The State authority may participate in the conference. The appellant or
the State authority may appeal the Director’s decision to the Commissioner, who shall decide the matter in accordance
with Paragraph (h)(3) of this section. If the Commissioner denies or revokes approval, such action shall be handled in
accordance with Paragraph (h)(3) of this section. The Commissioner may not grant or retain Food and Drug
Administration approval if the Commissioner finds that the appellant is not in compliance with all applicable State
laws and regulations and with this section.

(i) Sanctions-

(1) Program sponsor or individual responsible for a particular program. If the program sponsor or the person
responsible for a particular program fails to abide by all the requirements set forth in this regulation, or fails to
adequately monitor the activities of those employed in the program, he or she may have the approval of his or her
application revoked, his or her narcotic drug supply seized, an injunction granted precluding operation of his or her
program, and criminal prosecution instituted against him or her.

(2) Persons responsible for administering or dispensing narcotic drugs. If a person responsible for
administering or dispensing narcotic drugs for narcotic addict treatment fails to abide by all the requirements set forth
in this regulation, criminal prosecution may be instituted against him or her, his or her drug supply may be seized, the
approval of the program may be revoked, and an injunction may be granted precluding operation of the program.

(i) Requirements for distribution by manufacturers of narcotic drugs for narcotic addict treatment-

(1) Distribution requirements. Shipments of narcotic drugs for narcotic addict treatment are restricted to direct
shipments by manufacturers of the drugs to approved treatment programs using the narcotic drugs and to approved
hospital pharmacies. If requested by a manufacturer or State authority, wholesale pharmacy outlets in some regions or
States may be authorized to stock narcotic drugs for narcotic addict treatment for that area and then transship the drug
to approved narcotic treatment programs and approved hospital pharmacies. Alternative methods of distribution will
be permitted if they are approved by the Food and Drug Administration and the State authority. Prior to any approval
of an alternative method of distribution, there will be consultation with the Drug Enforcement Administration,
Department of Justice, to assure compliance with its regulations regarding controlled substance distribution.

(2) Information regarding approved programs and hospitals. The Food and Drug Administration will provide
manufacturer and the public with names and locations of programs and hospitals that have been approved to receive
shipments of narcotic drugs for narcotic addiction treatment. All information contained in the forms required by
Paragraph (k) of this section is available for public disclosure, except the names or other identifying information.

(3) Acceptance of delivery. Delivery shall only be made to a licensed practitioner or a licensed pharmacist
employed at the facility. At the time of delivery, the licensed practitioner or licensed pharmacist shall sign for the drugs
and place his or her specific title and identification number on any invoice. Copies of these signed invoices shall be kept
by the manufacturer. ‘

(k) Program forms. The program sponsor must ensure that the following forms are completed by the proper
program staff and submitted to the appropriate State authority and the Division of Scientific Investigations, Regulatory
Management Branch (HFD-342), Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857. Forms are
available upon request from the Regulatory Management Branch (HFD-352) at the same address.
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FORM

Application for Approval of Use of Methadone in a Treatment Program

Medical Responsibility Statement for Use of Methadone in a Treatment Program
Consent to Methadone Treatment

Hospital Request for Methadone Detoxification Treatment

(Approved by the Office of Management and Budget under Number 0910-0140)
[54 FR 8960, Mar. 2, 1989; 54 FR 12531, Mar. 27, 1989]
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PART 291
DRUGS USED FOR TREATMENT OF NARCOTIC ADDICTS [Revisions]
1. The authority citation for 21 CFR part 291 is revised to read as follows:

AUTHORITY: Secs. 505, 701 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355, 371); 21
U.S.C. 823; secs. 301(d), 548, 1976 of the Public Health Service Act (42 U.S.C. 241(d), 290ee-3, 300y-11);
42 U.S.C. 257a.

2. Section 291.505 is amended by inserting the word "comprehensive" before the word "maintenance"
everywhere it appears in paragraphs (d)(1)(®), (d)(1)(iii), (@)(1)EV), (D@)E), (DEHVID), (A@EHB)2),
(@S 1), (d(6)AVIB)6), (A)(6)(v)(A)1) and (d)(6)(V)(A)(3), (dN6X(V)(C), (d)(8)(i) introductory text and
(d@)(D(E), (d)(9)() introductory text and (d)(9)(i)(F), and by revising paragraph (a)(2), by adding paragraphs
(2)(10), MY(D(V), ®)(2)(vi), (d)(4)(IXC), and (d)(7), and by revising paragraph (d)(8)(i)(F) to read as follows:

Sec. 291.505 Conditions for the use of narcotic drugs; appropriate methods of professional practice for medical
treatment of the narcotic addiction of various classes of narcotic addicts under section 4 of the Comprehensive
Drug Abuse Prevention and Control Act of 1970.

(a) k ok ok

(2) Maintenance treatment means the dispensing of a narcotic drug, at relatlvely stable dosage levels, in
the treatment of an individual for dependence on heroin or other morphine-like drug. There are two types of
maintenance treatment: comprehensive maintenance treatment and interim maintenance treatment.

(i) Comprehensive maintenance treatment is maintenance treatment provided in conjunction with a
comprehensive range of appropriate medical and rehabilitative services.

(ii) Interim maintenance treatment is maintenance treatment provided in conjunction with appropriate
medical services while a patient is awaiting transfer to comprehensive maintenance treatment.
* L * * &

{10) The term HIV disease means infection with the etiologic agent for acquired immunodeficiency

syndrome.

* %k %k
(b) ¥ * *
Q) * * *

(v) Interim maintenance tréeatment. A public or nonprofit private narcotic treatment program may
provide interim maintenance treatment only if the program also provides comprehensive maintenance treatment
to which interim maintenance treatment patients may be transferred.

(2) * * *

(vi) Interim maintenance treatment program approval. Before a public or nonprofit private narcotic
treatment program may provide interim maintenance treatment, the program must receive approval of both the
Food and Drug Administration and the chief public health officer of the State. Before such approval is granted,
the program must provide the Food and Drug Administration with certification from the chief public officer of
the State that:

(A) Such officer does not object to the authorization of programs providing interim maintenance
treatment in the State and that programs seeking such authorization are unable to place patients in a public or
nonprofit private coinprehensive treatment program within a reasonable geographic area within 14 days of the
time patients seek admission to such programs;

(B) The authorization of programs providing interim maintenance treatment in the State will not reduce
the capacity of comprehensive programs in the State to admit individuals to these programs (relative to the date
on which such officer so certifies);

(C) The State guarantees that individuals enrolled in interim maintenance treatment will be transferred to
comprehensive programs not later than 120 days, as provided by section 1923 of the Public Health Service Act
(the PHS Act) and applicable regulations; and
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(D) Requests for authorization should be submitted to the address specified in Sec. 291.505(k).
* E * % *

@ * * *

@) * * *

@* * *

(C) Counseling on HIV disease. A narcotic treatment program shall provide counseling on preventing
exposure to, and the transmission of, HIV disease for each patient admitted or readmitted to maintenance or
detoxification treatment. Although HIV testing is not required, an interim program shall inform patients of the
availability of HIV testing. The program sponsor shall also ensure that HIV testing is accessible to patients who
request such testing either on site or by the programs entering into agreements with HIV testing facilities to
make HIV testing accessible to those patients who request it.

* ok ok k%

(7) Minimum standards for interim maintenance treatment. The person(s) responsible for a program
may place an individual, who is eligible for admission to comprehensive maintenance treatment, in interim
maintenance treatment if the individual cannot be placed in a public or nonprofit private comprehensive program
within a reasonable geographic area and within 14 days of the individual’s application for admission. An iniual
and at least two other urine screens shall be taken from interim patients during the maximum of 120 days
permitted for such treatment. A program shall establish and follow reasonable criteria for establishing priorities
for transferring patients from interim maintenance to comprehensive maintenance treatment. These transfer
criteria shall be in writing and available for inspection and shall include, at a minimum, a preference for
pregnant women in admitting patients to interim maintenance and in transferring patients from interim
maintenance to comprehensive maintenance treatment. Interim maintenance shall be provided in a manner
consistent with all applicable Federal and State laws including sections 1923 (mandatory transfer) and 1927(a)
(pregnant patients) of the PHS Act. The program shall notify the State health officer when a patient begins
interim treatment, when a patient leaves interim treatment, and before the date of mandatory transfer to a
comprehensive program, and shall document such notifications. Programs in States not in compliance with
provisions of this regulation risk loss of authorization for interim maintenance. All requirements for
comprehensive maintenance treatment apply to inferim maintenance treatment with the following exceptions:

(i) The narcotic drug is required to be administered daily under observation;

(ii) Take-home medication is not allowed; :

(iii) The initial treatment plan and periodic treatment plan evaluation are,not [sic] required;

(iv) A primary counselor is not required to be assigned to a patient;

(v) Interim maintenance cannot be provided for longer than 120 days in any 12 month-period [sic]; and

(vi) The requirements and exceptions in paragraphs (b)(2)(iii) (as apply to rehabilitative services), in
paragraphs (b)(3)(iv)(B) and (d)(4)(i)(A) (as apply to rehabilitative services), and in paragraphs (d)(4)(ii)(E),
@(@EDNEF), ([@@)(EV), ([D(6)AV), ([@)6)(V), (d)(6)(vi), and (d)(6)(vii) of this section do not apply.
® ok kK %

8) * * *

@) * * *

(F) The requirements of paragraph (d)(4) of this section, except paragraphs (d)(4)({)}(C), (d)(4)(i)(A)
through (d)(4)(ii)(D), and (d)(4)(iii) of this section, do nat apply to short-term detoxification treatment.
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PART 291
DRUGS USED FOR TREATMENT OF NARCOTIC ADDICTS [INTERIM RULE]
1. The authority citation for 21 CFR part 291 continues to read as follows:

AUTHORITY: Secs. 505,-701 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355, 371); 21 U.S.C.
823; secs. 301(d), 548, 1976 of the Public Health Services Act (42 U.S.C. 241(d), 290ee-3, 300y-11); 42 U.S.C.
257a.

2. Section 291.501 is revised to read as follows:

§ 291.501 Narcotic drugs in the maintenance treatment of narcotic addicts.

(a) The Food and Drug Administration, the National Institute of Drug Abuse, and the Drug Enforcement
Administration, Department of Justice, recognize that the use of narcotic drugs in the prolonged maintenance of
narcotic dependence has been shown to be an effective part of a total treatment effort in the management and
rehabilitation of selected narcotic addicts. It is also recegnized that a number of dangers and possible abuses may
arise from such efforts if professional services and controls are inadequately applied.

(b) Therefore, the Commissioner of Food and Drugs, the Director of the National Institute on Drug Abuse,
and the Administrator of the Drug Enforcement Administration, Department of Justice, agree that interested
professionals, municipalities, and organizations should be allowed to use narcotic drugs in the medical treatment
of narcotic addiction within a framework of adequate controls designed to protect the individual patients and the
community, Narcotic drugs that are to be used as part of the treatment of narcotic addiction must have an approved
new drug application for use. To facilitate this purpose, the Food and Drug Administration, the National Institute
on Drug Abuse, and the Drug Enforcement Administration, Department of Justice, have jointly agreed upon
acceptable conditions for the use of narcotic drugs in a treatment program, which are set forth in § 291.505. In
addition, such other provisions of the Federal narcotic laws and regulations as are applicable must also be observed.

3. Section 291.505 is amended by revising paragraphs (b)(2)(v), (b)2)(vi)(D), (c)(4)(i), (c}(4)(ii), the last
sentence in paragraph (d)(1)(()(C), paragraph (d)(1)(ii), the first sentence in paragraph (d)(1)(iii)(B)(1) and by
removing the word "methadone" in the two places it appears in paragraph (d)(1)(iii)(B)(1), by adding new paragraph
(@(1)(iii)(B)(6), by revising the second sentence in paragraph (d)(1)(iii)(C), paragraph (d)(1)(iv), by adding a new
sentence after the second sentence in paragraph (d)(3)(i), by adding new paragraph (d)(4)(v), by revising the
paragraph headings of paragraphs (d)(6) and (d)(6)(i), by removing paragraph (d)(6)(ii) and reserving it, by revising
the second sentence in paragraph (d)(13)(i), in paragraph (f)(2)(viii) by removing the phrase "paragraph (k) of this
section” and adding in in its place "paragraph (1) of this section", [sic] by revising paragraph (h)(1), by
redesignating paragraph (k) as paragraph (1) and revising it, and by adding new paragraph (k) to read as follows:

§ 291.505 Conditions for the use of narcotic drugs; appropriate methods of professional practice for medical
treatment of the narcotic addiction of various classes of narcotic addicts under section 4 of the Comprehensive

Drug Abuse Prevention and Control Act of 1970.
* k% ok ok

(b) * k%

(2) H* % Ok

(v) Approved narcotic drugs for use in treatment programs. The following narcotic drugs have been
approved for use in the treatment of narcotic addiction: Methadone and Levo-Alpha-Acetyl-Methadol (LAAM).

(Vi)* * *

(D) Requests for authorization should be submitted to the address specified in paragraph (1) of this section.
* % ok % ok

(C) s k3

(4) * k%

(i) Form FDA-2632 "Application for Approval of Use of Narcotic Drugs in a Treatment Program." This
form, required by paragraph (1) of this section, shall be completed and signed by the program sponsor and submitted
in duplicate to the Food and Drug Administration and the State authority.
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(ii) Form FDA~2633 "Medical Responsibility Statement for Use of Narcotic Drugs in a Treatment Program."
This form, required by paragraph (1) of this section, shall be completed and signed by each licensed physician
authorized to administer or dispense narcotic drugs and submitted in duplicate to the Food and Drug Administration
and the State authority. The names of any other persons licensed by law to administer or dispense narcotic drugs
working in the program shail be listed even if they are not responsible for administering or dispensing the drug at
the time the application is submitted.

* * * * *

(@(L) * * * () * * *

(C) * * * The program physician shall complete and record the statement before the program administers
any narcotic drug to the patient.

(ii) Voluntary participation, informed consent. The person responsible for the program shall ensure that:
A patient voluntarily chiooses to participate in a program; all relevant facts concerning the use of the narcotic drug
used by the program are clearly and adequately explained to the patient; all patients, with full knowledge and
understanding of its contents, sign the "Consent to Treatment with an Approved Narcotic Drug" Form FDA-2635
(see paragraph (1) of this section); a parent, legal guardian, or responsible adult designated by the State anthority
(e.g., "emancipated minor" laws) sign for patients under the age of 18 the second part of Form FDA~-2635 "Consent
to Treatment with an Approved Narcotic Drug."

({if) * * *

(B) Pregnant patients. (1) Pregnant patients, regardless of age, who have had a documented narcotic
dependency in the past and who may return to narcotic dependency, with all its attendant dangers during pregnancy,
may be placed on a comprehensive maintenance regimen, except as provided in paragraph (d)(1)(iii)(B)(6) of this
section, * * *

* % ok ok k

(6) Patients who are or become pregnant shall not be started or continued on LAAM, except by the written
order of a physician who determines this to be the best choice of therapy for that patient. Clinics providing
treatment with LAAM mnst advise all patients of childbearing potential of the risks of LAAM and make a medical
evaluation available to all patients who become pregnant while taking the drug. An initial pregnancy test shall be
performed for each prospective female patient of childbearing potential before admission to LAAM comprehensive
maintenance treatment and monthly pregnancy tests performed thereafter on such female patients in LAAM
comprehensive maintenance treatment. Analysis of such tests shall be performed in a laboratory approved under
the Clinical Laboratory Improvement Amendments of 1988 or in a laboratory certified by a State or private
accrediting body approved by the Health Care Financing Administration.

(C) * * * For patients meeting these criteria, the quantity of take-home medication, if take-home
medication is permitted for the narcotic drug, will be determined in the reasonable clinical judgment of the program
physician, but in no case may the quantity of take-home medication be greater than would have been allowed at the
time the patient voluntarily terminated previous treatment. * * *

(iv) Special limitation; treatment of patients under 18 years of age. (A) A person under 18 years of age
is required to have had two documented attempts at short-term detoxification or drug-free treatment to be eligible
for maintenance treatment, except as provided in paragraph (d)(1)(iv)(B) of this section. A 1-week waiting period
is required after such a detoxification attempt, however, before an attempt is repeated. The program physician shall
document in the patient’s record that the patient continues to be or is again physiologically dependent on narcotic
drugs. No person ninder 18 years of age may be admitted to a maintenance treatment program unless a parent, legal
guardian, or responsible adult designed by the State authority (e.g., "emancipated minor" laws) completes and signs
consent form, Form FDA-2635 "Consent to Treatment with an Approved Narcotic Drug."

(B) A person under 18 years of age shall not be admitted to LAAM maintenance treatment.

* E * * %

(3)* * * (i) * * * A pregnancy test is required for any woman of childbearing potential before she may
be administered LAAM as directed in paragraph (d)(1)(iii)(B)(1) of this section. * * *

* ok % ok k

(@) * * *

(V) Authorized dispensers of narcotic drugs, responsibility. A narcotic drug nay be administered or dispensed
only by a practitioner licensed under the appropriate State law and registered under the appropriate State and Federal
laws to order narcotic drugs for patients, or by an agent of such a practitioner, supervised by and under the order
of the practitioner. This agent is required to be a pharmacist, registered nurse, or licensed practical nurse, or any
cther health care professional authorized by Federal and State law to administer or dispénse narcotic drugs. The
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licensed practitioner assumes responsibility for the amounts of narcotic drugs administered or dispensed and shall
record and countersign all changes in dosage schedule.
* %k k%

(6) Use of methadone in a treatment program; frequency of attendance; quantity of take-home medication;
dosage of methadone; initial and stabilization— (i) Dosage and responsibility. * * *

(ii) [Reserved]
¥k ok kK

(13) * * *

(i) * * * This system is required to comply with all Federal and State reporting requirements relevant to
narcotic drugs approved for use in treatment of narcotic addiction, * * *

* * % % %

(b) Denial or revocation of approval. (1) Complete or partial denial or revocation of approval of an
application to receive shipments of narcotic drugs (Forms FDA~-2632 "Application for Approval of Use of Narcotic
Drugs in a Treatment Program" and FDA~2636 "Hospital Request for Methadone Detoxification Treatment") may
be proposed to the Commissioner of Food and Drugs by the Director of the Food and Drugs Administration’s
Center for Drug Evaluation and Research, on his or her own initiative or at the request of representatives of the
Drug Enforcement Administration, Department of Justice, National Institute of Drug Abuse, the State authority,
or any other interested person.

* k% K k%

(k) Use of narcotics other than methadone in a treatment program. Narcotic drug products other than
methadone that have been approved for treatment of narcotic addiction are listed in paragraph (b)(2)(v) of this
section. Detailed information on the conditions for use of narcotic drug products other than methadone, with the
exception of take-home and dosage form requirements, can be found in the respective approved product labeling.
Treatment programs shall review the most recent approved product labeling for up-to-date information on important
treatment parameters for each drug. Deviation from doses, frequencies, and conditions of usage described in the
approved labeling shall be justified in the patient’s record. Treatment programs that dispense narcotics other than
methadone shall conform with the requirements set forth under paragraphs (a), (b), (c), (d)(1) through (d)(5), (d)(8)
through (d)(14), and (e) through (1) of this section. Specifics regarding take-home and dosage form requirements
along with any additional requirements are set forth in this paragraph.

(1) LAAM—(i) Dosage and responsibility for administration. After a patient’s tolerance to LAAM is
established, LAAM shall be administered no more frequently than every other day. Dosage of LAAM shall be
individualized at doses, frequencies, and under conditions of usage described in approved labeling and as follows:

(A) New Patients. The persons responsible for the program shall ensure that the initial dose of LAAM to
a patient whose tolerance for the drug is unknown does not exceed 40 milligrams.

(B) Stabilized methadone maintenance patient. The persons responsible for the program shall ensure that
the initial dose of LAAM for a previously stabilized methadone maintenance patient is less than or equal to 1.3 times
the patient’s daily methadone dose, not to exceed 120 milligrams,

(C) A licensed physician shall assume responsibility for the amount of the narcotic drug administered or
dispensed and shall record, date, and sign or countersign in fach patient’s record each change in dosage schedule.

(D) The administering licensed physician shall ensure that a single dose of LAAM greater than 140
milligrams is justified in the patient’s record.

(ii) Dosage form. LAAM may be administered in oral form when used in a maintenance treatment program.
Hospitalized patients under care for a medical or surgical condition are permitted to receive LAAM in oral form
when the attending physician judges it advisable. Although syrup concentrate or other formulations may be
distributed to the program, all oral medication is required to be administered in a liquid formulation. Clinics that
administer both LAAM and methadone shall take appropriate measures, including contrasting color and taste, to
ensure that dosage forms of LAAM and methadone are easily distinguished.

(iii) Take-home medication. Take-home doses of LAAM are not permitted. A Patient who is eligible for
one or more take-home doses of methadone under paragraph (d)(6) of this section and who is unable to conform
to the applicable mandatory LAAM dosing schedule because of exceptional circumstances such as illness,-personal
or family crises, travel, or other hardship, or official State holidays, may be temporarily transferred to methadone.
Take-home doses of methadone for a patient eligible for a planned temporary discontinuation of treatment with
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LAAM shall be individualized at doses, frequencies, and under conditions of usage described in the approved
labeling and the applicable provisions for take-home methadone medication under paragraph (d)(6) of this section.
The maximum number of take-home doses of methadone shall be determined in accordance with the provisions of
21 CFR 291.505(d)(6)(v) and (d)(6)(vi).

(2) [Reserved] '

(1) Program forms. The program sponsor must ensure that the following forms are completed by the proper
program staff and submitted to the appropriate State authority and the Division of Scientific Investigations,
Regulatory Management Branch (HFD-342), Food and Drug Administration, 7520 Standish Pl., Rockville, MD
20855. The sponsor will indicate on the appropriate form which treatment drug is being utilized. Forms are
available upon request from the Regulatory Management Branch (HFD-342) at the same address.

FOPMS

FDA-2632 Application for Approval of Use of Narcotic Drugs in a Treatment Program.
FDA-2633 Medical Responsibility Statement for Use of Narcotic Drugs in a Treatment Program,
FDA-2635 Consent to Treatment with an Approved Narcotic Drug.

FDA-2636 Hospital Request for Methadone Detoxification Treatment.

(Approved by the Office of Management and Budget under number 0910-0140.)

Michael R. Taylor,
Deputy Commissioner for Policy.

Dated: April 8, 1993.
Richard A. Millstein,
Acting Director, National Institute on Drug Abuse.
{FR Doc. 93-17134 Filed 7-19-93; 8:45 am]
BILLING CODE 4160-01-P
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Note to reader: Only those Parts 13011307 that apply specifically to narcotic treatment
programs are provided in this section. However, the reader is advised to review the DEA
regulations in their entirety, as other parts may impact on compliance issues.

§ 1301.11 (f) Fee amounts
§ 1301.22 (a)(6),(11) Separate registration for independent activities
§1301.23 (a),(b) Separate registrations for separate locations

§1301.32 (a)(4)-(6),(9),(b)(9)  Application forms; contents; signature

§1301.41 Administrative review generally
§ 1301.48 Order to show cause

§1301.55 Burden of proof

§ 1301.61 Modification in registration

§ 1301.71 through 1301.74 Security requirements and physical security controls

§ 1301.90 through 1301.93 Employee screening—responsibility, illicit activities,
employee checks

§1304.03 Persons required to keep records and file reports
§ 1304.04 Maintenance of records and inventories

§ 1304.11 through 1304.13 Inventory requirements

§ 1304.17 Inventories of dispensers and researchers
§1304.21 General requirements for continuing records

§ 1304.28 through 1304.29 Patient records
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§ 1305.08, 1305.09,
1305.11 through 1305.13

§ 1307.14, 1307.21
§ 1316.03
§ 1316.06

§ 1316.31-34

Order forms

Disposal of controlled substance
Authority to make inspections
Notice of inspection

Enforcement proceedings
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CHAPTER II — DRUG ENFORCEMENT ADMINISTRATION
DEPARTMENT OF JUSTICE

PART 1301—REGISTRATION OF MANUFACTURERS, DISTRIBUTORS,
AND DISPENSERS OF CONTROLLED SUBSTANCES

GENERAL INFORMATION
Sec,

1301.01 Scope of Part 1301.
1301.02 Definitions.
1301.03 Information; special instructions.

FEES FOR REGISTRATION AND REREGISTRATION

1301.11 Fee amounts.
1301.12 Time and method of payment; refund.
1301.13 Persons exempt from fee.

REQUIREMENTS FOR REGISTRATION

1301.21 Persons required to register.

1301.22 Separate registration for independent activities.

1301.23 Separate registrations for separate locations.

1301.24 Exemption of agents and employees; affiliated practitioners.

1301.25 Exemption of certain military and other personnel.

1301.26 Exemption of law enforcement officials.

1301.27 Exemption of civil defense officials.

1301.28 Registration regarding ocean vessels.

1301.29 Provisional registration of narcotic treatment programs; compounders.

APPLICATIONS FOR REGISTRATION

1301.31 Time for application for registration; expiration date.
1301.32 Application forms; contents; signature, -

1301.33 Research protocols.

1301.34 Filing of application; joint filings.

1301.35 Acceptance for filing; defective applications.
1301.36 Additional information.

1301.37 Amendments to and withdrawal of applications.
1301.38 Special procedures for certain applications.

ACTION ON APPLICATIONS FOR REGISTRATION: REVOCATION
OR SUSPENSION OF REGISTRATION

1301.41 Administrative review generally.

1301.42 Action on applications for research in Schedule I substances.

1301.43 Application for bulk manufacture of Schedule [sic] I and II substances.
1301.44 Certificate of registration; denial of registration.

1301.45 Suspension or revocation of registration.

1301.46 Suspension of registration pending final order.

1301.47 Extension of registration pending final order.

1301.48 Order to show cause,
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1301.51
1301.52
1301.53
1301.54
1301.55
1301.56
1301.57

1301.61
1301.62
1301.63

1301.71
1301.72

1301.73

1301.74

1301.75
1301.76

1301.90
1301.91
1301.92
1301.93

1973.

HEARINGS

Hearings generally.

Purpose of hearing.

Waiver or modification of rules.

Request for hearing or appearance; waiver.
Burden of proof.

Time and place of hearing.

Final order.

MODIFICATION, TRANSFER AND TERMINATION OF REGISTRATION

Modification in registration.
Termination of registration.
Transfer of registration.

SECURITY REQUIREMENTS

Security requirements generally. ,

Physical security controls for non-practitioners; narcotic treatment programs and compounders for
narcotic t{reatment programs; storage areas.

Physical security controls for non-practitioners; compounders for narcotic treatment programs;
manufacturing and compounding areas.

Other security controls for non-practitioners; narcotic treatment programs and compounders for
narcotic treatment programs.

Physical security controls for practitioners.

Other security controls for practitioners.

EMPLOYEE SCREENING—NON-PRACTITIONERS

Employee screening procedures.

Employee responsibility to report drug diversion.
Illicit activities by employees.

Sources of information for employee checks.

AUTHORITY: 21 U.S.C. 821, 822, 823, 824, 871(b), 875, 877.

SOURCE: 36 FR 7778 Apr. 24, 1971, unless otherwise noted. Redesignéted at 38 FR 26609, Sept. 24,

Note to reader: Only those paragraphs in this Part that apply specifically to methadone maintenance treatment
programs are provided.

FEES FOR REGISTRATION AND REREGISTRATION

§1301.11 Fee amounts.
(f) For each registration or reregistration to engage in a narcotic treatment program, including a
compounder, the registrant shall pay an application fee of $20.

[48 FR 56043, Dec. 19, 1983, as amended at 52 FR 20598, June 2, 1987; 53 FR 4963, Feb. 19, 1988]
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§ 1301.22 Separate registration for independent activities.

(a) The following groups of activities are deemed to be independent of each other:

(1) Manufacturing controlled substances;

(2) Distributing controlled substances;

(3) Dispensing controlled substances listed in Schedules II through V;

(4) Conducting research with controlled substances listed in Schedules II through V;

(5) Conducting instructional activities with controlled substances listed in schedules II through V;

(6) Conducting a narcotic treatment program using any narcotic drug listed in Schedules II, IfI, IV or V,
however, pursnant to § 1301.24, employees, agents, or affiliated practitioners, in programs, need not register
separately. Each program site located away from the principal location and at which place narcotic drugs are
stored or dispensed must be separately registered and obtain narcotic drugs by use of order forms pursuant to §
1305.03;

(7) Conducting research and instructional activities with controlled substances listed in Schedule I;

(8) Conducting chemical analysis with controlled substances listed in any schedule; '

(9) Importing controlled substances;

(10) Exporting controlled substances; and

(11) A compounder as defined by ‘§ 1301.02(d).

(b) Every person who engages in more than one group of independent activities shall obtain a separate
registration for each group of activities, except as provided in this paragraph. Any person, when registered to
engage in the group of activities described in each subparagraph in this paragraph, shall be authorized to engage
in the coincident activities described in that subparagraph without obtaining a registration to engage in such
coincident activities, provided that, unless specifically exempted, he complies with all requirements and duties
prescribed by law for persons registered to engage in such coincident activities:

(1) A person registered to manufacture or import any controlled substance or basic class of controlled
substance shall be anthorized to distribute that substance or class, but no other substance or class which he is
not registered to manufacture or import;

(2) A person registered to manufacture any controlled substance listed in Schedules II through V shall be
authorized to conduct chemical analysis and preclinical research (including quality control analysis) with narcotic
and non-narcotic controlled substances listed in those schedules in which he is authorized to manufacture;

(3) A person registered to conduct research with a basic class of controlled substance listed in Schedule I
shall be authorized to manufacture or import such class if and to the extent that such manufacture or importation
is set forth in the research protocol described in § 1301.33 and to distribute such class to other persons
registered or authorized to conduct research with such class or registered or authorized to conduct chemical
analysis with controlled substances;

(4) A person registered or authorized to conduct chemical analysis with controlled substances shall be
authorized to manufacture and import such substances for analytical or instructional purposes, to distribute such
substances to other persons registered or authorized to conduct chemical analysis or instructional activities or
research with such substances and to persons exempted from registration pursuant to § 1301.26, to export such
substances to persons in other countries performing chemical analysis or enforcing laws relating to controlled
substances or drugs in those countries, and to conduct instructional activities with controlled substances; and

(5) A person registered or authorized to conduct research with controlled substances listed in Schedules
1I through V shall be authorized to conduct chemical anatysis with controlled substances listed in those schedules
in which he is authorized to conduct research, to manufacture such substances if and to the extent that such
manufacture is set forth in a statement filed with the application for registration, to import such substances for
research purposes, to distribute such substances to other persons registered or authorized to conduct chemical
analysis, instructional activities, or research with such substances and to persons exempted from registration
parsuant to § 1301.26, and to conduct instructional activities with controlled substances;

(6) A person registered to dispense controlled substances listed in Schedules II through V shall be
authorized to conduct research and to conduct instructional activities with those substances.

(c) A single registration to engage in any group of independent activities may include one or more
controlled substances {isted in the schedules authorized in that group of independent activities. A person
registered to conduct research with controlled substances listed in Schedule I may conduct research with any
substance listed in Schedule I for which he has filed and had approved a research protocol.

91




Appendix D—DEA Regulations

[36 FR 7778, Apr. 24, 1971, as amended at 36 FR 18728, Sept. 21, 1971; 37 FR 15918, Aug. 8, 1972; 38 FR
756, Jan. 4, 1973. Redesignated at 38 FR 26609, Sept. 24, 1973.

EDITORIAL NOTE: For FR Citations affecting § 1301.22, see the List of CFR Sections Affected in the
Finding Aids section of this volume.

§1301.23 Separate registrations for separate locations.

(a) A separate registration is required for each principal place of business or professional practice at one
general physical location where controlled substances are manufactured, distributed, or dispensed by a person.

(b) The following locations shall be deemed not to be places where controlled substances are
manufactured, distributed, or dispensed:

(1) A warehouse where controlled substances are stored by or on behalf of a registered person, unless
such substances are distributed directly from such warehouse to registered locations other than the registered
location from which the substances were delivered or to persons not required to register by virtue of subsection
302(c)(2) of the Act (21 U.S.C. 822(c)(2));

(2) An office used by agents of a registrant where sales of controlled substances are solicited, made, or
supervised but which neither contains such substances (other than substances for display purposes or lawful
distribution as samples only) nor serves as a distribution point for filling sales orders; and

(3) An office used by a practitioner (who is registered at another location) where controlled substances
are prescribed but neither administered nor otherwise dispensed as a regular part of the professional practice of
the practitioner at such office, and where no supplies of controlled substances are maintained.

[36 FR 7778, Apr. 24, 1971, as amended at 36 FR 18728, Sept. 21, 1971. Redesignated at 38 FR 26609,
Sept. 24, 1973]

APPLICATIONS FOR REGISTRATION

§1301.32 Application forms; contents; signature.

(a) If any person is required to be registered, and is not so registered and is applying for registration:

(4) To conduct research with controlled substances listed in Schedules II through V (other than research
described in §§1301.22(a)(6), he shall apply on DEA Form 225;

(5) To conduct research with narcotic drugs listed in Schedules II through V, as described in
§1301.22(a)(6), he shall apply on DEA Form 225;

(6) To conduct research with controlled substances listed in Schedule I, he shall apply on DEA Form
225, with three copies of a research protocol as described in §[1}301.33(a) attached to the form, or, in the case
of a clinical investigation, with three copies of a certificate of submission of an IND as described in §1301.33(b)
attached to the form (the researcher also submitting to the Food and Drug Administration three copies of a
Notice of Claimed Investigational Exemption-for a New Drug as required in §1301.33(b));

(9) To conduct a narcotic treatment program, including a compounder, shall apply on DEA Form 363.

(b) If any person is registered and is applying for reregistration:

(9) To conduct a narcotic treatment program, including a compounder, shall apply on DEA Form 363a
(Renewal Form).

ACTION ON APPLICATIONS FOR REGISTRATION;
REVOCATION OR SUSPENSION OF REGISTRATION

§1301.41 Administrative review generally.

The Administrator may inspect, or cause to be inspected, the establishment of an applicant or registrant,
pursuant to subpart A of part 1316 of this chapter. The Administrator shall review, [sic] the application for
registration and other information gathered by the Administrator regarding an applicant in order to determine
whether the applicable standards of section 1303 of the Act (21 U.S.C. 823) have been met by the applicant.
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§1301.48 Order to show cause,

(a) If, upon examination of the application for registration from any applicant and other information
gathered by the Administration regarding the applicant, the Administrator is unable to make the determinations
required by the applicable provisions of section 303 of the Act (21 U.S.C. 823) to register the applicant, the
Administrator shall serve upon the applicant an order to show cause why the registration should not be denied.

(b) I, upon information gathered by the Administration regarding any registrant, the Administrator
determines that the registration of such registrant is subject to suspension or revocation pursuant to section 304
of the Act (21 U.S.C. 824), the Administrator shall serve upon the registrant an order to show cause why the
registration should not be revoked or suspended.

(c) The order to show cause shall call upon the applicant or registrant to appear before the Administrator
at a time and place stated in the order, which shall not be less than 30 days after the date of receipt of the
order. The order to show cause shall also contain a statement of the legal basis for such hearing and for the
denial, revocation, or suspension of registration and a summary of the matters of fact and law asserted.

(d) Upon receipt of an order to show cause, the applicant or registrant must, if he desires a hearing, file
a request for a hearing pursuant to §1301.54. If a hearing is requested, the Administrator shall hold a hearing
at the time and place stated in the order, pursuant to §1301.51,

~ (e) When authorized by the Administrator, any agent of the Administration may serve the order to show
cause.

[36 FR 7778, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971. Redesignated at 38 FR 26609, Sept.
24, 1973]

HEARINGS

§1301.55 Burden of proof.

(a) At any hearing on an application to manufacture any controlled substance listed in Schedule I or II,
the applicant shall have the burden of proving that the requirements for such registration pursuant to section
303(a) of the Act (21 U.S.C. 823(a)) are satisfied. Any other person participating in the hearing pursuant to
§1301.43 shall have the burden of proving any propositions of fact or law asserted by him in the hearing.

{(b) At any hearing on the granting or denial of an applicant to be registered to conduct a narcotic
treatment program or as a compounder, the applicant shall have the burden of proving that the requirements for
each registration pursuant to section 303(g) of the Act (21 U.S.C. 823(g)) are satisfied.

(c) At any other hearing for the denial of a registration, the Administration shall have the burden of
proving that the requirements for such registration pursuant to section 303 of the Act (21 U.S.C. 823) are not
satisfied.

(d) At any hearing for the revocation or suspension of a registration, the Administration shall have the
burden of proving that the requirements for such revocation or suspension to section 304(a) of the Act (21
U.S.C. 824(a)) are satisfied.

[36 FR 7778, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 41 FR 21448,
May 26, 1976] _

MODIFICATION, TRANSFER, AND TERMINATION OF REGISTRATION

§1301.61 Modification in registration.

Any registrant may apply to modify his registration to authorize the handling of additional controlled
substances or to change his name or address, by submitting a letter of request to the Registration Unit, Drug
Enforcement Administration, Department of Justice, Post Office Box 28083, Central Station, Washington, DC
20005. The letter shall contain the registrant’s name, address, and registration number as printud [sic] on the
certificate of registration, and the substances and/or schedules to be added to his registration of the new name or
address and shall be signed in accordance with §1301.32(f). If the registrant is seeking to handle additional
controlled substances listed in Schedule I for the purpose of research or instructional activities, he shall attach
three copies of a research protocol describing each research project involving the additional substances, or two
copies of a statement describing the nature, extent, and duration of such instructional activities, as appropriate.
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No fee shall be required to be paid for the modification. The request for modification shall be handled in the
same manner as an application for registration. If the modification in registration is approved, the
Administrator shall issue a new certificate of registration (DEA Form 223) to the registrant, who shall maintain
it with the old certificate of registration until expiration.

[36 FR 18729, Sept. 21, 1971, as amended at 37 FR 15919, Aug. 8, 1972. Redesignated at 38 FR 26609,
Sept. 24, 1973, and amended at 51 FR 5319, Feb. 13, 1986; 53 FR 4963, Feb. 19, 1988]

SECURITY REQUIREMENTS

§ 1301.71 Security requirements generally.

(a) All applicants and registrants shall provide effective controls and procedures to guard against theft
and diversion of controlled substances. In order to determine whether a registrant has provided effective controls
against diversion, the Administrator shall use the security requirements set forth in §§ 1301.72-1301.76 as
standards for the physical security controls and operating procedures necessary to prevent diversion. Materials
and construction which will provide a structural equivalent to the physical security controls set forth in §§
1301.72, 1301.73 and 1301.75 may be used in lieu of the materials and construction described in those sections.

(b) Substantial compliance with the standards set forth in §§ 1301.72-1301.76 may be deemed sufficient
by the Administrator after evaluation of the overall security system and needs of the applicant or registrant. In
evaluating the overall security system of a registrant or applicant, the Administrator may consider any of the
following factors as he may deem relevant to the need for strict compliance with security requirements:

(1) The type of activity conducted (e.g., processing of bulk chemicals, preparing dosage forms,
packaging, labeling, cooperative buying, etc.);

(2) The type and form of controlled substances handled (e.g., bulk liquids or dosage units, usable
powders or nonusable powders);

(3) The quantity of controlled substances handled;

(4) The location of the premises and the relationship such location bears on security needs;

(5) The type of building construction comprising the facility and the general characteristics of the
building or buildings;

(6) The type of vault, safe, and secure enclosures or other storage system (e.g., automatic storage and
retrieval system) used;

(7) The type of closures on vaults, safes, and secure enclosures;

(8) The adequacy of key control systems and/or combination lock control systems

(9) The adequacy of electric detection and alarm systems, if any including use of supervised transmittal
lines and standby power sources;

(10) The extent of unsupervised pubhc access to the facility, including the presence and characteristics of
perimeter fencing, if any;

(11) The adequacy of supervision over employees having access to manufacturing and storage areas;

(12) The procedures for handling business guests, visitors, maintenance personnel, and nonemployee
service personnel;

(13) The availability of local police protection or of the registrant’s or applicant’s security personnel,
and;

(14) The adequacy of the registrant’s or applicant’s system for monitoring the receipt, manufacture,
distribution, and disposition of controlled substances in its operations.

(c) When physical security controls become inadequate as a result of a controlled substance being
transferred to a different schedule, or as a result of a noncontrolled substance being listed on any schedule, or
as a result of a significant increase in the quantity of controlled substances in the possession of the registrant
during normal business operations, the physical security controls shall be expanded and extended accordingly. A
registrant may adjust physical security controls within the requirements set forth in §§ 1301.72-1301.76 when
the need for such controls decreases as a result of a controlled substance being transferred to a different
schedule, or a result of a controlled substance being removed from control, or as a result of a significant
decrease in the quantity of controlled substances in the possession of the registrant during normal business
operations.

(d) Any registrant or applicant desiring to determine whether a proposed security system substantially
complies with, or is the structural equivalent of, the requirements set forth in §§ 1301.72-1301.76 may submit
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any plans, blueprints, sketches or other materials regarding the proposed security system either to the Special
Agent in Charge in the region in which the system will be used, or to the Diversion Operations Section, Drug
Enforcement Administration, Department of Justice, Washington, DC 20537,

(e) Physical security controls of locations registered under the Harrison Narcotic Act or the Narcotics
Manufacturing Act of 1960 on April 30, 1971, shall be deemed to comply substantially with the standards set
forth in §§ 1301.72, 1301.73 and 1301.75. Any new facilities or work or storage areas constructed or utilized
for controlled substances, which facilities or work or storage areas have not been previously approved by the
Administration, shall not necessarily be deemed to comply substantially with the standards set forth in §§
1301.72, 1301.73 and 1301.75, notwithstanding that such facilities or work or storage areas have physical
security controls similar to those previously approved by the Administration.

[36 FR 18729, Sept. 21, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973 {sic], and amended at 46 FR
28841, May 29, 1981: 47 FR 41735, Sept. 22, 1982; 51 FR 5319, Feb. 13, 1986]

§ 1301.72 Physical security controls for non-practitioners; narcotic treatment programs and compounders
for narcotic treatment programs; storage areas.

" (@) Schedules I and II. Raw materials, bulk materials awaiting further processing, and finished products
which are controlled substances listed in Schedule I or II shall be stored in one of the following secure storage
areas:

(1) Where small quantities permit, a safe or steel cabinet;

(i) Which safe or steel cabinet shall have the following specifications or the equivalent: 30 man-minutes
against surreptitious entry, 10 man-minutes against forced entry, 20 man-hours against lock manipulation, and
20 man-hours against radiological techniques;

(ii) Which safe or steel cabinet, if it weighs less than 750 pounds, is bolted or cemented to the floor or
wall in such a way that it cannot be readily removed; and

(iii) Which safe or steel cabinet if necessary, depending upon the quantities and type of controlled
substances stored, is equipped with an alarm system which, upon attempted unauthorized entry, shall transmit a
signal directly to a central protection company or a local or State police agency which has a legal duty to
respond or a 24-hour control station operated by the registrant, or such other protection as the Administrator
may approve.

(2) A vault constructed befcre, or under construction on, September 1, 1971, which is of substantial
construction with a steel door, combination or key lock, and an alarm system; or

(3) A vault constructed after September 1, 1971:

(i) The walls, floors, and ceilings of which vault are constructed of at least 8 inches of reinforced
concrete or other substantial masonry, reinforced vertically and horizontally with 1/2- inch steel rods tied 6
inches on center, or the structural equivalent to such reinforced walls, floors, and ceilings;

(ii) The door and frame unit of which vault shall conform to the following specifications or the
equivalent: 30 man-minutes against surreptitious entry, 10 man-minutes against forced entry, 20 man-hours
against lock manipulation, and 20 man-hours against radiological techniques;

(iii) Which vault, if operations require it to remain open for frequent access, is equipped with a "day-
gate" which is self-closing and self-locking, or the equivalent, for use during the hours of operation in which the
vault door is open;

(iv) The walls or perimeter of which vault are equipped with an alarm, which upon unauthorized entry
shall transmit a signal directly to a central station protection company, or a local or State police agency which
has a legal duty to respond, or a 24-hour control station operated by the registrant, or such other protection as
the Administrator may approve, and, if necessary, holdup buttons at strategic points of entry to the perimeter
area of the vault;

(v) The door of which vault is equipped with contact switches; and

(vi) Which vault has one of the following: Complete electrical lacing of the walls, floor and ceilings;
sensitive ultrasonic equipment within the vault; a sensitive sound accumulator system; or such other device
designed to detect illegal entry as may be approved by the Administration.

(b) Schedules III, IV and V. Raw materials, bulk materials awaiting further processing, and finished
products which are controlled substances listed in Schedules III, IV and V shall be stored in the following
secure storage areas:
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(1) A safe or steel cabinet as described in paragraph (a)(1) of this section;

(2) A vault as describeG in paragraph (a)(2) or (3) of this section equipped with an alarm system as
described in paragraph (b)(4)(v) of this section;

(3) A building used for storage of Schedules III through V controlled substances with perimeter security
which limits access during working hours and provides security after working hours and meets the following
specifications:

(i) Has an electronic alarm system as described in paragraph (b)(4)(v) of this section,

(i) Is equipped with seif-closing, self-locking doors constructed of substantial material commensurate
with the type of building construction, provided, however, a door which is kept closed and locked at all times
when not in use and when in use is kept under direct observation of a responsible employee or agent of the
registrant is permitted in lieu of a self-closing, self-locking door. Doors may be sliding or hinged. Regarding
hinged doors, where hinges are mounted on the outside, such hinges shall be sealed, welded or otherwise
constructed to inhibit removal. Locking devices for such doors shall be either of the multiple-position
combination or key lock type and:

(a) In the case of key locks, shall require key control which limits access to a limited number of
employees, or;

(b) In the case of combination locks, the combination shall be limited to a minimum number of
employees and can be changed upon termination of employment of an employee having knowledge of the
combination;

(4) A cage, located within a building on the premises, meeting the following specifications:

(i) Having walls constructed of not less than No. 10 gauge steel fabric mounted on steel posts, which
posts are:

(a) At least one inch in diameter;

(b) Set in concrete or installed with lay bolts that are pinned or brazed; and

{c) Which are placed no more than ten feet apart with horizontal one and one-half inch reinforcements
every sixty inches;

(ii) Having a mesh construction with openings of not more than two and one-half inches across the
square,

(iii) Having a ceiling constructed of the same material, or in the alternative, a cage shall be erected
which reaches and is securely attached to the structural ceiling of the building. A lighter gauge mesh may be
used for the ceilings of large enclosed areas if walls are at least 14 feet in height,

(iv) Is equipped with a door constructed of No. 10 gauge steel fabric on a metal door frame in a metal
door flange, and in all other respects conforms to all the requirements of 21 CFR 1301.72(b)(3)(ii), and

(v) Is equipped with an alarm system which upon unauthorized entry shall transmit a signal directly to a
central station protection agency or a local or state police agency, each having a legal duty to respond, or to a
24-hour control station operated by the registrant, or to such other source of protection as the Administrator
may approve;

(5) An enclosure of masonry or other material, approved in writing by the Administrator as providing
security comparable to a cage;

(6) A building or enclosure within a building which has been inspected and approved by DEA or its
predecessor agency, BNDD, and continues to provide adequate security against the diversion of Schedule III
through V controlled substances, of which fact written acknowledgment has been made by the Special Agent in
Charge of DEA for the area in which such building or enclosure is situated;

(7) Such other secure storage areas as may be approved by the Administrator after considering the
factors listed in
§ 1301.71(b), (1) through (14);

(8) (i) Schedule III through V controlled substances may be stored with Schedules I and II controlled
substances under security meastures provided by 21 CFR 1301.72(a);

(i1) Non-controlled drugs, substances and other materials may be stored with Schedule III through V
controlled substances in any of the secure storage areas required by 21 CFR 1301.72(b), provided that
permission for such storage of non-controlied items is obtained in advance, in writing, from the Special Agent
in Charge of DEA for the area in which such storage area is situated. Any such permission tendered must be
upon the Special Agent in Charge’s written determination that such non-segregated storage does not diminish
security effectiveness for Schedules III through V controlled substances.
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»

(c) Mu.:.ple storage areas. Where several types or classes of controlled substances are handled
separately by the registrant or applicant for different purposes (e.g., returned goods, or goods in process), the
controlled substances may be stored separately, provided that each storage area complies with the requirements
set forth in this section.

(d) Accessibility to storage areas. The controlled substances storage areas shall be accessible only to an
absolute minimum number of specifically authorized employees. When it is necessary for employee maintenance
personnel, nonemployee maintenance personnel, business guests, or visitors to be present in or pass through
controlled substances storage areas, the registrant shall provide for adequate observation of the area by an
employee specifically authorized in writing.

[36 FR 18730, Sept. 21, 1971, as amended at 37 FR 15919, Aug. 8, 1972, Redesignated at 38 FR 26609, Sept.
24, 1973 [sic]].

EDITORIAL NOTE: For Federal Register citations affecting § 1301.72, see the List of CFR Sections
Affected in the Finding Aids section of this volume.

§ 1301.73 Physical security controls for non-practitioners; compounders for narcotic treatment programs;
manufacturing and compounding areas.

All manufacturing activities (including processing, packaging and labeling) involving controlled
substances listed in any schedule and all activities of compounders shall be conducted in accordance with the
following:

(a) All in-process substances shall be returned to the controlled substances storage area at the termination
of the process. If the process is not terminated at the end of a workday (except where a continuous process or
other normal manufacturing operation should not be interrupted), the processing area or tanks, vessels, bins or
bulk containers containing such substances shall be securely locked, with adequate security for the area or
building. If such security requires an alarm, such alarm, upon unauthorized entry, shall transmit a signal
directly to a central station protection company, or local or state police agency which has a legal duty to
respond, or a 24-hour control station operated by the registrant.

(b) Manufacturing activities with controlled substances shall be conducted in an area or areas of clearly
defined limited access which is under surveillance by an employee or employees designated in writing as
responsible for the area. "Limited access" may be provided, in the absence of physical dividers such as walls or
partitions, by traffic control lines or restricted space designation. The employee designated as responsible for the
areca may be engaged in the particular manufacturing operation being conducted: Provided, That he is able to
provide continuous surveillance of the area in order that unauthorized persons may not enter or leave the area
without his knowledge.

(c) During the production of controlled substances, the manufacturing areas shall be accessible to only
those employees required for efficient operation. When it is necessary for employee maintenance personnel,
nonemployee maintenance personnel, business guests, or visitors to be present in or pass through manufacturing
areas during production of controlled substances, the registrant shall provide for adequate observation of the
area by an employee specifically authorized in writing.

36 FR 18731, Sept. 21, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973 [sic] and amended at 39 FR 37984,
Oct. 25, 1974] .

§ 1301.74 Other security controls for non-practitioners; narcotic treatment programs and compounders
for narcotic treatment programs.

(a) Before distributing a controlled substance to any person who the registrant does not know to be
registered to possess the controlled substance, the registrant shall make a good faith inquiry either with the
Administration or with the appropriate State controlled substances registration agency, if any, to determine that
the person is registered to possess the controlled substance.

(b) The registrant shall design and operate a system to disclose to the registrant suspicious orders of
controlled substances. The registrant shall inform the Field Division Office of the Administration in his area of
suspicious orders when discovered by the registrant. Suspicious orders include orders of unusual size, orders
deviating substantially from a normal pattern, and orders of unusual frequency.
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(c) The registrant shall notify the Field Division Office of the Administration in his area of any theft or
significant loss of any controlled substances upon discovery of such theft or loss. The supplier shall be
responsible for reporting in-transit losses of controlled substances by the common or contract carrier selected
pursuant to § 1301.74(e), upon discovery of such theft or loss. The registrant shall also complete DEA Form
106 regarding such theft or loss. Thefts must be reported whether or not the controlled substances are
subsequently recovered and/or the responsible parties are identified and action taken against them.

(d) The registrant shall not distribute any controlled substance listed in Schedules II through V as a
complimentary sample to any potential or current customer (1) without the prior written request of the customer,
(2) to be used only for satisfying the legitimate medical needs of patients of the customer, and (3) only in
reasonable quantities. Such request must contain the name, address, and registration number of the customer and
the name and quantity of the specific controlled substance desired. The request shall be preserved by the
registrant with other records of distribution of controlied substances. In addition, the requirements of part 1305
of the chapter shall be complied with for any distribution of a controlled substance listed in Schedule II. For
purposes of this paragraph, the term "customer" includes a person to whom a complimentary sample of a
substance is given in order to encourage the prescribing or recommending of the substance by the person.

(e) When shipping controlled substances, a registrant is responsible for selecting common or contract
carriers which provide adequate security to guard against in-transit losses. When storing controlled substances in
a public warehouse, a registrant is responsible for selecting a warehouseman which will provide adequate
security to guard against storage losses; wherever possible, the registrant shall store controlled substances in a
public warehouse which complies with the requirements set forth in § 1301.72. In addition, the registrant shall
employ precautions (e.g., assuring that shipping containers do not indicate that contents are controlled
substances) to guard against storage or in-transit losses.

(f) When distributing controlled subsiances through agents (e.g., detailmen), a registrant is responsible
for providing and requiring adequate security to guard against theft and diversion while the substances are being
stored or handled by the agent or agents.

(g) Before the initial distribution of carfentanil etorphine hydrochloride and/or diprenorphine to any
person, the registrant must verify that the person is authorized to handle the substances(s) [sic] by contacting the
Drug Enforcement Administration.

(h) The acceptance of delivery of narcotic substances by a narcotic treatment program shall be made
only by a licensed practitioner employed at the facility or other authorized individuals designated in writing. At
the time of delivery, the licensed practitioner or other authorized individual designated in writing (excluding
persons currently or previously dependent on narcotic drugs), shall sign for the narcotics and place his specific
title (if any) on any invoice. Copies of these signed invoices shall be kept by the distributor.

(i) Narcotics dispensed or administered at a narcotic treatment program will be dispensed or
administered directly to the patient by either (1) the licensed practitioner, (2) a registered nurse under the
direction of the licensed practitioner, (3) a licensed practical nurse under the direction of the licensed
practitioner, or (4) a pharmacist under the direction of the licensed practitioner.

(i) Persons enrolled in a narcotic treatment program will be required to-wait in an area physically
separated from the narcotic storage and dispensing area. This requirement will be enforced by the program
physician and employees.

(k) All narcotic treatment programs must comply with standards established by the Secretary of Health
and Human Services (after consultation with the Administration) respecting the quantities of narcotic drugs
which may be provided to persons enrolled in a narcotic treatment program for unsupervised use.

(1) DEA may exercise discretion regarding the degree of security required in narcotic treatment programs
based on such factors as the location of a program, the number of patients enrolled in a program and the
number of physicians, staff members and security guards. Similarly, such factors will be taken into
consideration when evaluating existing security or requiring new security at a narcotic treatment program.

[36 FR 7778, Apr. 24, 1971; 36 FR 13386, July 21, 1971, as amended at 36 FR 18731, Sept. 21, 1971.
Redesignated at 38 FR 26609, Sept. 24, 1973 [sic]]

EprrorIAL NOTE: For Federal Register citations affecting § 1301.74, see the List of CFR Sections
Affected in the Finding Aids section of this volume.
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§ 1301.90 Employee screening procedures.

It is the position of DEA that the obtaining of certain information by non-practitioners is vital to fairly
asses the likelihood of an employee committing a drug security breach. The need to know this information is a
matter of business necessity, essential to overall controlled substances security. In this regard it is believed that
conviction of crimes and unauthorized use to controlled substances are activitics that are proper subjects for
inquiry. It is, therefore, assumed that the following questions will become a part of an employer’s
comprehensive employee screening program:

Question. Within the past five years, have you been convicted of a felony, or within the past two years,
of any misdemeanor or are you presently formally charged with committing a criminal offense? (Do not include
any traffic violations, juvenile offenses or military convictions, except by general court-martial.) If the answer
is yea, furnish details of convictions, offense, location, and date and sentence.

Question, In the past three years, have you ever knowingly used any narcotics, amphetamines or
barbiturates, other than those prescribed to you by a physician? If the answer is yes, furnish details.

Advice. An authorization, in writing, that allows inquiries to be made of courts and law enforcement
agencies for possible pending charges or convictions must be executed by a person who is allowed to work in an
area where access to controlled substances clearly exists. A person must be advised that any false information
or omission of infcrmation will jeopardize his or her position with respect to employment. the application for
employment should inform a person that information furnished or recovered as a result of any inquiry will not
necessarily preclude employment, but will be considered as part of an overall evaluation of the person’s
qualifications. The maintaining of fair employment practices, the protection of the person’s right of privacy,
and the assurance that the result of such inquiries will be treated by the employer in confidence will be
explained to the employee. : ' }

40 FR 17143, Apr. 17, 1975] t
§ 1301.91 Employee responsibility to report drug diversion.

Reports of drug diversion by fellow employees is not only necessary part of an overall employee security
program but also serves the public interest at large. It is, therefore, the position of DEA that an employee who
has knowledge of drug diversion from his employer by a fellow employee has an obligation to report such
information to a responsible security official of the employer. The employer shall treat such information as
confidential and shall take all reasonable steps to protect the confidentiality of the information and the identity of
the employee furnishing information. A failure to report information of drug diversion will be considered in
determining the feasibility of continuing to allow an employee to work in a drug security area. The employer
shall inform all employees concerning this policy.

[40 FR 17143, Apr. 17, 1975]
§ 1301.92 Iilicit activities by employees.

It is the position of DEA that employess who possess, sell, use or divert controlled substances will
subject themselves not only to State and Federal prosecution for any illicit activity, but shall also immediately
become the subject of independent action regarding their continued employment. The employer will assess the
seriousness of the employee’s violation, the position of responsibility held by the employee, past record of
employment, etc., in determining whether to suspend, transfer, terminate or take other action against the
employee.

[40 FR 17143, Apr. 17, 1975}
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§ 1301.93 Sources of information for employee checks.
DEA recommends that inquires concerning employees’ criminal records be made as follows:

- Local inquiries. Inquiries should be made by name, date and place of birth, and other identifying
information, to local courts and law enforcement agencies for records of pending charges and convictions.
Local practice may require such inquiries to be made in verson, rather than by mail, and a copy of an
authorization from the employee may be required by certain law enforcement agencies. .

DEA inquiries. Inquiries supplying identifying information should also be furnished to DEA field
Division Offices along with written consent from the concerned individual for a check of DEA files for records

of convictions. The Regional check will result in a national check being made by the Field Division Office.

[40 FR 17143, Apr. 17, 1975, as amended at 47 FR 41735, Sept. 22, 1982]
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PART 1304—RECORDS AND REPORTS OF REGISTRANTS

GENERAL INFORMATION

Scope of Part 1304.

Definitions.

Persons required to keep records and file reports.
Maintenance of records and inventories.

INVENTORY REQUIREMENTS

General requirements for inventories.

Initial inventory date,

Biennial inventory date. _
Inventory date for newly controlled substances.
Inventories of manufacturers.

Inventories of distributors.

Inventories of dispensers and researchers.
Inventories of importers and exporters.
Inveniories of chemical analysts.

CONTINUING RECORDS

General requirements for continuing records.

Records for manufacturers.

Records for distributors.

Records for dispensers and researchers.

Records for importers.

Records for exporters.

Records for chemical analysts.

Records for maintenance treatment programs and detoxification treatment programs.
Records for treatment programs which compound narcotics for treatment programs and other
locations.

REPORTS

Reports from manufacturers importing opium.

Reports of manufacturers importing medicinal coca leaves.

Reports from manufacturers importing special coca leaves.

Reports generally.

Reports from manufacturers of bulk materials or dosage units,

Reports from packages and labelers.

Reports from distributors.

Reports from manufacturers importing poppy straw or concentrate of poppy straw.

AUTHORITY: 21 U.S.C. 821, 827, 871(b), 958(d), 965, unless otherwise noted.

Note to reader: Only those paragrapbs in this Part that apply specifically to methadone maintenance treatment
programs are provided.

§ 1304.03 Persons required to keep records and file reports.

(a) Each registrant shall maintain the records and inventories and shall file the reports required by this
part, except as exempted by this section. Any registrant who is authorized to conduct other activities without
being registered to conduct those activities, either pursuant to § 1301.22(b) of this chapter or pursuant to §
1307.11-1307.15 of this chapter, shall maintain the records and inventories and shall file the reports required by
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this part for persons registered to conduct such activities. This latter requirement should not be construed as
requiring stocks of controlled substances being used in various activities under one registration to be stored
separately nor that separate records are required for each activity. The intent of the Administration is to permit
the registrant to keep one set of records which are adapted by the registrant to account for controlled substances
used in any activity. Also, the Administration does not wish to acquire separate stocks of the same substance to
be purchased and stored for separate activities. Otherwise, there is no advantage gained by permitting several
activities under one registration. Thus, when a researcher manufactures a controlled item, he must keep a record
of the quantity manufactured; when he distributes a quantity of the item, he must use and keep invoices or order
forms to document the transfer; when he imports a substance, he keeps as part of his records the documentation
required of an importer; and when substances are used in chemical analysis, he need not keep a record of this
because such a record would not be required of him under a registration to do chemical analysis. All of these
records may be maintained in one consolidated record system. Similarly, the researcher may store all of his
controlled items in one place, and every two years take inventory of all items on hand, regardless of whether
the substances were manufactured by him, imported by him, or purchused domestically by him, of whether the
substances will be administered to subjects, distributed to other researchers, or destroyed during chemical
analysis.

(b) A registered individual practitioner is required to keep records, as described in § 1304.04, of
controlled substances in Schedules II, III, IV, and V which are dispensed, other than by prescribing or
administering in the lawful course of professional practice.

(c) A registered individual practitioner is not required to keep records of controlled substances in
Schedules II, I, IV, and V which are prescribed in the lawful course of professional pkactice, unless such
substances are prescribed in the course of maintenance or detoxification treatment of an individual.

(d) A registered individual practitioner is not required to keep records of controlled substances listed in
Schedules II, III, IV and V which are administered in the lawful course of professional practice unless the
practitioner regularly engages in the dispensing or administering of controlled substances and charges patients,
either separately or together with charges for other professional services, for substances so dispensed or
administered. Records are required to be kept for controlled substances administered in the course of
maintenance or detoxification treatment of an individual.

(e) A registered person using any controlled substance in research conducted in conformity with an
exemption granted under section 505(i) or 512(j) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
355(i) or 360b(j)) at a registered establishment which maintains records in accordance with either of those
sections is not required to keep records if he notifies the Administration of the name, address, and registration
number of the establishment maintaining such records.

(f) A registered person using any controlled substance in preclinical research or in teaching at a
registered establishment which maintains records with respect to such substances is not required to keep records
if he notifies the Administration of the name, address, and registration number of the establishment maintaining
such records. A

(g) Notice required by paragraphs (e) and (f) of this section shall be given at the time the person applies
for registration or reregistration and shall be made in the form of an attachment to the application, which shall
be filed with the application.

[36 FR 7790, Apr. 24, 1971, as amended at 36 FR 18731, Sept. 21, 1971; 37 FR 15920, Aug. 8, 1972,
Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 50 FR 40523, Oct. 4, 1985; 51 FR 5320, Feb.
13, 1986; 51 FR 26154, July 21, 1986]

§ 1304.04 Maintenance of records and inventories. v

(a) Every inventory and other records required to be kept under this part shall be kept by the registrant
and be available, for at least 2 years from the date of such inventory or records, for inspection and copying by
authorized employees of the Administration, except that financial and shipping records (such as invoices and
packing slips but not excuted [sic] order forms subject to § 1305.13 of this chapter) may be kept at a central
location, rather than at the registered location, if the registrant has notified the Administration of his intention to
keep central records. Written notification must be submitted hy registered or certified mail, return receipt
requested, in triplicate, to the Special Agent in Charge of the Administration in the area in which the registrant
is located. Unless the registrant is informed by the Special Agent in Charge that permission to keep central
records is denied, the registrant may maintain central records commencing 14 days after receipt of his
notification by the Special Agent in Charge.
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All notifications must include:

(1) The nature of the records to be kept centrally.

(2) The exact location where the records will be kept,

(3) The name, address, DEA registration number and type of DEA registration of the registrant whose
records are being maintained centrally.

(4) Whether central records will be maintained in a manual, or computed readable form.

(b) All registrants that are authorized to maintain a central recordkeeping system shall be subject to the
following conditions:

(1) The records to be maintained at the central record location shall not include executed order forms,
prescriptions and/or inventories which shall be maintained at each registered location.

(2) If the records are kept on microfilm, computer media or in any form requiring special equipment to
render the records easily readable, the registrant shall provide access to such equipment with the records. If any
code system is used (other than pricing information), a key to the code shall be provided to make the records
understandable. )

(3) The registrant agrees to deliver all or any part of such records to the registered location within two
business days upon receipt of a written request from the Administration for such records, and if the
Administration chooses to do so in lieu of requiring delivery of such records to the registered location, to allow
authorized employees of the Administration to inspect such records at the central location upon request by such
employees without a warrant of any kind.

(4) In the event that a registrant fails to comply with these conditions, the Special Agent in Charge may
cancel such central recordkeeping authorization, and all other central recordkeeping authorizations held by the
registrant without a hearing or other procedures. In the event of a cancellation of central recordkeeping
authorizations under this paragraph the registrant shall, within the time specified by the Special Agent in
Charge, comply with the requirements of this section that all records be kept at the registered location.

(c) Registrants need not notify the Special Agent in Charge or obtain central recordkeeping approval in
order to maintain records on an in-house computer system.

(d) ARCOS participants who desire authorization to report from other than their registered locations
must obtain a separate central reporting identifier. Request for central reporting identifiers will be submitted to:
ARCOS Unit, P.0. Box 28293, Central Station, Washington, DC 20005.

(e) All central recordkeeping permits previously issued by the Administration will expire on September
30, 1980. Registrants who desire to continue maintaining central records will make notification to the local
Special Agent in Charge as provided in paragraph (a) of this section.

(f) Each registered manufacturer, distributor, importer, exporter, narcotic treatment program and
compounder for narcotic treatment program shall maintain inventories and records of controlled substances as
follows:

(1) Inventories and records of controlled substances listed in Schedules I and II shall be maintained
separately from all of the records of the registrant; and

(2) Inventories and records of controlled substances listed in Schedules III, IV, and V shall be
maintained either separately from all other records of the reg.strant or in such form that the information
required is readily retrievable from the ordinary business records of the registrant.

(g) Each registered individual practitioner required to keep records and institutional practitioner shall
maintain inventories and records of controlled substances in the manner prescribed in paragraph (f) of this
section. .
(h) Bach registered pharmacy shall maintain the inventories and records of controlled substances as
follows:

(1) Inventories and records of all controlled substances listed in Schedules I and II shall be maintained
separately from all other records of the pharmacy, and prescriptions for such substances shall be maintained in a
separate prescription file; and

(2) Inventories and records of controlled substances listed in Schedules III, IV, and V shall be
maintained either separately from all other records of the pharmacy or in such form that the information
required is readily retrievable from ordinary business records of the pharmacy, and prescriptions for such
substances shall be maintained either in separate prescription file for controlled substances listed in Schedules
III, IV, and V only or in such form that they are readily retrievable from the other prescription records of the
pharmacy. Prescriptions will be deemed readily retrievable if, at the time they are initially filed, the face of the
prescription is stamped in red ink in the lower right corner with the letter "C" no less than 1-inch high and filed

103




Appendix D—DEA Regulations

either in the prescription file for controlled substances listed in Schedules I and II or in the usual consecutively
numbered prescription file for non-controlled substances.

(21 U.S.C. 821 and 871(b); 28 CFR 0.100)

[36 FR 7790, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971. Redesignated at 38 FR 26609, Sept.
24, 1973 [sic], and amended at 39 PR 37985, Oct. 25, 1974; 45 FR 44266, July 1, 1980; 47 FR 41735, Sept.
22, 1982; 51 FR 5320, Feb. 13, 1986]

INVENTORY REQUIREMENTS

§ 1304.11 General requirements for inventories.

(a) Each inventory shall contain a complete and accurate record of all controlled substances on hand on
the date the inventory is taken. Controlled substances shall be deemed to be "on hand" if they are in the
possession of or under the control of the registrant, including substances returned by a customer, substances
ordered by a customer but not yet invoiced, substances stored in a warehouse on behalf of the registrant, and
substances in the possession of employees of the registrant and intended for distribution as complimentary
samples.

(b) A separate inventory shall be made by a registrant for each registered location. In the event
controlled substances in [sic] the possession or under the contro! of the registrant at a location for which he is
not registered, the substances shall be included in the inventory of the registered location to which they are
subject to control or to which the person possessing the substance is responsible. Each inventory for a registered
location shall be kept at the registered location.

(c) A separate inventory shall be made by a registrant for each independent activity for which he is
registered, except as provided in § 1304.18.

(d) A registrant may take an inventory on a date that is within 4 days of his biennial inventory date
pursuant to § 1304.13 if he notifies in advance the Special Agent in Charge of the Administration in his area of
the date on which he will take the inventory. A registrant may take an inventory either as of the opening of
business or as of the close of business on the inventory date. The regisirant shall indicate on the inventory
records whether the inventory is taken as of the opening or as of the close of business and the date the inventory
is taken.

(e) An inventory must be maintained in a written, typeéwritten or printed form. An inventory taken by
use of an oral recording device must be promptly transcribed.

[36 FR 7790, Apr. 24, 197}. Redesignated at 38 FR 26609, Sept. 24, 1973 [sic], and amended at 47 FR 41735,
Sept. 22, 1982]

§ 1304.12 Initial inventory date.

(a) Every person required to keep records who is provisionally registered on May 1, 1971, shall take an
inventory of all stocks of controlled substances on hand on that date in accordance with §§ 1304.15-1304.19, as
applicable.

(b) Every person required to keep records who is registered after May 1, 1971, and who was not
provisionally registered on that date, shall take an inventory of all stocks of controlled substances on hand on
the date he first engages in the manufacture, distribution, or dispensing of controlled substances, in accordance
with §§ 1304.15-1304.19, as applicable. In the event a person commences business with no controlled
substances on hand, he shall record this fact as his initial inventory.

[36 FR 7791, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971; 37 FR 15920, Aug. 8, 1972.
Redesignated at 38 FR 26609, Sept. 24, 1973]

§ 1304.13 Biennial inventory date.

Every 2 years following the date on which the initial inventory is taken by a registrant pursuant to
§ 1304.12, the registrant shall take a new inventory of all stocks of controlled substances on hand. The biennial
inventory may be taken (a) on the day of the year on which the initial inventory was taken or (b) on the
registrant’s regular general physical inventory date, if any, which is nearest to and does not vary by more than
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6 months from the biennial date that would otherwise apply or (c) on any other fixed date which does not vary
by more than 6 months from the biennial date that would otherwise apply. If the registrant elects to take the
biennial inventory on his regular general physical inventory date or another fixed date, he shall notify the
Administration of this election and of the date on which the biennial inventory will be taken.

[3€ FR 7791, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973]

§ 1304.17 Inventories of dispensers and researchers.

Each person registered or authorized (by § 1301.22(b) of this chapter) to dispense or conduct research
with controlled substances and required to keep records pursuant to § 1304.03 shall include in his inventory the
same information required of manufacturers pursuant to § 1304.15 (c) and (d). In determining the number of
units of each finished form of a controlled substance in a commercial container which has been opened, the
dispenser shall do as follows:

(a) If the substance is listed in Schedule I or II, he shall make an exact count or measure of the contents;
and

(b) If the substance is listed in Schedule II, IV, or V, he shall make an estimated count or measure of
the contents, unless the container holds more than 1,000 tablets or capsules in which case he must make an
exact count of the contents.

36 FR 7791, Apr. 24, 1971, as amended at 36 FR 18732, Sept. 21, 1971. Redesignated at 38 FR 26609, Sept.
24, 1973}

CONTINUING RECORDS

§ 1304.21 General requirements for continuing records.

(a) On and after May 1, 1971, every registrant required to keep records pursuant to § 1304.03 shall
maintain on a current basis a complete and accurate record of each such substance manufactured, imported,
received, sold, delivered, exported, or otherwise disposed of by him, except that no registrant shall be required
to maintain a perpetual inventory.

(b) Separate records shall be maintained by a registrant for each registered location except as provided in
§ 1304.04 (). In the event controlled substances are in the possession or under the control of a registrant at a
location for which he is not registered, the substances shail be included in the records of the registered location
to which they are subject to control or to which the person possessing the substance is responsible.

(c) Separate records shall be maintained by a registrant for each independent activity for which he is
registered, except as provided in §§ 1304.25 and 1304.26.

(d) In recording dates of receipt, importation, distribution, exportation, or other transfers, the date on
which the controlled substances are actually received, imported, distributed, exported, or otherwise transferred
shall be used as the date of receipt or distribution of any documents of transfer (e.g., invoices or packing slips).

[36 FR 7792, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971. Redesignated at 38 FR 26609, Sept.
24, 1973]

§ 1304.28 Records for maintenance treatment programs and detoxification treatment programs.

(a) Bach person registered or authorized (by § 1301.22 of this chapter) to maintain and/or detoxify
controlled substance users in a narcotic treatment program shall maintain records with the following information
for each narcotic controlled substance:

(1) Name of substance;

(2) Strength of substance;

(3) Dosage form;

(4) Date dispensed;

(5) Adequate identification of patient (consumer);

(6) Amount consumed;

(7) Amount and dosage form taken home by patient; and

(8) Dispenser’s initials.
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(b) The records required by paragraph (a) of this section will be maintained in a dispensing log at the
narcotic treatment program site and will be maintained in compliance with § 1304.24 without reference to §
1304.03.

(c) All sites which compound a bulk narcotic solution from bulk narcotic powder to hquld for on-site use
must keep a separate batch record of the compounding.

(d) Records of identity, diagnosis, prognosis, or treatment of any patients which are maintained in
connection with the performance of a narcotic treatment program shall be confidential, except that such records
may be disclosed for purposes and under the circumstances authorized by part 310 and part 1401 of this title.

[39 FR 37985, Oct. 25, 1974]

§ 1304.29 Records for treatment programs which compound narcotics for treatment programs and other
locations.

Each person registered or authorized by § 1301.22 of this chapter to compound narcotic drugs for off-
site use in a narcotic treatment program shall maintain records which include the following information for each
narcotic drug:

(2) For each narcotic controlled substance in bulk form to be used in or capable of use in, or being used
in, the compounding of the same or other noncontrolled substance in finished form:

(1) The name of the substance;

(2) The quantity compounded in bulk form by the registrant, including the date, quantity and batch or
other identifying number of each batch compounded;

(3) The quantity received from other persons, including the date and quantity of each receipt and the
name, address and registration number of the other person from whom the substance was received;

(4) The quantity imported directly by the registrant (under a registration as an importer) for use in
compounding by him, including the date, quantity and import permit or declaration number of each importation;

(5) The quantity used to compound the same substances in finished form, including:

(i) The date and batch or other identifying number of each compounding;

(ii) The quantity used in the compound;

(iii) The finished form (e.g., 10-milligram tablets or 10-milligram concentration per fluid ounce or
milliliter;

(iv) The number of unites of finished form compounded;

(v) The quantity used in quality control;

(vi) The quantity lost during compounding and the causes therefore, if known;

(vii) The total quantity of the substance contained in the finished form;

(viii) The theoretical and actual yields; and

(ix) Such other information as is necessary to account for ali controlled substance used int he
compounding process;

(6) The quantity used to manufacture other controlled and non-controlled substances; including the name
of each substance manufactured and the information required in paragraph (a)(5) of this section;

(7) The quantity distributed in bulk form to other programs, including the date and quantity of each
distribution and the name, address and registration number of each program to whom a distribution was made;

(8) The quantity disposed of by destruction, including the reason, date and manner of destruction. All
other destruction of narcotic controlled substances will comply with § 1307.22.

(9) The quantity disposed of the destruction, including the reason, date and manner of destruction,
including the reason, date and manner of destruction. All other destruction of narcotic controllied substances
with comply with § 1307.22.

(b} For each narcotic controlled substance in finished form:

(1) The name of the substance;

(2) Each finished form (e.g., 10-milligram tablet or 10 milligram concentration per fluid ounce or
milliliter) and the number of units or volume or finished form in each commercial container (e.g., 100-tablet
bottle or 3-milliliter vial);

(3) The number of containers of each such commercial finished form compounded from bulk form by
the registrant, inclining the information required pursuant to paragraph (a)(5) of this section;
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(4) The number of units of finished forms and/or commercial containers received from other person,
including the date of and number of units and.or commercial containers in each receipt and the name, address
and registration number of the person from whom the units were received;

(5) The number of units of finished forms and/or commercial containers imported directly by the person
(under a registration or authorization to imiport), including the date of, the number of units and/or commercial
containers in, and the import permit or declaration number for, each importation;

(6) The number of units and/or commercial containers compounded by the registrant from units in
finished form received from other or imported, including:

(i) The date and batch or other identifying number of each compounding;

(ii) The operation performed (e.g., repackaging or relabeling);

(iti) The number of units of finished form used in the compound, the number compounded and the
number lost during compounding, with the causes for such losses, if known; and

(iv) Such other information as is necessary tc account for all controlled substances used in the
compounding process;

(7) The number of containers distributed to other programs, including the date, the number of containers
in each distribution, and the name, address and registration number of the program to whom the containers were
distributed; .

(8) The number of commercial containers exported directly by the registrant (under a registration as an
exporter), including the date, number of containers and export permit or declaration number for each
exportation; and

(9) The number of units of finished forms and /or commercial containers destraoyed in any manner by the
registrant, including the reason, the date and manner of destruction. All other destruction of narcotic controlled
substances will comply with § 1307.22.

[39 FR 37985, Oct. 25, 19741
PART 1305—0ORDER FORMS
Sec.

1305.01 Scope of Part 1305.

1305.02 Definitions.

1305.03 Distributions requiring order forms.

1305.04 Persons entitled to obtain and execute order forms.
1305.05 Procedure for obtaining order forms.

1305.06 Procedure for executing order forms.

1305.07 Power of attorney.

1305.08 Persons entitled to fill order forms.

1305.09 Procedure for filling order forms.

1305.10 Procedure for endersing order forms,

1305.11 Unaccepted and defective order forms.

1305.12 Lost and stolen order forms.

1305.13 Preservation of order forms.

1305.14 Return of unused order forms.

1305.15 Cancellation and voiding of order forms.
1305.16 Special procedure for filling certain order forms.

AuTHORITY: 21 U.S.C. 821, 828, 871(b), unless otherwise noted.
SOURCE: 36 FR 7796, Apr. 24, 1971, unless otherwise noted. Redesignated at 38 FR 26609, Sept. 24,
1973,

Note to reader: Only those paragraphs in this Part that apply specifically to methadone maintenance treatment
programs are provided.
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§ 1305.08 Persons entitled to fill order forms.

An order form may be filled only by a person registered as a manufacturer or distributor of controlled
substances listed in Schedule I or II under section 303 of the Act (21 U.S.C. 823) or as an importer of such
substances under section 1008 of the Act (21 U.S.C. 958), except for the following:

(a) A person registered to dispense such substances under section 303 of the Act, or to export such
substances under section 1008 of the Act, if he is discontinuing business or if his registration is expiring without
reregistration, may dispose of any controlled substances listed in Schedule I or II in his possession pursuant to
order forms in accordance with § 1307.14 of this chapter;

(®) A person who has obtained any controlled substance in Schedule I or II by order form may return
such substance, or portion thereof, to the person from whom he obtained the substa.nce or the manufacturer of
the substance pursuant to the order form of the latter person;

(¢) A person registered to dispense such substances may distribute such substances to another dispenser
pursuant to, and only in the circumstances described in, § 1307.11 of this chapter; and

(d) A person registered or authorized to conduct chemical analysis or research with controlled substances
may distribute a controlled substance listed in Schedule I or II to another person registered or authorized to
conduct chemical analysis, instructional activities, or research with such substances pursuant to the order form
of the latter person, if such distribution is for the purpose of furthering such chemical analysis, instructional
activities, or research.

(e) A person registered as a compounder of narcotic substances for use at off-site locations in
conjunction with a narcotic treatment program at the compecunding location, who is authorized to handle
Schedule II narcotics, is authorized to fill order forms for distribution of narcotic drugs to offsite narcotic
treatment programs only.

[36 FR 7796, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971; 36 FR 18732, Sept. 21, 1971; 37 FR
15921, Aug. 8, 1972. Redesignated at 38 FR 26609, Sept. 24, 1973}

EDITORIAL NOTE: For FR citations affecting § 1305.08, see the List of CFR Sections Affected in the
Finding Aids section of this volume.

§ 1305.09 Procedure for filling order forms.

(a) The purchaser shall submit Copy 1 and Copy 2 of the order form to the supplier, and retain Copy 3
in his own files.

(b) The supplier shall fill the order, if possible and if he desires to do so, and record on Copies 1 and 2
the number of commercial or bulk containers furnished on each item and the date on which such containers are
shipped to the purchaser. If an order cannot be filled in its entirety, it may be filled in part and the balance
supplied by additional shipments within 60 days following the date of the order form. No order form shall be
valid more than 60 days after its execution by the purchaser, except as specified in paragraph (f) of this section.

(c) The controlled substances shall only be shipped to the purchaser and at the location printed by the
Administration on the order form, except as specified in paragraph (f) of this section.

(d) The supplier shall retain Copy 1 of the order form for his own files and forward Copy 2 to the
Special Agent in Charge of the Drug Enforcement Administration in the area in which the supplier is located.
Copy 2 shall be forwarded at the close of the month during which the order is filled; if an order is filled by
partial shipments, Copy 2 shall be forwarded at the close of the month during which the final shipment is made
or during which the 60-day validity period expires.

(e) The purchaser shall record on Copy 3 of the order form the number of commercial or bulk
containers furnished on each item and the dates on which such containers are received by the purchaser.

(f) Order forms submitted by registered procurement officers of the Defense Personnel Support Center
of Defense Supply Agency for delivery to armed services establishments within the United States may be
shipped to locations other than the location printed on the order form, and in partial shipments at different times
not to exceed six months from the date. of the order, as designated by the procurement officer when submitting
the order.

[36 FR 7796, Apr. 24, 1971, as amended at 36 FR 18732, Sept. 21, 1971, Redesignated at 38 FR 26609, Sept.
24, 1973, and amended at 47 FR 41735, Sept. 22, 1982]
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§ 1305.11 Unaccepted and defective order forms.

(a) No order form shall be filled if it:

(1) Is not complete, legible, or properly prepared, executed, or endorsed; or

(2) Shows any alteration, erasure, or change of any description.

(b) If an order form cannot be filled for any reason under this section, the supplier shall return Copies 1
and 2 to purchaser with a statement as to the reason (e.g., illegible or altered). A supplier may for any reason
refuse to accept any order and if a supplier refuses to accept the order, a statement that the order is not accepted
shall be sufficient for purposes of this paragraph.

(c) When received by the purchaser, Copies 1 and 2 of the order form and the statement shall be
attached to Copy 3 and retained in the files of the purchaser in accordance with § 1305.13. A defective order
form may not be corrected; it must be replaced by a new order form in order for the order to be filled.

§ 1305.12 Lost and stolen order forms.

(a) If a purchaser ascertains that an unfilled order form has been lost, he shall execute another in
triplicate and a statement containing the serial number and date of the lost form, and stating that the goods
covered by the first order form were not received through loss of that order form. Copy 3 of the second form
and a copy of the statement shall be retained with Copy 3 of the order form first executed. A copy of the
statement shall be attached to Copies 1 and 2 of the second order form sent to the supplier. If the first order
form is subsequently received by the supplier to whom it was directed, the supplier shall mark upon the face
thereof "Not accepted" and return Copies 1 and 2 to the purchaser, who shall attach it to Copy 3 and the
statement.

(b) Whenever any used or unused order forms are stolen form or lost (otherwise than in the course of
transmission) by any purchaser or supplier, he shall immediately upon discovery of such theft or loss, report the
same to the Registration Unit, Drug Enforcement Administration, Department of Justice, Post Office Box
28083, Central Station Washington, DC 20003, stating the serial number of each form stolen or lost. If the
theft or loss includes any original order forms received from purchasers and the supplier is unable to state the
serial numbers of such order forms, he shall report the date or approximate date of receipt thereof and the
names and addresses of the purchaser is unable to state the serial numbers of the order forms contained therein,
he shall report, in lieu of the numbers of the forms contained in such book, the date or approximate date of
issuance thereof. If any unused order form reported stolen or lost is subsequently recovered or found, the
Registration Branch of the Administration shall immediately be notified.

{36 FR 7796, Apr. 24, 1971, as amended at 36 FR 13386, July 21, 1971. Redesignated at 38 FR 26609, Sept.
24, 1973, and amended at 51 FR 5319, Feb. 13, 1986]

§ 1305.13 Preservation of order forms.

(a) The purchaser shall retain Copy 3 of each order form which has been filled. He shall also retain in
his files all copies of each unaccepted or defective order form and each statement attached thereto.

(b) The supplier shall retain Copy 1 of each order form which he has filled.

(c) Order forms must be maintained separately from all other records of the registrant. Order forms are
required to be kept available for inspection for a period of 2 year. If a purchaser has several registered
locations, he must retain Copy 3 of the executed order forms and any attached statements or other related
documents (not including unexecuted order forms which may be kept elsewhere pursuant to §13035.06(e)) at the
registered location printed on the order form.

(d) The supplier of carfentanil etorphine hydrochloride and diprenorphine shall maintain order forms for
these substances separately from all other order forms and records required to be maintained by the registrant.

[36 FR 7796, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 39 FR 17839,
May 21, 1974; 54 ER 33674, Aug. 16, 1989]
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PART 1307—MISCELLANEOUS
GENERAL INFORMATION

Sec.

1307.01 Definitions.

1307.02 Application of State law and other Federal law.
1307.03 Exceptions to regulations.

SPECIAL EXCEPTIONS FOR MANUFACTURE AND DISTRIBUTION
OF CONTROLLED SUBSTANCES

1307.11 Distribution by dispenser to another practitioner.

1307.12 Manufacture and distribution of narcotic solutions and compounds by a pharmacist.
1307.13 Distribution to supplier.

1307.14 Distribution upon discontinuance or transfer of business.

1307.15 Incidental manufacture of controlled substances.

DISPOSAL OF CONTROLLED SUBSTANCES

1307.21 Procedure for disposing of controlled substances.
1307.22 Disposal of controlled substances by the Administration.

SPECIAL EXEMPT PERSONS
1307.31 Native American Church.
AUTHORITY: 21 U.S.C. 821, 822(d), 871(b), unless otherwise noted.

SOURCE: 36 FR 7801, Apr. 24, 1971, unless otherwise noted. Redesignated at 38 FR 26609, Sept. 24,
1973.

Note to reader: Only those paragraphs in this Part that apply specifically to methadone maintenance treatment
programs are provided.

DisPOSAL OF CONTROLLED SUBSTANCES

§ 1307.14 Distribution upon discontinuance or transfer of business.

(a) Any registrant desiring to discontinue business activities altogether or with respect to controlled
substances (without transferring such business activities to another person) shall return for cancellation his
certificate of registration, and any unexecuted order forms in his possession, to the Registration Unit, Drug
Enforcement Administration, Department of Justice, Post Office Box 28083, Central Station, Washington, DC
20005. Any controlled substances in his possession may be disposed of in accordance with § 1307.21.

§ 1307.21 Procedure for disposing of controlled substances.

(a) Any person in possession of any controlled substance and desiring or required to dispose of such
substance may request the Special Agent in Charge of the Administration in the area in which the person is
Jocated for authority and instructions to dispose of such substance. The request should be made as follows:

(1) If the person is a registrant required to make reports pursuant to part 1304 of this chapter, he shall
list the controlled substance or substances which he desires to dispose of on the "b" subpart of the report
normally filed by him, and submit three copies of that subpart to the Special Agent in Charge of the
Administration in his area. '
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(2) If the person is a registrant not required to make reports pursuant to part 1304 of this chapter, he
shall list the controlled substance or substances which he desires to dispose of on DEA Form 41, and submit
three copies of that form to the Special Agent in Charge in his area; and

(3) If the person is not a registrant, he shall submit to the Special Agent in Charge a letter stating:

(i) The name and address of the person;

(ii) The name and quantity of each controlled substance to be disposed of;

(iii) How the applicant obtained the substance, if known; and

(iv) The name, address, and registration number, if known, of the person who possessed the controlled
substances prior to the applicant, if known,

(b) The Special Agent in Charge shall authorize and instruct the applicant to dispose of the controlled
substance in one of the following manners:

(1) By transfer to person registered under the Act and authorized to possess the substance;

(2) By delivery to an agent of the Administration or to the nearest office of the Administration;

(3) By destruction in the presence of an agent of the Administration or other authorized person; or

(4) By such other means as the Special Agent in Charge may determine to assure that the substance does
not become available to unauthorized persons.

(c) In the event that a registrant is required regularly to dispose of controlled substances, the Special
Agent in Charge may authorize the registrant to dispose of such substances, in accordance with paragraph (b) of
this section, without prior approval of the Administration in each instance, on the condition that the registrant
keep records of such disposals and file periodic reports with the Special Agent in Charge summarizing the
disposals made by the registrant. In granting such authority, the Special Agent in Charge may place such
conditions as he deems proper on the disposal of controlled substances, including the method of disposal and the
frequency and detail of reports.

(d) This section shall not be construed as affecting or altering in any way the disposal of controlled
substances through procedures provided in laws and regulations adopted by the State.

[36 FR 7801, Apr. 24, 1971, as amended at 37 FR 15922, Aug. 8, 1972. Redesignated at 38 FR 26609, Sept.
24, 1973, and amended at 47 FR 41735, Sept. 22, 1982]
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SUBPART A—ADMINISTRATIVE INSPECTIONS
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1316.06 Notice of inspection.

1316.07 Requirement for administrative inspection warrant; exceptions.
1316.08 Consent to inspection.

1316.09 Application for administrative inspection warrant.

1316.10 Administrative probable cause.

1316.11 Execution of warrants.

1316.12 Refusal to allow inspection with an administrative warrant.
1316.13 Frequency of administrative inspections.

SUBPART B—PROTECTION OF RESEARCHERS AND RESEARCH SUBJECTS
Sec.

1316.21 Definitions.

1316.22 Exemption.

1316.23 Confidentiality of identity of research subjects.
1316.24 Exemption from prosecution for researchers.

SUBPART C—ENFORCEMENT PROCEEDINGS
Sec.

1316.31 Authority for enforcement proceeding.
1316.32 Notice of proceeding; time and place.
1316.33 Conduct of proceeding.
1316.34 Records of proceeding.

SUBPART D—ADMINISTRATIVE HEARINGS
Sec.

1316.41 Scope of Subpart D.
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Time and place of hearing.

Prehearing conference.

Rehearing ruling.
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Submission of documentary evidence and affidavits and identification of witnesses subsequent to
prehearing conference.

Summary of testimony; affidavits.

Submission and receipt of evidence.

Objections; offer of proof.

Exceptions to rulings.

Appeal from ruling of presiding officer.

Official transcript; index; corrections.

Proposed findings of fact and conclusions of law.
Report and record.

Exceptions.

Final order.

Copies of petitions for judicial review.

SUBPART E—SEIZURE, FORFEITURE, AND DISPOSITION OF PROPERTY

Definitions.
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Custody and other duties.
Appraisement.
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Requirements as to claim and bond.
Admiinistrative forfeiture.

Judicial forfeiture.
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SOURCE: 36 FR 7820 Apr. 24, 1971, unless otherwise noted. Redesignated at 38 FR 26609, Sept. 24,
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SUBPART A—ADMINISTRATIVE INSPECTIONS

§1316.03 Authority to make inspections.

In carrying out his functions under the Act, the Administrator, through his inspectors, is authorized in
accordance with sections 510 and 1015 of the Act (21 U.S.C. 880 and 965) to enter controlled premises and
conduct administrative inspections thereof, for the purpose of:

(a) Inspecting, copying, and verifying the correctness of records, reports, or other documents required to
be kept or made under the Act and regulations promulgated under the Act, including, but not limited to,
inventory and other records required to be kept pursuant to part 1304 of this chapter, order form records
required to be kept pursuant to part 1305 of this chapter, prescription and distribution records required to be
kept pursuant to part 1306 of this chapter, records of listed chemicals, tableting machines, and encapsulating
machines required to be kept pursuant to part 1310 of this chapter, import/export records of listed chemicals
required to be kept pursuant to part 1313 of this chapter, shipping records identifying the name of each carrier
used and the date and quantity of each shipment, and storage records identifying the name of each warehouse
used and the date and quantity of each storage.

(b) Inspecting within reasonable limits and to a reasonable manner all pertinent equipment, finished and
unfinished controlled substances and other substances or materials, containers, and labeling found at the
controlled premises relating to this Act;

(c) Making a physical inventory of all controlied substances on-hand [sic] at the premises;

(d) Collecting samples of controlled substances or precursors (in the event any samples are collected
during an inspection, the inspector shall issue a receipt for such samples on DEA Form 84 to the owner,
operator, or agent in charge of the premises);

(e) Checking of records and information on distribution of controlled substances by the registrant as they
relate to total distribution of the registrant (i.e., has the distribution in controlled substances increased markedly
within the past year, and if so why); and

(f) Except as provided in §1316.04, all other things therein (including records, files, papers, processes,
controls, and facilities) appropriate for verification of the records, reports, documents referred to above or
otherwise bearing on the provisions of the Act and the regulations thereunder.

[36 FR 7820, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 51 FR 5319, Feb.
13, 1986; 55 FR 50827, Dec. 11, 1990]

§1316.06 Notice of inspection.
The notice of inspection (DEA (or DNB) Form 82) shall contain:
(2) The name and title of the owner, operator, or agent in charge of the controlled premises;
(b) The controlled premises name;
(c) The address of the controlled premises to be inspected;
(d) The date and time of the inspection;
(e) A statement that a notice of inspection is given pursuant to section 510 of the Act (21 U.S.C. 880);
(f) A reproduction of the pertinent parts of section 510 of the Act; and
(g) The signature of the inspector.
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SUBPART C—ENFORCEMENT PROCEEDINGS
AUTHORITY: 21 U.S.C. 871(B), 883.

§1316.31 Authority for enforcement proceeding.

A hearing may be ordered or granted by any Special Agent in Charge of the Drug Enforcement
Administration, at his discretion, to permit any person against whom criminal and/or civil action is contemplated
under the Controlled Substances Act (84 Stat. 1242; 21 U.S.C. 801) or the Controlled Substances Import and
Export Act (84 Stat. 1285; 21 U.S.C. 951) an opportunity to present his views and his proposais for bringing
his alleged violations into compliance with the law. Such hearing will also permit him to show cause why
prosecution should not be instituted, or to present his views on the contemplated proceeding.

{36 FR 7820, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 47 FR 41735,
Sept. 22, 1982]

§1316.32 Notice of proceeding; time and place.

Appropriate notice designating the time and place for the hearing shall be given to the person. Upon
request, timely and properly made, by the person to whom notice has been given, the time or place of the
hearing, or both, may be changed if the request states reasonable grounds for such change. Such request shall
be addressed to the Special Agent in Charge who issued the notice.

[36 FR 7820, Apr. 24, 1971. Redesignated at 38 FR 26609, Sept. 24, 1973, and amended at 47 FR 41735,
Sept. 22, 1982]

§1316.33 Conduct of proceeding.

Presentation of views at a hearing under this subpart shall be private and informal. The views presentec
shall be confined to matters relevant to bringing violations into compliance with the Act or to other
contemplated proceedings under the Act. These views may be presented orally or in writing by the person to
whom the notice was given, or by his authorized representative.

§1316.34 Records of proceeding.

A formal record, either verbatim or summarized, of the hearing may be made at the discretion of the
Special Agent in Charge. If a verbatim record is to be made, the person attending the hearing will be so
advised prior to the start of the hearing.

[37 FR 15924, Aug. 8, 1972. Redesignated at 38 FR 26609, Sept. 24, 1973; and amended at 47 FR 41735,
Sept. 22, 1982]
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Public Health Service, HHS

SUBCHAPTER A—GENERAL PROVISIONS
PART 1—-[RESERVED]

PART 2—CONFIDENTIALITY OF ALCOHOL AND DRUG ABUSE PATIENT
RECORDS

Subpart A—Intreduction

Sec.

2.1 Statutory authcrity for confidentiality of drug abuse patient records.
2.2 Statutory authority for confidentiality of alcohol abuse patient records.
2.3 Purpose and effect.

2.4 Criminal penalty for violation.

2.5 Reports of violations.

Subpart B—General Provisions

2.11 Definitions.

2.12 Applicability.

2.13 Confidentiality restrictions.

2.14 Minor patients.

2.15 Incompetent and deceased patients.

2.16 Security for written records.

~2.17 Undercover agents and informants.

~ 2.18 Restrictions on the use of identification cards.

2.19 Disposition of records by discontinued programs.

2.20 Relationship to State laws.

2.21 Relationship to Federal statutes protecting research subjects against compulsory disclosure of their identity.
2.22 Notice to patients of Federal confidentiality requirements.
2.23 Patient access and restriction on use.

Subpart C—Disclosures With Patient’s Consent

2.31 Form of written consent.
2.32 Prohibition on redisclosure.
2.33 Disclosures permitted with written consent.
2.34 Disclosures to prevent multiple enrollments in detoxification and maintenance treatment programs.
2.35 Disclosures to elements of the criminal justice system which have referred patients.
Subpart D—Disclosures Without Patient Consent

2.51 Medical emergencies.
2.52 Research activities.
2.53 Audit and evaluation activities.

Subpart E—Court Orders Authorizing Disclosures and Use
2.61 Legal effect of order.
2.62 Order not applicable to records disclosed without consent to researchers, auditors and evaluators.

2.63 Confidential communications. :
2.64 Procedures and criteria for orders authorizing disclosures for noncriminal purposes.
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2.65 Procedures and criteria for ofders authorizing disclosure and use of records to criminally investigate or prosecute
patients.

2.66 Procedures and criteria for orders authorizing disclosure and use of records to investigate or prosecute a program or the
person holding the records.

2.67 Orders authorizing the use of undercover agents and informants to criminally investigate employees or agents of a
program.

AUTHORITY: Sec. 408 of Pub. L. 92-255, 86 Stat. 79, 9s amended by sec. 303 (a), (b) of Pub. L.

93-282, 83 Stat. 137, 138; sec. 4(c)(5)(A) of Pub. L. 94-237, 90 Stat. 244; sec. 111(c)(3) of Pub. L. 94-581,
90 Stat. 2852; sec. 509 of Pub. L. 96-88, 93 Stat. 695; sec. 973(d) of Pub. L. 97-35, 95 Stat. 598; and
transferred to se¢. 527 of the Public Health Service Act by sec. 2(b)(16)(B) of Pub, L. 98-24, 97 Stat. 182 and
as amended by sec. 106 of Pub. L. 99-401, 100 Stat. 907 (42 U.S.C. 290ee-3) and sec. 333 of Pub. L. 91-616,
84 Stat. 1853, as amended by sec. 122(a) of Pub. L. 93-282, 88 Stat. 131; and sec. 111(c)(4) of Pub. L.
94-581, 90 Stat. 2852 and transferred to sec. 523 of the Public Health Service Act by sec. 2(b)(13) of Pub. L.
98-24, 97 Stat. 181 and as amended by sec. 106 of Pub. L. 99-401, 100 Stat. 907 (42 U.S.C. 290dd-3).

SOURCE: 52 FR 21809, June 9, 1987, unless otherwise noted.
Subpart A—Introduction

§ 2.1 Statutory authority for confidentiality of drug abuse patient records.

The restrictions of these regulations upon the disclosure and use of drug abuse patient records were initially authorized by
section 408 of the Drug Abuse Prevention, Treatment, and Rehabilitation Act (21 U.S.C. 1175). That section as amended was
transferred by Pub. L. 98-24 to section 527 of the Public Health Service Act which is codified at 42 U.S.C. 290ee-3. The
amended statutory authority is set forth below:

§ 290ee-3. CONFIDENTIALITY OF PATIENT RECORDS.

(a) Disclosure authorization

Records of the identity, diagnosis, prognosis, or treatment of any patient which are maintained in connection with the
performance of any drug abuse prevention function conducted, regulated, or directly or indirectly assisted by any department
or agency of the United States shall, except as provided in subsection (e) of this section, be confidential and be disclosed only
for the purposes and under the circumstances expressly authorized under subsection (b) of this section.

(b) Purposes and circumstances of disclosure affecting consenting patient and patient regardless of consent

(1) The content of any record referred to iii subsection (a) of this section may be disclosed in accordance with the prior
written consent of the patient with respect to whom such record is maintained, but only to such extent, under such
circumstances, and for such purposes as may be allowed under regulations prescribed pursuant to subsection (g) of this
section.

(2) Whether or not the patient, with respect to whom any given record referred to in subsection (a) of this section is
maintained, gives his written consent, the content of such record may be disclosed as follows:

(A) To medical personael to the extent necessary to meet a bona fide medical emergency.

(B) To qualified personnel for the purpose of conducting scientific research, management audits, financial audits, or
program evaluation, but such personnel may not identify, directly or indirectly, any individual patient in any report of such
research, audit, or evaluation, or otherwise disclose patient identities in any manner.

(C) If authorized by an appropriate order of a court of competent jurisdiction granted after application showing good
cause therefor. In assessing good cause the court shall weigh the public interest and the need for disclosure against the injury
to the patient, to the physician-patient relationship, and to the treatment services. Upon the granting of such order, the court,
in determining the extent to which any disclosure of all or any part of any record is necessary, shall impose appropriate
safeguards against unauthorized disclosure. .

(c) Prohibition against use of record in making criminal charges or investigation of patient

Except as authorized by a court order granted under subsection (b)(2)(C) of this section, no record referred to in
subsection (a) of this section may be used to initiate or substantiate any criminal charges against a patient or to conduct any
investigation of a patient.

(d) Continuing prohibition against disclosure irrespective of status as patient

119




Appendix E—Confidentiality Regulations

The prohibitions of this section continue to apply to records concerning any individual who has been a patient, irrespective
of whether or when he ceases to be a patient.

(e) Armed Forces and Veterans’ Administration; interchange of records; report of suspected child abuse and neglect to
State or local authorities

The prohibitions of this section do not apply to any interchange of records—

(1) within the Armed Forces or witrhin [sic] those components of the Veterans’ Administration furnishing health care to
veterans, oOr

(2) between such components and the Armed Forces.

The prohibitions of this section do not apply to the reporting under State law of incidents of suspected child abuse and
neglect to the appropriate State or local authorities.

(f) Penalty for first and subsequent offenses

Any person who violates any provision of this section or any regulation issued pursuant to this section shall be fined not
nore [sic] than $500 in the case of a first offense, and not more than $5,000 in the case of each subsequent offense.

(g) Regulations; interagency consultations; definitions, safeguards, and procedures, including procedures and criteria for
issuance and scope of orders

Except as provided in subsection (h) of this section, the Secretary,. after consultation with the Administrator of Veterans’
Affairs and the heads of other Federal departments and agencies substantially affected thereby, shall prescribe regulations to
carry out the purposes of this section. These regulations may contain such definitions, and may provide for such safeguards
and procedures, including procedures and criteria for the issuance and scope of orders under subsection (b)(2)(C) of this
section, as in the judgment of the Secretary are necessary or proper to effectuate the purposes of this section, to prevent
circumvention or evasion thereof, or to facilitate compliance therewith. (Subsection (h) was superseded by section 111(c)(3)
of Pub. L. 94-581. The responsibility of the Administrator of Veterans’ Affairs to write regulations to provide for
confidentiality of drug abuse patient records under Title 38 was moved from 21 U.S.C. 1175 to 38 U.S.C. 4134.)

§ 2.2 Statutory authority for confidentiality cf alcohol abuse patient records.
The restrictions of these regulations upon the disclosure and use of alcohol abuse patient records were initially authorized
by section 333 of the Comprehensive Alcohol Abuse and Alcoholism Prevention, Treatment, and Rehabilitation Act of 1970
(42 U.S.C. 4582). The section as amended was transferred by Pub. L. 98-24 to section 523 of the Public Health Service Act
which is codified at 42 U.S.C. 290dd-3. The amended statutory authority is set forth below:

§ 290dd-3. CONFIDENTIALITY OF PATIENT RECORDS

(a) Disclosure authorization

Records of the identity, diagnosis, prognosis, or treatment of any patient which are maintained in connection with the
performance of any program or activity relating to alcoholism or alcohol abuse education, training, treatment, rehabilitation,
or research, which is conducted, regulated, or directly or indirectly assisted by any department or agency of the United States
shall, except as provided in subsection (€) of this section, be confidential and be disclosed only for the purposes and under the
circumstances expressly authorized under subsection (b) of this section.

(b) Purposes and circumstances of disclosure affecting consenting patient and patient regardless of consent

(1) The content of any record referred to in subsection (a) of this section may be disclosed in accordance with the prior
written consent of the patient with respect to whom such record is maintained, but only to such extent, under such
circumstances, and for such purposes as may be allowed under regulations prescribed pursuant to subsection (g) of this
section.

(2) Whether or not the patient, with respect to whom any given record referred to in subsection (a) of this section is
maintained, gives his written consent, the content of such record may be disclosed as follows:

(A) To medical personnel to the extent necessary to meet a bona fide medical emergency.

(B) To qualified personnel for the putpose of conducting scientific research, management audits, financial audits, or
program evaluation, but such personnel may not identify, directly or indirectly, any individual patient in any report of such
research, audit, or evaluation, or otherwise disclose patient identities in any manner.

(C) If authorized by an appropriate order of a court of competent jurisdiction granted after application showing good cause
therefor. In assessing good cause the court shall weigh the public interest and the need for disclosure against the injury to the
patient, to the physician-patient relationship, and to the treatment services. Upon the granting of such order, the court, in
determining the extent to which any disclosure of all or any part of any record is necessary, shall impose appropriate
safeguards against unauthorized disclosure,

(c) Prohibition against use of record in making criminal charges or investigation of patient
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Except as authorized by a court order granted under subsection (b)(2)(C) of this section, no record referred to in
subsection (a) of this section may be used to initiate or substantiate any criminal charges against a patient or to conduct any
investigation of a patient.

(d) Continuing prohibition apainst disclosure irrespective of status as patient

The prohibitions of this section continue to apply to records concerning any individual who has been a patient, irrespective
of whether or when he ceases to be a patient.

(e) Armed Forces and Veterans’ Administration; interchange of record of suspected child abuse and neglect to State or
local authorities

The prohibitions of this section do not apply to any interchange of records-

(1) within the Armed Forces or within those components of the Veterans’ Administration furnishing health care to
veterans, or

(2) between such components and the Armed Forces. .

The prohibitions of this section do not apply to the reporting under State law of incidents of suspected child abuse and neglect
to the appropriate State or local authorities.

() Penalty for first and subsequent offenses

Any person who violates any provision of this section or any regulation issued pursuant to this section shall be fined not
more than $500 in the case of a first offense, and not more than $5,000 in the case of each subsequent offense.

(g) Regulations of Secretary; definitions, safeguards, and procedures, including procedures and criteria for issuance and
scope of orders

Except as provided in subsection (h) of this section, the Secretary shall prescribe regulations to carry out the purposes of
this section. These regulations may contain such definitions, and may provide for such safeguards and procedures, including
procedures and criteria for the issuance and scope of orders under subsection(b)(2)(C) of this section, as in the judgment of
the Secretary are necessary or proper to effectuate the purposes of this section, to prevent circumvention or evasion thereof,
or to facilitate compliance therewith. (Subsection (h) was superseded by section 111(c)(4) of Pub. L. 94-581. The
responsibility of the Administrator of Veterans’ Affairs to write regulations to provide for confidentiality of alcohol abuse
patient records under Title 38 was moved from 42 U.S.C. 4582 to 38 U.S.C. 4134))

§ 2.3 Purpose and effect.

(a) Purpose. Under the statutory provisions quoted in §§ 2.1 and 2.2, these regulations impose restrictions upon the
disclosure and use of alcohol and drug abuse patient records which are maintained in connection with the performance of any
federally assisted alcohol and drug abuse program. The regulations specify:

(1) Definitions, applicability, and general restrictions in subpart B (definitions applicable to § 2.34 only appear in that
section);

(2) Disclosures which may be made with written patient consent and the form of the written consent in subpart C;

(3) Disclosures which may be made without written patient consent or an authorizing court order in subpart D; and

(4) Disclosures and uses of patient records which may be made with an authorizing court order and the procedures and
criteria for the entry and scope of those orders in subpart E.

(b) Effect. (1) These regulations prohibit the disclosure and use of patient records unless certain circumstances exist. If any
circumstances exists [sic] under which disclosure is permitted, that circumstance acts to remove the prohibition on disclosure
but it does not compel disclosure. Thus, the regulations do not require disclosure under any circumstances.

(2) These regulations are not intended to direct the manner in which substantive functions such as research, treatment, and
evaluation are carried out. They are intended to insure that an alcohol or drug abuse patient in a federally assisted alcohol or
drug abuse program is not made more vulnerable by reason of the availability of his or her patient record than an individual
who has an alcohol or drug problem and who does not seek treatment.

(3) Because there is 2 criminal penalty (a fine—see 42 U.S.C. 290ee-3(f), 42 U.S5.C. 290dd-3(f) and 42 CFR 2.4) for
violating the regulations, they are to be construed strictly in favor of the potential violator in the same manner as a criminal
statute (see M. Kraus & Brothers v. United States, 327 U.S. 614, 621-22, 66 S. Ct. 705, 707-08 (1946)).

§ 2.4 Criminal penalty for violation.

Under 42 U.S.C. 290ee-3(f) and 42 U.S.C. 290dd-3(f), any person who violates any
provision of those statutes or these regulations shall be fined not more than $500 in the case of a first offense, and not more
than $5,000 in the case of each subsequent offense.

§ 2.6 Reports of violations.
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(a) The report of any violation of these regulations may be directed to the United States Attorney for the judiciat district in
which the violation occurs.

(b) The report of any violation of these regulations by a methadone program may be directed to the Regional Offices of the
Food and Drug Administration.

Subpart B—General Provisions

§ 2.11 Definitions.

For purposes of these regulations:

Alcohol abuse means the use of an alcoholic beverage which impairs the physical, mental, emotional, or social well-being
of the user.

Drug abuse means the use of a psychoactive substance for other than medicinal purposes which impairs the physical,
mental, emotional, ~r social well-being of the user,

Diagnosis means any reference to an individual’s alcohol or drug abuse or to a condition which is identified as having been
caused by that abuse which is made for the purpose of treatment or referral for treatment.

Disclose or disclosure means a communication of patient indentifying [sic] information, the affirmative verification of
another person’s communication of patient identifying information, or the communication of any information from the record
of a patient who has been identified.

Informant means an individual:

(a) Who is a patient or employee of a program or who becomes a patient or employee of a program at the request of a law
enforcement agency or official; and

(b) Who at the request of a law enforcement agency or official observes one or more patients or employees of the program
for the purpose of reporting the information obtained to the law enforcement agency or official.

Patient means any individual who has applied for or been given diagnosis or treatment for alcohol or drug abuse at a
federally assisted program and includes any individual who, after arrest on a criminal charge, is identified as an alcohol or
drug abuser in order to determine that individual’s eligibility to participate in a program.

Patient idc:tifying information means the name, address, social security number, fingerprints, photograph, or similar
information by which the identity of a patient can be determined with reasonable accuracy and speed either directly or by
reference to other publicly available information. The term does not include a number assigned to a patient by a program, if
that number does not consist of, or contain numbers (such as a social security, or driver’s license number) which could be
used to identify a patient with reasonable accuracy and speed from sources external to the program.

Person means an individual, partnership, corporation, Federal, State or local government agency, or any other legal entity.
Program means a person which in whole or in part holds itself out as providing, and provides, alcohol or drug abuse
diagnosis, treatment, or referral for treatment. For a general medical care facility or any part thereof to be a program, it must

have:

(a) An identified unit which provides alcohol or drug abuse diagnosis, treatment, or referral for treatment or

(b) Medical personnel or other staff whose primary function is the provision of alcohol or drug abuse diagnosis, treatment,
or referral for treatment and who are identified as such providers.

Program director means:

(a) In the case of a program which is an individual, that individual;

(b) In the case of a program which is an organization, the individual designated as director, managing director, or
otherwise vested with authority to act as chief executive of the organization.

Qualified servicr organization means a person which:

(a) Provides services to a program, such as data processing, bill collecting, dosage preparation, laboratory analyses, or
legal, medical, accounting, or other professional services, or services to prevent or treat child abuse or neglect, including
training on nutrition and child care and individual and group therapy, and

(b) Has entered into a written agreement with a program under which that person:

(1) Acknowledges that in receiving, storing, processing or otherwise dealing with any patient records from the programs,
it is fully bound by these regulations; and

(2) If necessary, will resist in judicial proceedings any efforts to obtain access to patient records except as permitted by
these regulations.

Records means any information, whether recorded or not, relating to a patient received or acquired by a federally assisted
alcohol or drug program.
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Third party payer means a person who pays, or agrees to pay, for diagnosis or treatment furnished to a patient on the basis
of a contractual relationship with the patient or a member of his family or on the basis of the patient’s eligibility for Federal,
State, or local governmental benefits.

Treatment means the management and care of a patient suffering from aicohol or drug abuse, a condition which is
identified as having been caused by that abuse, or both, in order to reduce or eliminate the adverse effects upon the patient.

Undercover agent means an officer of any Federal, State, or local law enforcement agency who enrolls in or becomes an
employee of a program for the purpose of investigating a suspected violation of law or who pursues that purpose after
enrolling or becoming employed for other purposes.

§ 2.12 Applicability.

(a) General—(1) Restrictions on disclosure. The restrictions on disclosure in these regulations apply to any information,
whether or not recorded, which;

(i) Would identify a patient as an alcohol or drug abuser either directly, by reference to other publicly available
information, or through verification of such an identification by another person; and

(ii) Is drug abuse information obtained by a federally assisted drug abuse program after March 20, 1972, or is alcohol
abuse information obtained by a federally assisted alcohol abuse program after May 13, 1974 (or if obtained before the
pertinent date, is maintained by a federally assisted alcohol or drug abuse program after that date as part of an ongoing
treatment episode which extends past that date) for the purpose of treating alcohol or drug abuse, making a diagnosis for that
treatment, or making a referral for that treatment.

(2) Restriction on use. The restriction on use of information to initiate or substantiate any criminal charges against a patient
or to conduct any criminal investigation of a patient (42 U.S.C. 290ee-3(c), 42 U.S.C. 290dd-3(c)) applies to any
information, whether or not recorded which is drug abuse information obtained by a federally assisted drug abuse program
after March 20, 1972, or is alcohol abuse information obtained by a federally assisted alcohol abuse program after May 13,
1974 (or if obtained before the pertinent date, is maintained by a federally assisted alcohol or drug abuse program after that
date as part of an ongoing treatment episode which extends past that date), for the purpose of treating alcohol or drug abuse,
making a diagnosis for the treatment, or making a referral for the treatment.

(b) Federal assistance. An alcohol abuse or drug abuse program is considered to be federally assisted if:

(1) 1t is conducted in whole or in part, whether directly or by contract or otherwise by any department or agency of the
United States (but see paragraphs (c)(1) and (c)(2) of this section relating to the Veterans’ Administration and the Armed
Forces);

(2) 1t is being carried out uader a license, certification, registration, or other authorization granted by any department or
agency of the United States including but not limited to:

(i) Certification of provider status under the Medicare program;

(ii) Authorization to conduct methadone maintenance treatment (see 21 CFR 291.505); or

(iif) Registration to dispense a substance under the Controlled Substances Act to the extent the controlied substance is used
in the treatment of alcohol or drug abuse;

(3) It is supported by funds provided by any department or agency of the United States by being:

(i) A recipient of Federal financial assistance in any form, including financial assistance which does not directly pay for
the alcohol or drug abuse diagnosis, treatment, or referral activities; or

(ii) Conducted by a State or local government unit which, through general or special revenue sharing or other forms of
assistance, receives Federal funds which could be (but are not necessarily) spent for the alcohol or drug abuse program; or

(4) 1t is assisted by the Internal Revenue Service of the Department of the Treasury through the allowance of income tax
deductions for contributions to the program or through the granting of tax exempt status to the program.

(c) Exceptions—(1) Veterans’ Administration. These regulations do not apply to information on alcohol and drug abuse
patients maintained in connection with the Veterans’ Administration provisions of hospital care, nursing home care,
domiciliary care, and medical services under title 38, United States Code. Those records are governed by 38 U.S.C. 4132 and
regulations issued under that authority by the Administrator of Veterans® Affairs.

(2) Armed Forces. These regulations apply to any information described in paragraph (a) of this section which was
obtained by any component of the Armed Forces during a period when the patient was subject to the Uniform Code of
Military Justice except:

(i) Any interchange of that information within the Armed Forces; and

(ii) Any interchange of that information between the Armed Forces and those components of the Veterans Administration
furnishing health care to veterans.
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(3) Communication within a program or between a program and an entity having direct administrative control over that
program. The restrictions on disclosure in these regulations do not apply to communications of information between or among
personnel having a need for the information in connection with their duties that arise out of the provision of diagnosis,
treatment, or referral for treatment of alcohol or drug abuse if the communications are

(i) Within a program or

(ii) Between a program and an entity that has direct administrative control over the
program.

(4) Qualified Service Organizations. The restrictions on disclosure in these regulations do not apply to communications
between a program and a qualified service organization of information needed by the organization to provide services to the
program.

(5) Crimes on program premises or against program personnel. The restrictions on disclosure and use in these regulations
do not apply to communications from program personnel to law enforcement officers which—

(i) Are directly related to a patient’s commission of a crime on the premises of the program or against program personnel
or to a threat to commit such a crime; and

(i) Are limited to the circumstances of the incident, including the patient status of the individual committing or threatening
to commit the crime, that individual’s name and address, and that individual’s last known whereabouts.

(6) Reports of suspected child abuse and neglect. The restrictions on disclosure and use in these regulations do not apply to
the reporting under State law of incidents of suspected child abuse and neglect to the appropriate State or local authorities.
However, the restrictions continue to apply to the original alcohol or drug abuse patient records maintained by the program
including their disclosure and use for civil or criminal proceedings which may arise out of the report of suspected child abuse
and neglect.

(d) Applicability to recipients of information—(1) Restriction on use of information.

The restriction on the use of any information subject to these regulations to initiate or substantiate any ctiminal charges
against a patient or to conduct any criminal investigation of a patient applies to any person who obtains that information from
a federally assisted alcohol or drug abuse program, regardless of the status of the person obtaining the information or of
whether the information was obtained in accordance with these regulations. This restriction on use bars, among other things,
the introduction of that information as evidence in a criminal proceeding and any other use of the information to investigate or
prosecute a patient with respect to a suspected crime. Information obtained by undercover agents or informants (see § 2.17) or
through patient access (see § 2.23) is subject to the restriction on use.

(2) Restrictions on disclosures—Third party payers, administrative entities, and others. The restrictions on disclosure in
these regulations apply to:

(i) Third party payers with regard to records disclosed to them by federally assisted alcohol or drug abuse programs;

(ii) Entities having direct administrative control over programs with regard to information communicated to them by the
program under § 2.12(c)(3); and

(iii) Persons who receive patient records directly from a federally assisted alcohol or drug abuse program and who are
notified of the restrictions on redisclosure of the records in accordance with § 2.32 of these regulations.

(e) Explanation of applicability—(1) Coverage. These regulations cover any information (including information on referral
and intake) about alcohol and drug abuse patients obtained by a program (as the terms "patient" and "program" are defined in
§ 2.11) if the program is federally assisted in any manner described in § 2.12(b). Coverage includes, but is not limited to,
those treatment or rehabilitation programs, employee assistance programs, programs within general hospitals, school-based
programs, and private practitioners who hold themselves out as providing, and provide alcohol or drug abuse diagnosis,
treatment, or referral for treatment.

(2) Federal assistance to program required. If a patient’s alcohol or drug abuse diagnosis, treatment, or referral for
treatment is not provided by a program which is federally conducted, regulated or supported in a manner which constitutes
Federal assistance under § 2.12(b), that patient’s record is not covered by these regulations. Thus, it is possible for an
individual patient to benefit from Federal support and not be covered by the confidentiality regulations because the program in
which the patient is enrolled is not federally assisted as defined in § 2.12(b). For example, if a Federal court placed an
individual in a private for-profit program and made a payment to the program on behalf of that individual, that patient’s
record would not be covered by these regulations unless the program itself received Federal assistance as defined by §
2.12().

(3) Information to which restrictions are applicable. Whether a restriction is on use or disclosure affects the type of
information which may be available. The restrictions on disclosure apply to any information which would identify a patient as
an alcohol or drug abuser. The restriction on use of information to bring criminal charges against a patient for a crime applies
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to any information obtained by the program for the purpose of diagnosis, treatment, or referral for treatment of alcohol or
drug abuse. (Note that restrictions on use and disclosure apply to recipients of information under § 2.12(d).)

(4) How type of diagnosis affects coverage. These regulations cover any record of a diagnosis identifying a patient as an
alcohol or drug abuser which is prepared in connection with the treatment or referral for treatment of alcohol or drug abuse.
A diagnosis prepared for the purpose of treatment or referral for treatment but which is not so used is covered by these
regulations. The following are not covered by these regulations:

(i) Diagnosis which is made solely for the purpose of providing evidence for use by law enforcement authorities; or

(ii) A diagnosis of drug overdose or alcohcl intoxication which clearly shows that the individual involved is not an alcohol
or drug abuser (e.g., involuntary ingestion of alcohol or drugs or reaction to a prescribed dosage of one or more drugs). {52
FR 21809, June 9, 1987; 52 FR 42061, Nov. 2, 1987]

§ 2.13 Confidentiality restrictions.

(a) General. The patient records to which these regulations apply may be disclosed or used only as permitted by these
regulations and may not otherwise be disclosed or used in any civil, criminal, administrative, or legislative proceedings
conducted by any Federal, State, or local authority. Any disclosure made under these regulations must be limited to that
information which is necessary to carry out the purpose of the disclosure.

(b) Unconditional compliance required. The restrictions on disclosure and use in these regulations apply whether the holder
of the information believes that the person seeking the information already has it, has other means of obtaining it, is a law
enforcement or other official, has obtained a subpoena, or asserts any other justification for a disclosure or use which is not
permitted by these regulations.

(c) Acknowledging the presence of patients: Responding to requests. (1) The presence of an identified patient in a facility
or component of a facility which is publicly identified as a place where only alcohol or drug abuse diagnosis, treatment, or
referral is provided may be acknowledged only if the patient’s written consent is obtained in accordance with subpart C of
these regulations or if an authorizing court order is entered in accordance with subpart E of these regulations. The regulations
permit acknowledgment of the presence of an identified patient in a facility or part of a facility if the facility is not publicy
[sic] identified as only an alcohol or drug abuse diagnosis, treatment or referral facility, and if the acknowledgment does not
reveal that the patient is an alcohol or drug abuser.

(2) Any answer to a request for a disclosure of patient records which is not permissible under these regulations must be
made in a way that will not affirmatively reveal that an identified individual has been, or is being diagnosed or treated for
alcohol or drug abuse. An inquiring party may be given a copy of these regulations and advised that they restrict the
disclosure of alcohol or drug abuse patient records, but may not be told affirmatively that the regulations restrict the
disclosure of the records of an identified patient. The regulations do not restrict a disclosure that an identified individual is not
and never has been a patient.

§ 2.14 Minor patients.

(2) Definition of minor. As used in these regulations the term "minor” means a person who has not attained the age of
majority specified in the applicable State law, or if no age of majority is specified in the applicable State law, the age of
eighteen years.

(b) State law not requiring parental consent to treatment. If a minor patient acting alone has the legal capacity under the
applicable State law to apply for and obtain alcohol or drug abuse treatment, any written consent for disclosure authorized
under subpart C of these regulations may be given only by the minor patient. This restriction includes, but is not limited to,
any disclosure of patient identifying information to the parent or guardian of a minor patient for the purpose of obtaining
financial reimbursement. These regulations do not prohibit a program from refusing to provide treatment until the minor
patient consents to the disclosure necessary to obtain reimbursement, but refusal to provide treatment may be prohibited under
a State or local law requiring the program to furnish the service irrespective of ability to pay.

(¢) State law requiring parental consent to treatment. (1) Where State law requires consent of a parent, guardian, or other
person for a minor to obtain alcohol or drug abuse treatment, any written consent for disclosure authorized under subpart C of
these regulations must be given by both the minor and his or her parent, guardian, or other person authorized under State law
to act in the minor’s behalf.

(2) Where State law requires parental consent to treatment the fact of a minor’s application for treatment may be
communicated to the, minor’s parent, guardian, or other person authorized under State law to act in the minor’s behalf only
if:

(i) The minor has given written consent to the disclosure in accordance with subpart C of these regulations or
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(ii) The minor lacks the capacity to make a rational choice regarding such consent as judged by the program director under
paragraph (d) of this section.

(d) Minor applicant for services lacks capacity for rational choice. Facts relevant to reducing a threat to the life or
physical well being of the applicant or any other individual may be disclosed to the parent, guardian, or other person
authorized under State law to act in the minor’s behalf if the program director judges that:

(1) A minor applicant for services lacks capacity because of extreme youth or mental or physical condition to make a
rational decision on whether to consent to a disclosure under subpart C of these regulations to his or her parent, guardian, or
other person authorized under State law to act in the minor’s behalf, and

(2) The applicant’s situation poses a substantial threat to the life or physical well being of the applicant or any other
individual which may be reduced by communicating relevant facts to the minor’s parent, guardian, or other person authorized
under State law to act in the minor’s behatf.

§ 2.15 Incompetent and deceased patients.

(a) Incompetent patients other than minors—(1) Adjudication of incompetence. In the case of a patient who has been
adjudicated as lacking the capacity, for any reason other than insufficient age, to manage his or her own affairs, any consent
which is required under these regulations may be given by the guardian or other person authorized under State law to act in
the patient’s behalf.

(2) No adjudication of incompetency. For any period for which the program director determines that a patient, other than a
minor or one who has been adjudicated incompetent, suffers from a medical condition that prevents knowing or effective
action on his or her own behalf, the program director may exercise the right of the patient to consent to a disclosure under
subpart C of these regulations for the sole purpose of obtaining payment for services from a third party payer.

(b) Deceased patients—(1) Vital statistics. These regulations do not restrict the disclosure of patient identifying information
relating to the cause of death of a patient under laws requiring the collection of death or other vital statistics or permitting
inquiry into the cause of death.

(2) Consent by personal representative. Any other disclosure of information identifying a deceased patient as an alcohol or
drug abuser is subject to these regulations. If a written consent to the disclosure is required, that consent may be given by an
executor, administrator, or other personal representative appointed under applicable State law. If there is no such appointment
the consent may be given by the patient’s spouse or, if none, by any responsible member of the patient’s family.

§ 2.16 Security for written records.
" (a) Written records which are subject to these regulations must be maintained in a secure room, locked file cabinet, safe or
other similar container when not in use; and
(b) Each program shall adopt in writing procedures which regulate and control access to and use of written records which
are subject to these regulations.

§ 2.17 Undercover agents and informants.

(a) Restrictions on placement. Except as specifically authorized by a court order granted under § 2.67 of these regulations,
no program may knowingly employ, or enroll as a patient, any undercover agent or informant. .

(b) Restriction on use of information. No informution obtained by an undercover agent or informant, whether or not that
undercover agent or informant is placed in a progrum pursuant to an authorizing court order, may be used to criminally
investigate or prosecute any patient.

{52 FR 21809, June 9, 1987; 52 FR 42061, Nov. 2, 1987]

§ 2.18 Restrictions on the use of identification cards.

No person may require any patient to carry on his or her person while away from the program premises any card or other
object which would identify the patient as an alcohol or drug abuser. This section de~s not prohibit a person from requiring
patients to use or carry cards or other identification objects on the premises of a program.

§ 2.19 Disposition of records by discontinued programs.

(a) General. If a program discontinues operations or is taken over or acquired by another program, it must-purge patient
identifying information from its records or destroy the records unless—
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(1) The patient who is the subject of the records gives written consent (meeting the requirements of § 2.31) to a transfer of
the records to the acquiring program or to any other program designated in the consent (the manner of obtaining this consent
must minimize the likelihood of a disclosure of patient identifying information to a third party); or

(2) There is a legal requirement that the records be kept for a period specified by law which does not expire until after the
discontinuation or acquisition of the program.

(b) Procedure where retention period required by law. If paragraph (a)(2) of this section applies, the records must be:

(1) Sealed in envelopes or other containers labeled as follows: "Records of [insert name of program] required to be
maintained under [insert citation to statute, regulation, court order or other legal authority requiring that records be kept] until
a date not later than [insert appropriate date]”; and

(2) Held under the restrictions of these regulations by a responsible person who must, as soon as practicable after the end
of the retention period specified on the label, destroy the records.

§ 2.20 Relationship to State laws.

The statutes authorizing these regulations (42 U.S.C. 290ee-3 and 42 U.S.C. 290dd-3) do not preempt the field of law
which they cover to the exclusion of all State laws in that field. If a disclosure permitted under these regulations is prohibited
under State law, neither these regulations nor the authorizing statutes may be construed to authorize any violation of that State
law. However, no State law may either authorize or compel any disclosure prohibited by these regulations.

§ 2.21 Relationship to Federal statutes protecting research subjects against compulsory
disclosure of their identity.

(a) Research privilege description. There may be concurrent coverage of patient identifying information by these
regulations and by administrative action taken under: Section 303(a) of the Public Health Service Act (42 U.S.C. 242a(a) and
the implementing regulations at 42 CFR part 2a); [sic] or section 502(c) of the Controlled Substances Act (21 U.S.C. 872(c)
and the implementing regulations at 21 CFR 1316.21). These "research privilege" statutes confer on the Secretary of Health
and Human Services and on the Attorney General, respectively, the power to authorize researchers conducting certain types of
research to withhold from all persons not connected with the research the names and other identifying information concerning
individuals who are the subjects of the research.

(b) Effect of concurrent coverage. These regulations restrict the disclosure and use of information about patients, while
administrative action taken under the research privilege statutes and implementing regulations protects a person engaged in
applicable research from being compelled to disclose any identifying characteristics of the individuals who are the subjects of
that research. The issuance under subpart E of these regulations of a court order authorizing a disclosure of information about
a patient does not affect an exercise of authority under these research privilege statutes. However, the research privilage [sic]
granted under 21 CFR 291.505(g) to treatment programs using methadone for maintenance treatment does not protect from
compulsory disclosure any imformation [sic] which is permitted to be disclosed under those regulations. Thus, if a court order
entered in accordance with subpart E of these regulations authorizes a methadone maintenance treatment program to disclose
certain information about its patients, that program may not invoke the research privilege under 21 CFR 291.505(g) as a
defense to a subpoena for that information.

§ 2.22 Notice to patients of Federal confidentiality requirements.

(2) Notice required. At the time of admission or as soon threreafter [sic] as the patient is capable of rational
communication. [sic] each program shall:

(1) Communicate to the patient that Federal law and regulations protect the confidentiality of alcohol and drug abuse
patient records; and

(2) Give to the patient a summary in writing of the Federal law and regulations.

(b) Required elements of written summary. The written summary of the Federal law and regulations must include:

(1) A general description of the limited circumstances under which a program may acknowledge that an individual is
present at a facility or disclose outside the program information identifying a patient as an alcohol or drug abuser.

(2) A statement that violation of the Federal law and regulations by a program is a crime and that suspected violations may
be reported to appropriate authorities in accordance with these regulations.

(3) A statement that information related to a patient’s commission of a crime on the premises of the program or against
personnel of the program is not protected.

4) A statement that reports of suspected child abuse and neglect made under State law to appropriate State or local
authorities are not protected.

(5) A citation to the Federal law and regulations.
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(c) Program options. The program may devise its own notice or may use the sample notice in paragraph (d) to comply
with the requirement to provide the patient with a summary in writing of the Federal law and regulaticns. In addition, the
program may include in the written summary information concerning State law and any program policy not inconsistent with
State and Federal law on the subject of confidentiality of alcohol and drug abuse patient records.

(d) Sample notice.

CONFIDENTIALITY OF ALCOHOL AND DRUG ABUSE PATIENT RECORDS

The confidentiality of alcohol and drug abuse patient records maintained by this program is protected by Federal law and
regulations. Generally, the program may not say to a person outside the program that a patient attends the program, or
disclose any information identifying a patient as an alcohol or drug abuser Unless:

(1) The patient consents in writing:

(2) The disclosure is allowed by a court order; or

(3) The disclosure is made to medical personnel in a medical emergency or to qualified personnel for research, audit, or
program evaluation.

Violation of the Federal law and regulations by a program is a crime. Suspected violations may be reported to appropriate
authorities in accordance with Federal regulations.

Federal law and regulations do not protect any information about a crime committed by a patient either at the program or
against any person who works for the program or about any threat to commit such a crime.

Federal laws and regulations do not protect any information about suspected child abuse or neglect from being reported
under State law to appropriate State or local authorities. (See 42 U.S.C. 290dd-3 and 42 U.5.C. 290ee-3 for Federal laws and
42 CFR part 2 for Federal regulations.) (Approved by the Office of Management and Budget under control number
0930-0099)

§ 2.23 Patient access and restrictions on use,

(a) Patient access not prohibited. These regulations do not prohibit a program from giving a patient access to his or her
own records, including the opportunity to inspect and copy any records that the program maintains about the patient. The
program is not required to obtain a patient’s written consent or other authorization under these regulations in order to provide
such access to the patient.

(b) Restriction on use of information. Information obtained by patient access to his or her patient record is subject to the
restriction on use of his information to initiate or substantiate any criminal charges against the patient or to conduct any
criminal investigation of the patient as provided for under § 2.12(d)(1).

Subpart C—Disclosures With Patient’s Consent

§ 2.31 Form of written consexnt.

(a) Required elements. A written consent to a disclosure under these regulations must inchude:

(1) The specific name or general designation of the program or person permitted to make the disclosure.

(2) The name or title of the individual or the name of the organization to which disclosure is to be made.

(3) The name of the patient.

(4) The purpose of the disclosure.

(5) How much and what kind of information is to be disclosed.

(6) The signature of the patient and, when required for a patient who is a minor, the signature of a person authorized to
give consent under § 2.14; or, when required for a patient who is incompetent or deceased, the signature of a person
authorized to sign under § 2.15 in lieu of the patient.

(7) The date on which the consent is signed.

(8) A statement that the consent is subject to revocation at any time except to the extent that the program or person which
is to make the disclosure has already acted in reliance on it. Acting in reliance includes the provision of treatment services in
reliance on a valid consent to disclose information to a third party payer.

(9) The date, event, or condition upon which the consent will expire if not revoked before. This date, event, or condition
must insure that the consent will last no longer than reasonably necessary to serve the purpose for which it is given.

(b) Sample consent form. The following form complies with paragraph (a) of this section, but other elements may be
added.
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1. I (name of patient) I Request [J Authorize:
2. (name or general designation of program which is to make the disclosure)

3. To disclose: (kind and amount of information to be disclosed)

4, To: (name or title of the person or organization to which disclosure is to be made)

5. For (purpose of the disclosure)

6. Date (on which this consent is signed)

7. Signature of patient

8. Signature of parent or guardian (where required)

9. Signature of person authorized to sign in lieu of the patient (where required)

10. This consent is subject fo revocation at any time except to the extent that the program which is to make the disclosure has
already taken action in reliance on it. If not previously revoked, this consent will terminate upon: (specific date, event, or
condition)

(c) Expired, deficient, or false consent. A disclosure may not be made on the basis of a consent which:

(1) Has expired:

(2) On its face substantially fails to conform to any of the requirements set forth in paragraph (a) of this section;

(3) Is known to have been revoked; or

(4) Is known, or through a reasonable effort could be known, by the person holding the records to be materially false.

(Approved by the Office of Management and Budget under control number 0930-0099)

§ 2.32 Prohibition on redisclosure.
Notice to accompany disclosure. Each disclosure made with the patient’s written consent must be accompanied by the
- following written statement: )

This information has been disclosed to you from records protected by Federal confidentiality rules (42 CFR part 2). The
Federal rules prohibit you from making any further disclosure of this information unless further disclosure is expressly
permitted by the written consent of the person‘to whom it pertains or as otherwise permitted by 42 CFR part 2. A general
authorization for the release of medical or other information is NOT sufficient for this purpose. The Federal rules restrict any
use of the information fo criminally investigate or prosecute any alcohol or drug abuse patient.

[52 FR 21809, June 9, 1987; 52 FR 41997, Nov. 2, 1987]

§ 2.33 Disclosures permitted with written consent.

If a patient consents to a disclosure of his or her records under § 2.31, a program may disclose those records in
accordance with that consent to any individual or organization named in the consent, except that disclosures to central
registries and in connection with criminal justice referrals must meet the requirements of §§ 2.34 and 2.35, respectively.

§ 2.34 Disclosures to prevent multiple enrcllments in detoxification and maintenance treatment programs.

(a) Definitions. For purposes of this section:

Central registry means an organization which obtains from two or more member programs patient identifying information
about individuals applying for maintenance treatment or detoxification treatment for the purpose of avoiding an individual’s
concurrent enrollment in more than one program.

Detoxification treatment means the dispensing of a narcotic drmg in decreasing doses to an individual in order to reduce or
eliminate adverse physiological or psychological effects incident to withdrawal from the sustained use of a narcotic drug.
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Maintenance treatment means the dispensing of anarcotic drug in the treatment of an individual for dependence upon
heroin or other morphine-like drugs.

Member program means a detoxification treatment or maintenance treatment or maintenance treatment program which
reports patient identifying information to a central registry and which is in the same State as that central registry or is not
more than 125 miles from any border of the State in which the central registry is located.

(b) Restrictions on disclosure. A program may disclose patient records to a central registry or to any detoxification or
maintenance treatment program not more than 200 miles away for the purpose of preventing the muitiple enrollment of a
patient only if:

(1) The disclosure is made when:

(i) The patient is accepted for treatment;

(ii) The type or dosage of the drug is changed; or

(iii) The treatment is interrupted, resumed or terminated.

(2) The disclosure is limited to:

(i) Patient identifying information:

(ii) Type and dosage of the drug; and

(iii) Relevant dates.

(3) The disclosure is made with the patient’s written consent meeting the requirements of § 2.31, except that:

(i) The consent must list the name and address of each central registry and each known detoxification or maintenance
treatment program to which a disclosure will be made; and

(ii) The consent may authorize a disclosure to any detoxification or maintenance treatment program established within 200
miles of the program after the consent is given without naming any such program.

(c) Use of information limited to prevention of multiple enroliments. A central registry and any detoxification or
maintenance treatment program to which information is disclosed to prevent multiple enrollments may not redisclose or use
patient identifying information for any purpose other than the prevention of multiple enrollments unless authorized by a court
order under subpart E of these regulations.

(d) Permitted disclosure by a central registry to prevent a multiple enrollment. When a member program asks a central

‘registry if an identified patient is enrolled in another member program and the registry determines that the patient is so
enrolled, the registry may disclose—

(1) The name, address, and telephone number of the member program(s) in which the patient is already enrolled to the
inquiring member program; and

(2) The name, address, and telephone number of the inquiring member program to the member program(s) in which the
patient is already enrolled. The member programs may communicate as necessary to verify that no error has been made and
to prevent or eliminate any multiple enrollment.

(e) Permitted disclosure by a detoxification or maintenance treatment program to prevent a multiple enrollment. A
detoxification or maintenance treatment program which has received a disclosure under this section and has determined that
the patient is already enrolled may communicate as necessary with the program making the disclosure to verify that no error
has been made and to prevent or eliminate any multiple enrollment.

§ 2.35 Disclosures to elements of the criminal justice system which have referred patients.

(a) A program may disclose information about a patient to those persons within the criminal justice system which have
made participation in the program a condition of the disposition of any criminal proceedings against the patient or of the
patient’s parole or other release from custody if:

(1) The disclosure is made only to those individuals within the criminal justice system who have a need for the
information in connection with their duty to monitor the patient’s progress (e.g., a prosecuting attorney who is withholding
charges against the patient, a court granting pretrial or post-trial release, probation or parole, officers responsible for
supervision of the patient); and

(2) The patient has signed a written consent meeting the requiraments of § 2.31 (except paragraph (a)(8) which is
inconsistent with the revocation provisions of paragraph (c) of this section) and the requirements of paragraphs (b) and (c) of
this section.

(b) Duration of consent. The written consent must state the period during which it remains in effect, This period must be
reasonable, taking into account:

(1) The anticipated length of the treatment;

(2) The type of criminal proceeding involved, the need for the information in connection with the final disposition of that
proceeding, and when the final disposition will occur; and
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(3) Such other factors as the program, the patient, and the person(s) who will receive the disclosure consider pertinent.

(c) Revocation of consent. The written consent must state that it is revocable upon the passage of a specified amount of
time or the occurrence of a specified, ascertainable event. The time or occurrence upon which consent becomes revocable
may be no later than the final disposition of the conditional release or other action in connection with which consent was
given.

(d) Restrictions on redisclosure and use. A person who receives patient information under this section may redisclose and
use it only to carry out that person’s official duties with regard to the patient’s conditional release or other action in
connection with which the consent was given.

Subpart D—Disclosure Without Patient Consent

§ 2.51 Medical emergencies.

(a) General Rule, Under the procedures required by paragraph (c) of this section, patient identifying information may be
disclosed to medical personnel who have a need for information about a patient for the purpose of treating a condition which
poses an immediate threat to the health of any individual and which requires immediate medical intervention.

(b) Special Rule. Patient identifying information may be disclosed to medical personnel of the Food and Drug
Administration (FDA) who assert a reason to believe that the health of any individual may be threatened by an error in the
manufacture, labeling, or sale of a product under FDA jurisdiction, and that the information will be used for the exclusive
purpose of notifying patients or their physicians of potential dangers.

(c) Procedures. Immediately following disclosure, the program shall document the disclosure in the patient’s records,
setting forth in writing:

(1) The name of the medical personnel to whom disclosure was made and their affiliation with any health care facility;

(2) The name of the individual making the disclosure; .

(3) The date and time of the disclosure; and

(4) The nature of the emergency (or error, if the report was to FDA).

(Approved by the Office of Management and Budget under control number 0930-0099)

§ 2.52 Research activities.

(a) Patient identifying information may be disclosed for the purpose of conducting scientific research if the program
director makes a determination that the recipient of the patient identifying information:

(1) Is qualified to conduct the research;

(2) Has a research protocol under which the patient identifying information:

(i) Will be maintained in accordance with the security requirements of § 2.16 of these regulations (or more stringent
requirements); and

(ii) Will not be redisclosed except as permitted under paragraph (b) of this section; and

(3) Has provided a satisfactory written statement that a group of three or more individuals who are independent of the
research project has reviewed the protocol and determined that:

(i) The rights and welfare of patients will be adequately protected; and

(ii) The risks in disclosing patient identifying information are outweighed by the potential benefits of the research.

(b) A person conducting research may disclose patient identifying information obtained under paragraph (a) of this section
only back to the program from which that information was obtained and may not identify any individual patient in any report
of that research or otherwise disclose patient identities.

[52 FR 21809, June 9, 1987, as amended at 52 FR 41997, Nov. 2, 1987]

§ 2.53 Audit and evaluation activities

(a) Records not copied or removed. 1f patient records are not copied or removed, patient identifying information may be
disclosed in the course of a review of records on program premises to any person who agrees in writing to comply with the
limitations on redisclosure and use in paragraph (d) of this section and who:

(1) Performs the audit or evaluation activity on behalf of:

(i) Any Federal, State, or local governmental agency which provides financial assistance to the program or is authorized
by law to regulate its activities; or
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(ii) Any private person which provides financial assistance to the program, which is a third party payer covering patients
in the program, or which is a peer review organization performing a utilization or quality control review; or

(2) Is determined by the program director to be qualified to conduct the audit or evaluation activities.

(b) Copying or removal of records. Records containing patient identifying information may be copied or removed from
program premises by any person who:

(1) Agrees in writing to:

(i) Maintain the patient identifying information in accordance with the security requirements provided in § 2.16 of these
regulations (or more stringent requirements); ’

(ii) Destroy all the patient identifying information upon completion of the audit or evaluation; and

(iii) Comply with the limitations on disclosure and use in paragraph (d) of this section;
and

(2) Performs the audit or evaluation activity on behalf of:

(i) Any Federal, State, or local governmental agency which provides financial assistance to the program or is authorized
by law to regulate its activities; or

(ii) Any private person which provides financial assistance to the program, which is a third part [sic} payer covering
patients in the program, or which is a peer review organization performing a utilization or quality control review.

(¢) Medicare or Medicaid audit or evaluation. (1) For purposes of Medicare or Medicaid audit or evaluation under this
section, audit or evaluation includes a civil or administrative investigation of the program by any Federal, State, or local
agency responsible for oversight of the Medicare or Medicaid program and includes administrative enforcement, against the
program by the agency, of any remedy authorized by law to be imposed as a result of the findings of the investigation.

(2) Consistent with the definition of program in § 2.11, program includes an employee of, or provider of medical services
under, the program when the employee or provider is the subject of a civil investigation or administrative remedy, as those
terms are used in paragraph (c)(1) of this section.

(3) If a disclosure to a person is authorized under this section for a Medicare or Medicaid audit or evaluation, including a
civil investigation or administrative remedy, as those terms are used in paragraph (c)(1) of this section, then a peer review
organization which obtains the information under paragraph (a) or (b) may disclose the information to that person but only for
purposes of Medicare or Medicaid audit or evaluation.

(4) The provisions of this paragraph do not authorize the agency, the program, or any other person to disclose or use
patient identifying information obtained during the audit or evaluation for any purposes other than those necessary to complete
the Medicare or Medicaid audit or evaluation activity as specified in this paragraph.

(d) Limitations on disclosure and use. Except as provided in paragraph (c) of this section, patient identifying information
disclosed under this section may be disclosed only back to the program from which it was obtained and used only to carry out
an audit or evaluation purpose or two investigate or prosecute criminal or other activities, as authorized by a court order
entered under § 2.66 of these regulations.

Subpart E—Court Orders Authorizing Disclosure and Use

§ 2.61 Legal effect of order

(a) Effect. An order of a court of competent jurisdiction entered under this subpart is a unique kind of court order. Its
only purpose is to authorize a disclosure or use of patient information which would otherwise be prohibited by 42 U.S.C.
290ee-3, 42 U.S.C. 290dd-3 and these regulations. Such an order does not compel disclosure. A subpoena or a similar legal
mandate must be issued in order to compel disclosure. This mandate may be entered at the same time as and accompany an
authorizing court order entered under these regulations.

(b) Examples. (1) A person holding records subject to these regulations receives a subpoena for those records: a response
to the subpoena is not permitted under the regulations unless an authorizing court order is entered. The person may not
disclose the records in response to the subpoena unless a court of competent jurisdiction enters an authorizing order under
these regulations.

(2) An authorizing court order is entered under these regulations, but the person authorized does not want to make the
disclosure. If there is no subpoena or other compulsory process or a subpoena for the records has expired or been quashed,
that person may refuse to make the disclosure. Upon the entry of a valid subpoena or other compulsory process the person
authorized to disclose must disclose, unless there is a valid legal defense to the process other than the confidentiality
restrictions of these regulations.

[52 FR 21809, June 9, 1987; 52 FR 42061, Nov. 2, 1987]
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§ 2.62 Order nrot applicable to records disclosed without censent to researchers, auditors and evaluators.

A court order under these regulations may not authorize qualified personnel, who have received patient identifying
information without consent for the purpose of conducting research, audit or evaluation, to disclose that information or use it
to conduct any criminal investigation or prosecution of a patient. However, a court order under § 2.66 may authorize
disclosure and use of records to investigate or prosecute qualified personnel holding the records.

§ 2.63 Confidential communications.

(a) A court order under these regulations may authorize disclosure of confidential communications made by a patient to a
program in the course of diagnosis, treatment, or referral for treatment only if:

(1) The disclosure is necessary to protect against an existing threat to life or of serious bodily injury, including
circumstances which constitute suspected child abuse and neglect and verbal threats against third parties;

(2) The disclosure is necessary in connection with investigation or prosecution of an extremely serious crime, such as one
which directly threatens loss of life or serious bodily injury, including homicide, rape, kidnapping, armed robbery, assault
with a deadly weapon, or child abuse and neglect; or

(3) The disclosure is in connection with litigation or an administrative proceeding in which the patient offers testimony or
other evidence pertaining to the content of the confidential communications.

(b) [Reserved]

§ 2.64 Procedures and criteria for orders authorizing disclosures for noncriminal purposes.

(a) Application. An order authorizing the disclosure of patient records for purposes other than criminal investigation or
prosecution may be applied for by any person having a legally recognized interest in the disclosure which is sought. The
application may be filed separately or as part of a pending civil action in which it appears that the patient records are needed
to provide evidence. An application mst [sic] use a fictitious name, such as John Doe, to refer to any patient and may not
contain or otherwise disclose any patient identifying information unless the patient is the applicant or has given a written
consent (meeting the requirements of these regulations) to disclosure or the court has ordered the record of the proceeding
sealed from public scrutiny.

(b) Notice. The patient and the person holding the records from whom disclosure is sought must be given:

(1) Adequate notice in a manner which will not disclose patient identifying information to other persons; and

(2) An opportunity to file a written response to the application, or to appear in person, for the limited purpose of providing
evidence on the statutory and regulatory criteria for the issuance of the court order. )

(c) Review of evidence: Conduct of hearing. Any oral argument, review of evidence, or hearing on the application must be
held in the judge’s chambers or in some manner which ensures that patient identifying information is not disclosed to anyone
other than a party to the proceeding, the patient, or the person holding the record, unless the patient requests an open hearing
in a manner which meets the written consent requirements of these regulations. The proceeding may include an examination
by the judge of the patient records referred to in the application.

(d) Criteria for entry of order. An order under this section may be entered only if the court determines that good cause
exists. To make this determination the court must find that:

(1) Other ways of obtaining the information are not available or would not be effective; and

(2) The public interest and need for the disclosure outweigh the potential injury to the patient, the physician-patient
relationship and the treatment services.

(e) Content of order. An order authorizing a disclosure must:

(1) Limit disclosure to those parts of the patient’s record which are essential to fulfill the objective of the order.

(2) Limit disclosure to those persons whose need for information is the basis for the order; and

(3) Include such other measures as are necessary to limit disclosure for the protection of the patient, the physician-patient
relationship and the treatment services; for example, sealing from public scrutiny the record of any proceeding for which
disclosure of a patient’s record has been ordered.

§ 2.65 Procedures and criteria for orders authorizing disclosure and use of records to criminally investigate or
prosecute patients.

(2) Application. An order authorizing the disclosure or use of patient records to criminally investigate or prosecute a
patient may be applied for by the person holding the records or by any person conducting investigative or prosecutoriat
activities with respect to the enforcement of criminal laws. The application may be filed separately, as part of an application
for a subpoena or other compulsory process, or in a pending criminal action. An application must use a fictitious name such
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as John Doe, to refer to any patient and may no contain or otherwise disclose patient identifying information unless the court
has ordered the record of the proceeding sealed from public scrutiny. :

(b) Notice and hearing. Unless an order under § 2.66 is sought with an order under this section, the person holding the
records must be given:

(1) Adequate notice (in a manner which will not disclose patient identifying information to third parties) of an application
by a person performing a law enforcement function;

(2) An opportunity to appear and be heard for the limited purpose of providing evidence on the statutory and regulatory
criteria for the issuance of the court order; and

(3) An opportunity to be represented by counsel independent of counsel for an applicant who is a person performing a law
enforcement function.

(c) Review of evidence: Conduct of hearings. Any oral argument, review of evidence, or hearing on the application shall
be held in the judge’s chambers or in some other manner which ensures that patient identifying information is not disclosed to
anyone other than a party to the proceedings, the patient, or the person holding the records. The proceeding may include an
examination by the judge of the patient records referred to in the application.

(d) Criteria. A court may authorize the disclosure and use of patient records for the purpose of condvcting a criminal
investigation or prosecution of a patient only if the court finds that all of the following criteria are met:

(1) The crime involved is extremely serious, such as one which causes or directly threatens loss of life or serious bodily
injury including homicide, rape, kidnapping, armed robbery, assault with a deadly weapon, and child abuse and neglect.

(2) There is a reasonable likelihood that the records will disclose information of substantial value in the investigation or
prosecution.

(3) Other ways of obtaining the information are not available or would not be effective.

(4) The potential injury to the patient, to the physician-patient relationship and to the ability of the program to provide
services to other patients is outweighed by the public interest and the need for the disclosure.

(5) If the applicant is a person performing a law enforcement function that:

(i) The person holding the records has been afforded the opportunity to be represented by independent counsel; and

(ii) Any person holding the records which is an entity within Federal, State, or local government has in fact been
represented by counsel independent of the applicant.

(e) Content of order. Any order authorizing a disclosure or use of patient records under this section must:

(1) Limit disclosure and use to those parts of the patient’s record which are essential to fulfill the objective of the order;

(2) Limit disclosure to those law enforcement and prosecutorial officials who are responsible for, or are conducting, the
investigation or prosecution, and limit their use of the records to investigation and prosecution of extremely serious crime or
suspected crime specified in the application; and

(3) Include such other measures as are necessary to limit disclosure and use to the fulfillment of only that public interest
and need found by the court.

[52 FR 21809, June 9, 1987; 52 FR 42061, Nov. 2, 1987]

§ 2.66 Procedures and criteria for orders authorizing disclosure and use of records to investigate or prosecute a
program or the person holding the records.

(a) Application.

(1) An order authorizing the disclosure or use of patient records to criminally or administratively investigate or prosecute a
program or the person holding the records (or employees or agents of that program or person) may be applied for by any
administrative, regulatory, supervisory, investigative, law enforcement, or prosecutorial agency having jurisdiction over the
program’s or person’s activities.

(2) The application may be filed separately or as part of a pending civil or criminal action against a program or the person
holding the records (or agents or employees of the program or person) in which it appears that the patient records are needed
to provide material evidence. The application must use a fictitious name, such as John Doe, to refer to any patient and may
not contain or otherwise disclose any patient identifying information unless the court has ordered the record of the proceeding
sealed from public scrutiny or the patient has given a written consent (meeting the requirements of § 2.31 of these regulations)
to that disclosure.

(b) Notice not required. An application under this section may, in the discretion of the court, be granted without notice.
Although no express notice is required to the program, to the percon holding the records, or to any patieat whose records are
to be disclosed, upon implementation of an order so granted any of the above persons must be afforded an opportunity to seek
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revocation or amendment of that order, limited to the presentation of evidence on the statutory and regulatory criteria for the
issuance of the court order,

(c) Requirements for order. An order under this section must be entered in accordance with, and comply with the
requirements of, paragraphs (d) and (e) of § 2.64 of these regulations.

(d) Limiiations on disclosure and use of patient identifying information: (1) An order eniered under this section must
require the deletion of patient identifying information from any documents made available to the public.

(2) No information obtained under this section may be used to conduct any investigation or prosecution of a patient, or be
used as the basis for an application for an order under § 2.65 of these regulations.

§ 2.67 Orders authorizing the use of undercover agents and informants to criminally investigate employees or agents
of a program.

(a) Application. A court order authorizing the placement of an undercover agent or informant in a program as an employee
or patient may be applied for by any law enforcement or prosecutorial agency which has reason to believe that employees or
agents of the program are engaged in criminal misconduct.

(b) Notice. The program director must be given adequate notice of *he application and an opportunity to appear and be
heard (for the limited purpose of providing evidence on the statutory and regulatory criteria for the issuance of the court
order), unless the application asserts a belief that: '

(1) The program director is involved in the criminal activities to be investigated by the undercover agent or informant; or

(2) The program director will intentionaily or unintentionally disclose the proposed placement of an undercover agent or
informant to the employees or agents who are suspected of criminal activities.

(c) Criteria. An order under this section may be entered only if the court determines that good cause exists, To make this
determination the court must find:

(1) There is reason to believe that an employee or agent of the program is engaged in criminal activity;

(2) Other ways of obtaining evidence of this criminal activity are not available or would not be effective; and

(3) The public interest and need for the placement of an undercover agent or informant in the program outweigh the
potential injury to patients of the program, physician patient relationships and the treatment services,

(d) Content of order. An order authorizing the placement of an undercover agent or informant in a program must:

(1) Specifically authorize the placement of an undercover agent or an informant;

(2) Limit the total period of the placement to six months;

(3) Prohibit the undercover agent or informant from disclosing any patient identifying information obtained from the
placement except as necessary to criminally investigate or prosecute employees or agents of the program; and

(4) Include any other measures which are appropriate to limit any potential disruption of the program by the placement and
any potential for a real or apparent breach of patient confidentiality; for example, sealing from public scrutiny the record of
any proceeding for which disclosure of a patient’s record has been ordered.

(e) Limitation on use of information. No information obtained by an undercover agent or informant placed under this
section may be used to criminally investigate or prosecute any patient or as the basis for an application for an order under §
2.65 of these regulations.

PART 2a—PROTECTION OF IDENTITY--RESEARCE SUBJECTS

Sec.

2a.1 Applicability.

2a.2 Definitions.

2a.3 Application; coordination.

2a.4 Contents of application; in general,

2a.5 Contents of application; research projects in which drugs will be administered.
2a.6 Issuance of Confidentiality Certificates; single project limitation,

2a.7 Effect of Confidentiality Certificate.

2a.8 Termination.

AUTHORITY: Sec. 3(a), Pub. L. 91-513 as amended by sec. 122(b), Pub. L. 93-282; 84 Stat, 1241

(42 U.S.C. 242a(a)), as amended by 88 Stat. 132,
SOURCE: 44 FR 20384, Apr. 4, 1979, unless otherwise noted.
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§ 2a.1 Applicability.

(a) Section 303(a) of the Public Health Service Act (42 U.S.C. 242a(a) provides that "[t]he Secretary [of Health and
Human Services] may authorize persons engaged in research on mental health, including research on the use and effect of
alcohol and other psychoactive drugs, to protect the privacy of individuals who are the subject of such research by
withholding from all persons not connected with the conduct of such research the names or other identifying characteristics of
such individuals. Persons so authorized to protect the privacy of such individuals may not be compelled in any Federal, State,
or local civil, criminal, administrative, legislative, or other proceedings to identify such individuals." The regulations in this
part establish procedures under which any person engaged in research on mental health including research on the use and
effect of alcohol and other psychoactive drugs (whether or not the research is federally funded) may, subject to the exceptions
set forth in paragraph (b) of this section, apply for such an authorization of confidentiality.

(b) These regulations do not apply to:

(1) Authorizations of confidentiality for research requiring an Investigational New Drug exemption under section 505(i) of
the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 355(i)) or to approved new drugs, such as methadone, requiring
continuation of long-term studies, records, and reports, Attention is called to 21 CFR 291.505(g) relating to authorizations of
confidentiality for patient records maintained by methadone treatment programs.

(2) Authorizations of confidentiality for research which are related to law enforcement activities or otherwise within the
purview of the Attorney General’s authority to issue authorizations of confidentiality pursuant to section 502(c) of the
Controlled Substances Act (21 U.S.C. 872(c) and 21 CFR 1316.21.

(c) The Secretary’s regulations on confidentiality of alcohol and drug abuse patient records (42 CFR part 2) and the
regulations of this part may, in some instances, concurrently cover the same transaction. As explained in 42 CFR 2.24 and
2.24-1, 42 CFR part 2 restricts voluntary disclosures of information from applicable patient records while a Confidentiality
Certificate issued pursuant to the regulations of this part protects a person engaged in applicable research from being
compelled to disclose identifying characteristics of individuals who are the subject of such research.

§ 2a.2 Definitions.

(a) Secretary means the Secretary of Health and Human Services and any other officer or employee of the Department of
Health and Human Services to whcm the authority involved has been delegated.

(b) Person means any individual, corporation, government, or governmental subdivision or agency, business trust,
partnership, association, or other legal entity.

(c) Research means systematic study directed toward new or fuller knowledge and understanding of the subject studied.
The term includes, but is not limited to, behavioral science studies, surveys, evaluations, and clinical investigations.

(d) Drug has the meaning given that term by section 201(g)(1) of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
321(g)(D).

(e) Controlled drug means a drug which is included in schedule I, II, III, IV, or V of part B of the Controlled Substances
Act (21 U.S.C. 811-812).

(f) Administer refers to the direct application of a drug to the body of a human research subject, whether such application
be by injection, inhalation, ingestion, or any other means, by (1) a qualified person engaged in research (or, in his or her
presence, by his or her authorized agent), or (2) a research subject in accordance with instructions of a qualified person
engaged in research, whether or not in the presence of a qualified person engaged in research.

(g) Identifying characteristics refers to the name, address, any identifying number, fingerprints, voiceprints, photographs
or any other item or combination of data about a research subject which could reasonably lead directly or indirectly by
reference to other information to identification of that research subject.

(h) Psychoactive drug means, in addition to alcohol, any drug which has as its principal action an effect on thought, mood,
or behavior.

§ 2a.3 Application; coordination.

(a) Any person engaged in (or who intends to engage in) the research to which this part applies, who desires authorization
to withhold the names and other identifying characteristics of individuals who are the subject of such research from any
person or authority not connected with the conduct of such research may apply to the Office of the Director, National Institute
on Drug Abuse, the Office of the Director, National Institute of Mental Health, or the Office of the Director, National
Institute on Alcohol Abuse and Alcoholism, 5600 Fishers Lane, Rockville, Maryland 20857 for an authorization of
confidentiality.

(b) If there is uncertainty with regard to which Institute is appropriate cr if the research’ project falls within the purview of
more than one Institute, an application need be submitted only to one Institute. Persons who are uncertain with regard to the
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applicability of these regulations to a particular type of research may apply for an authorization of confidentiality under the
regulations of this part to one of the Institutes. Requests which are within the scope of the authorities described in § 2a.1(b)
will be forwarded to the appropriate agency for consideration and the person will be advised accordingly.

(c) An application may accompany, precede, or follow the sumission [sic] of a request for DHHS grant or contract
assistance, though it is not necessary to request DHHS grant or contract assistance in order to apply for a Confidentiality
Certificate. If a person has previously submitted any information required in this part in connection with a DHHS grant or
contract, he or she may substitute a copy of information thus submitted, if the information is current and accurate. If a person
requests a Confidentiality Certificate at the same time he or she submits an application for DHHS grant or contract assistance,
the application for a Confidentiality Certificate may refer to the pertinent section(s) of the DHHS grant or contract application
which provide(s) the information required to be submitted under this part. (See §§ 2a.4 and 2a.5.)

(d) A separate application is required for each research project for which an authorization of confidentiality is requested.

§ 2a.4 Contents of application; in general.

In addition to any other pertinent information which the Secretary may require, each application for an authorization of
confidentiality for a research project shall contain:

(2) The name and address of the individual primarily responsible for the conduct of the research and the sponsor or
institution with which he or she is affiliated, if any. Any application from a person affiliated with an institution will be
considered only if it contains or is accompanied by documentation of institutional approval. This documentation may consist
of a written statement signed by a responsible official of the institution or of a copy of or reference to a valid certification
submitted in accordance with 45 CFR part 46.

(b) The location of the research project and a description of the facilities available for conducting the research, including
the name and address of any hospital, institution, or clinical laboratory facility to be utilized in connection with the research.
(c) The names, addresses, and summaries of the scientific or other appropriate training and experience of all personnel
having major responsibilities in the research project and the training and experience requirements for major positions not yet

filled.

(d) An outline of the research protocol for the project including a clear and concise statement of the purpose and rationale
of the research project and the general research methods to be used.

(e) The date on which research will begin or has begun and the estimated date for completion of the project.

(f) A specific request, signed by the individual primarily responsible for the conduct of the research, for authority to
withhold the names and other identifying characteristics of the research subjects and the reasons supporting such request.

(g) An assurance (1) From persons making application for a Confidentiality Certificate for a research project for which
DHHS grant or contract support is received or sought that they will comply with all the requirements of 45 CFR part 46,
"Protection of Human Subjects," or

(2) From all other persons making application that they will comply with the informed consent requirements of 45 CFR
46.103(c) and document legally effective informed consent in a manner consistent with the principles stated in 45 CFR
46.110, if it is determined by the Secretary, on the basis of information submitted by the person making application, that
subjects will be placed at risk. If a modification of paragraphs (a) or (b) of 45 CFR 46.110 is to be used, as permitted under
paragraph {(c) of that section, the applicant will describe the proposed modification and submit it for approval by the
Secretary.

(h) An assurance that if an authorization of confidentiality is given it will not be represented as an endorsement of the
research project by the Secretary or used to coerce individuals to participate in the research project.

(i) An assurance that any person who is authorized by the Secretary to protect the privacy of research subjects will use that
authority to refuse to disclose identifying characteristics -of research subjects in any Federal, State, or local civil, criminal,
administrative, legislative, or other proceedings to compel disclosure of the identifying characteristics of research subjects.

(j) An assurance that all research subjects who participate in the project during the period the Confidentiality Certificate is
in effect will be informed that:

(1) A Confidentiality Certificate has been issued;

(2) The persons authorized by the Confidentiality Certificate to protect the identity of research subjects may not be
compelled to identify research subjects in any civil, criminal, administrative, legislative, or other proceedings whether
Federal, State, or local;

(3) If any of the following conditions exist the Confidentiality Certificate does not authorize any person to which it applies
to refuse to reveal identifying information concerning research subjects:

(i) The subject consents in writing to disclosure of identifying information,

(ii) Release is required by the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 301) or regulations promulgated
thereunder (title 21, Code of Federal Regulations), or
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(iif) Authorized personnel of DHHS request identifying information for audit or program evaluation of a research project
funded by DHHS or for investigation of DHHS grantees or contractors and their employees or agents carrying out such a
project. (See § 2a.7(b));

(4) The Confidentiality Certificate does not govern the voluntary disclosure of identifying characteristics of research
subjects;

(5) The Confidentiality Certificate does not represent an endorsement of the research project by the Secretary.

(k) An assurance that all research subjects who enter the project after the termination of the Confidentiality Certificate will
be informed that the authorization of confidentiality has ended and that the persons authorized to protect the identity of
research subjects by the Confidentiality Certificate may not rely on the Certificate to refuse to disclose identifying
characteristics of research subjects who were not participants in the project during the period the Certificate was in effect.
(See § 2a.8(c)). [sic]

§ 2a.5 Contents of application; research projects in which drugs will be administered.

(a) In addition to the information required by § 2a.4 and any other pertinent information which the Secretary may require,
each application -for an authorization of confidentiality for a research project which involves the administering of a drug shall
contain:

(1) Identification of the drugs to be administered in the research project and a description of the methods for such
administration, which shall include a statement of the dosages to be administered to the research subjects;

(2) Evidence that individuals who administer drugs are authorized to do so under applicable Federal and State law; and

(3) In the case of a controlled drug, a copy of the Drug Enforcement Administration Certificate of Registration (BND
Form 223) under which the research project will be conducted.

(b) An application for an authorization of confidentiality with respect to a research project which involves the
administering of a controlled drug may include a request for exemption of persons engaged in the research from State or
Federal prosecution for possession, distribution, and dispensing of controlled drugs as authorized under section 502(d) of the
Controlled Substances Act (21 U.S.C. 872(d)) and 21 CFR 1316.22. If the request is in such form, and is supported by such
information, as is required by 21 CFR 1316.22, the Secretary will forward it, together with his or her recommendation that
-such request be approved or disapproved, for the consideration of the Administrator of the Drug Enforcement Administration.

§ 2a.6 Xssuance of Confidentiality Certificates; single project limitation.

(a) In reviewing the information provided in the application for a Confidentiality Certificate, the Secretary will take into
account:

(1) The scientific or other appropriate training and experience of all personnel having major responsibilities in the research
project;

(2) Whether the project constitutes bona fide "research” which is within the scope of the regulations of this part; and

(3) Such other factors as he or she may consider necessary and appropriate. All applications for Confidentiality Certificates
shall be evaluated by the Secretary through such officers and employees of the Department and such experts or consultants
engaged for this purpose as he or she determines to be appropriate.

(b) After consideration and evaluation of an application for an authorization of confidentiality, the Secretary will either
issue a Confidentiality Certificate or a letter denying a Confidentiality Certificate, which will set forth the reasons for such
denial, or will request additional information from the person making application. The Confidentiality Certificate will include:

(1) The name and address of the person making application;

(2) The name and address of the individual primarily responsible for conducting the research, if such individual is not the
person making application;

(3) The location of the research project;

(4) A brief description of the research project;

(5) A statement that the Certificate does not represent an endorsement of the research project by the Secretary;

(6) The Drug Enforcement Administration registration number for the project, if any; and

(7) The date or event upon which the Confidentiality Certificate becomes effective, which shall not be before the later of
either the commencement of the research project or the date of issuance of the Certificate, and the date or event upon which
the Certificate will expire. .

(c) A Confidentiality Certificate is not transferable and is effective only with respect to the names and other identifying
characteristics of those individuals who are the subjects of the single research project specified in the Confidentiality
Certificate. The recipient of a Confidentiality Certificate shall, within 15 days of any completion or discontinuance of the
research project which occurs prior to the expiration date set forth in the Certificate, provide written notification to the
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Director of the Institute to which application was made. If the recipient determines that the research project will not be
completed by the expiration date set forth in the Confidentiality Certificate he or she may submit a written request for an
extension of the expiration date which shall include a justification for such extension and a revised estimate of the date for
completion of the project. Upon approval of such a request, the Secretary will issue an amended Confidentiality Certificate.

(d) The protection afforded by a Confidentiality Certificate does not extend to significant changes in the research project as
it is described in the application for such Certificate (e.g., changes in the personnel having major responsibilities in the
research project, major changes in the scope or direction of the research protocol, or changes in the drugs to be administered
and the persons who will administer them). The recipient of a Confidentiality Certificate shall notify the Director of the
Institute to which application was made of any proposal for such a significant change by submitting an amended application
for a Confidentiality Certificate in the same form and manner as an original application. On the basis of such application and
other pertinent information the Secretary will either:

(1) Approve the amended application and issue an amended Confidentiality Certificate together with a Notice of
Cancellation terminating original the [sic] Confidentiality Certificate in accordance with § 2a.8; or

(2) Disapprove the amended application and notify the applicant in writing that adoption of the proposed significant
changes will result in the issuance of a Notice of Cancellation terminating the original Confidentiality Certificate in
accordance with § 2a.8. -

§ 2a.7 Effect of Confidentiality Certificate,

(a) A Confidentiality Certificate authorizes the withholding of the names and other identifying characteristics of individuals
who participate as subjects in the research project specified in the Certificate while the Certificate is in effect. The
authorization applies to all persons who, in the performance of their duties in connection with the research project, have
access to information which would identify the subjects of the research. Persons so authorized may not, at any time, be
compelled in any Federal, State, or local civil, criminal, administrative, legislative, or other proceedings to identify the
research subjects encompassed by the Certificate, except in those circumstances specified in paragraph (b) of this section.

(b) A Confidentiality Certificate granted under this part does not authorize any person to refuse to reveal the name or other
identifying characteristics of any research subject in the following circumstances:

(1) The subject (or, if he or she is legally incompetent, his or her guardian) conseats, in writing, to the disclosure of such
information, ,

(2) Authorized personnel of DHHS request such information for audit or program evaluation of a research project funded
by DHHS or for investigation of DHHS prantees or contractors and their employees or agents carrying out such a project.
(See 45 CFR 5.71 far confidentiality standards imposed on such DHHS personnel), or

(3) Release of such information is required by the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 301) or the
regulations promulgated thereunder (title 21, Code of Federal Regulations).

(c) Neither a Confidentiality Certificate nor the regulations of this part govern the voluntary disclosure of identifying
characteristics of research subjects.

§ 2a.8 Termination,

(a) A Cornfidentiality Certificate is in effect from the date of its issuance until the effective date of its termination. The
effective date of termination shall be the earlier of:

(1) The expiration date set forth in the Confidentiality Certificate; or

(2) Ten days from the date of mailing a Notice of Cancellation to the applicant, pursuant to a determination by the
Secretary that the research project has been completed or discontinued or that retention of the Confidentiality Certificate is
otherwise no longer necessary or desirable.

(b) A Notice of Cancellation shall include: an identification of the Confidentiality Certificate to which it applies; the
effective date of its termination; and the grounds for cancellation. Upon receipt of a Notice of Cancellation the applicant shall
return the Confidentiality Certificate to the Secretary.

(c) Any termination of a Confidentiality Certificate pursuant to this section is operative only with respect to the names and
other identifying characteristics of individuals who begin their participation as research subjects after the effective date of such
termination. (See § 2a.4(k) requiring researchers to notify subjects who enter the project after the termination of the
Confidentiality Certificate of termination of the Certificate). The protection afforded by a Confidentiality Certificate is
permarient with respect to subjects who participated in research during any time the authorization was in effect.
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Definitions Used by FDA (21 CFR § 291.505 (a)):
Detoxification Treatment
The dispensing of a narcotic drug in decreasing doses to an individual to alleviate adverse
physiological or psychological effects incident to withdrawal from the continuous or sustained
use of narcotic drug and as a method of bringing the individual to a narcotic drug-free state.
Short-term Detoxification Treatment
Detoxification treatment for a period not in excess of 30 days.
Long-term Detoxification Treatment
Detoxification treatment for a period more than 30 days but not in excess of 180 days..
Maintenance Treatment
The dispensing of a narcotic drug, at relatively stable dosage levels, in the treatment of an
individual for dependence on heroin or other morphine-like drug. There are two types of
maintenance treatment: comprehensive maintenance treatment and interim maintenance

treatment.

(i) Comprehenisve maintenance treatment is maintenance treatment provided in conjunction
with a comprehensive range of appropriate medical and rehabilitative services.

(ii) Interim maintenance treatment is maintenance treatment provided in conjunction with

appropriate medical services while a patient is awaiting transfer to comprehensive maintenance
treatment.
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Medical Director

A physician licensed to practice medicine in the jurisdiction in which the program is located,
who assumes responsibility for the administration of all medical services performed by the
narcotic treatment program including ensuring that the program is in compliance with all
Federal, State, and local laws and regulations regarding the medical treatment of narcotic
addiction with a narcotic drug.

Medication Unit

A facility established as part of, but geographically dispersed, i.e., separate from a narcotic
treatment program from which licensed private practitioners and community pharmacists : (1)
are permitted to administer and dispense a narcotic drug; (2) are authorized to collect samples
for drug testing or analysis for narcotic drugs.

Narcotic Dependent

An individual who physiologically needs heroin or a morphine-like drug to prevent the onset
of signs of withdrawal.

Narcotic Treatment Program

An organization (or person, including a private physician) that administers or dispenses a
narcotic drug to a narcotic addict for maintenance or detoxification treatment, provides when
appropriate and necessary, a comprehensive range of medical and rehabilitative services, is
approved by the State authority and the Food and Drug Administration, and is registered with
the Drug Enforcement Administration to use a narcotic drug for the treatment of narcotic
addiction.

Program Sponsor
A person (or a representative of an organization) who is responsible for the operation of a
narcotic treatment program and who assumes responsibility for all its employees including any
practitioners, agents, or other persons providing services at the program (including its
medication units).

Services
Medical evaluations, counseling, rehabilitative and other social programs (e.g., vocational and
educational guidance, employment placement), which help the patient become a productive
member of society.

State Authority
The agency designated by the governor or other appropriate official to exercise the

responsibility and authority within the State or territory for governing the treatment of
narcotic addiction with a narcotic drug.
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Definitions Used by the DEA (21 CFR §1301.02 (2)):
Act

The Controlled Substances Act (84 Stat. 1242; 21 U.S.C. 801) and/or the Controlled
Substances Import and Export Act (84 Stat.1285; 21 U.S.C. 951).

Basic Class
The controlled substances listed in Schedules I and II including each of the opiates; each of
the opium derivatives; each of the hallucinogenic substances; various substances produced
directly or indirectly by extraction from substances of vegetable origin, or independently by
combination of extraction and chemical synthesis; methamphetamine; amphetamine;
phenmetrazine and its salts; methylphenidate; each of the substances having depressant effects
on the central nervous system.
Administration
The Drug Enforcement Administration
Compounder
Any person engaging in maintenance or detoxification treatment who also mixes, prepares,
packages, or changes the dosage form of a narcotic drug listed in Schedules II, III, IV or V
for use in maintenance or detoxification treatment by another narcotic treatment program.
Detoxification Treatment
The dispensing of a narcotic drug in decreasing doses to an individual to alleviate adverse
physiological or psychological effects incident to withdrawal from the continuous or sustained
use of a narcotic drug and as a method of bringing the individual to a narcotic drug-free state.
Short-term Detoxification Treatment
Detoxification treatment for a period not in excess of 30 days.
Long-term Detoxification Treatment
Detoxification treatment for a period more than 30 days but not in excess of 180 days.’

Administrator

The administrator of the Drug enforcemer: Administration with delegated authority under the
Act of the Attorney General (28 CFR § 0.100).

Hearing

Any hearing held pursuant to the granting, denial, revocation, or suspension of a registration.
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Maintenance Treatment

The dispensing for a period in excess of 21 days, of a narcotic drug or narcotic drugs in the
treatment of an individual for dependence on heroin or other morphine-like drug.

Narcotic Treatment Program

A program engaged in maintenance and/or detoxification treatment with narcotic drugs.
Register/Regi&tration

The registration required and permitted by section 303 os the Act (21 U.S.C. 823).
Registrant

Any person (individual, corporation, government, or governmental subdivision or agency,
business trust, partnership, association, or other legal entity) who is registered.

Definitions Used by the Public Health Service, HHS for Confidentiality (42 CFR § 2.11):
Alcohol Abuse

The use of an alcoholic beverage which impairs the physical, mental, emotional, or social
well-being of the user.

Drug Abuse

The use of a psychoactive substance for other than medicinal purposes which impairs the
physical, mental, emotional, or social well-being of the user.

Diagnosis

Any reference to an individual’s alcohol or drug abuse or to a condition which is identified as
having been caused by that abuse which is made for the purpose of treatment or referral for
treatment.

Disclose or disclosure

A communication of patient identifying information, the affirmative verification of another
person’s communication of patient identifying information, or the communication of any
information from the record of a patient who has been identified.

Informant

An individual who is a patient or employee of a program or who becomes a patient or
employee of a program at the request of a law enforcement agency or official, who at the
request of a law enforcement agency or official observes one or more patients or employees
of the program for the purpose of reporting the information obtained to the law enforcement
agency or official.
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Patient

Any individual who has applied for or been given diagnosis or treatment for alcohol or drug
abuse at a Federally assisted program and includes any individual who, after arrest on a
criminal charge, is identified as an alcohol or drug abuser in order to determine that
individual’s eligibility to participate in a program.

Patient Identifying Information

The name, address, social security number, fingerprints, photograph, or similar information
by which the identity of a patient can be determined with reasonable accuracy and speed
either directly or by reference to other publicly available information. This does not include a
number assigned to the patient by a program, if that number does not consist of, or contain
numbers which could be used to identify the patient with reasonable accuracy and speed.

Person

An individual, partnership, corporation, Federal, State, local government agency, or any other
legal entity.

Program

A person, as defined above, that provides alcohol or drug abuse diagnosis, treatment, or
referral for treatment. For a general medical care facility to be a program it must have an
identified unit that provides alcohol, or drug abuse diagnosis, treatment, or referral for
treatment or medical personnel or other staff to provide these services.

Program Director

For a program that is an individual, the program director is that individual. For a program
that is an organization, the individual designated as director, managing director, or otherwise
vested with authority to act as chief executive of the organization.

Qualified Service Organization

A person that provides services to a program such as data processing, bill collecting, dosage
preparation, laboratory analysis, or legal or medical, accounting, or other professional
services, or services to prevent or treat child abuse or neglect including training on nutrition
and child care, and individual and group therapy, who has entered into a written agreement
with a program. In the written agreement, the person acknowledges that receiving, storing,
processing, or other dealing with any patient records from the program is bound by regulation
and will resist in judicial proceedings any efforts to obtain access to patient records except as
permitted by regulations.

Records

Any information, whether recorded or not, relating to a patient receiving or acquired by a
Federally assisted alcohol or drug program.
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Third Party Payer
A person who pays, or agrees to pay, for diagnosis or treatment furnished to a patient on the
basis of a contractual relationship with the patient or a member of the patient’s family or on
the basis of the patient’s eligibility for Federal, State, or local governmental benefits.

Treatment
The management and care of a patient suffering from alcohol or drug abuse, a condition
identified as having been caused by that abuse, or both, in order to reduce or eliminate the
adverse effects upon the patient.

Undercover Agent
An officer of any Federal, State, or local law enforcement agency who enrolls in or becomes
an employee of a program for the purpose of investigating a suspected violation of law or
who pursues that purpose after enrolling or becoming employed for other purposes.

Definitions Used by HHS for Research Subjects (45 CFR § 46.101):

Department of Agency Head

The head of any Federal department or agency and any other officer or employee of any
department or agency to whom authority has been delegated.

Institution
Any public or private entity or agency including Federal, State, or other agencies.
Legally Authorized Representative

Individual or judicial or other body authorized under applicable law to consent on behalf of a
prospective subject to the subject’s participation in the procedure(s) involved in the research.

Research

A systematic investigation including research development, testmg, and evaluation, designed
to develop or contribute to generalizable knowledge.

Research Subject to Regulation

Research activities for which a Federal department or agency has specific responsibility for
regulating as a research activity.

Human Subject

A living individual about whom an investigation conducting research obtains data and
identifiable private information.
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Intervention

Both physical procedures by which data are gathered and manipulations of the subject or the
subject’s environment that are performed for research purposes. This includes communication
or interpersonal contact between investigator and subject.

Private Information

Includes information about behavior that occurs in a context in which an individual can
reasonably expect that no observation or recording is taking place, and information which has
been provided for specific purposes by an individual and which the individual can reasonably
expect will not be made public. Such information must be individually identifiable in order for
obtaining the information to constitute research information involving human subjects.

IRB

An institutional review board established in accord with and for the purposes expressed in the
research using human subjects policy (45 CFR § 46.103).

IRB Approval
The determination of the IRB that the research has been reviewed and may be conducted at an
institution within the constraints set forth by the IRB and by other institutional and Federal
requirements.

Minimal Risk
The probability and magnitude of harm or discomfort anticipated in the research are not
greater in and of themselves than those ordinarily encountered in daily life or during the
performance of routine physical or psychological examinations or tests.

Certification
The official notification by the institution to the supporting department or agéncy that a

research project or activity involving human subjects has been reviewed and approved by an
IRB in accordance with an approved assurance.
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ALABAMA

Wilfred Dunham, Jr.

Chief of the Office of Program
Development

Substance Abuse Services Division

Alabama Department of Mental Health and
Mental Retardation

200 Interstate Park Drive

P.O. Box 3710

Montgomery, AL 36109-0710

ALASKA

Patricia Bruce

Health Facilities Surveyor

Division of Alcoholism and Drug Abuse

Alaska Department of Health and Social
Services

P.O. Box 240249

Anchorage, AK 99524-0249

ARIZONA

Edward Zborower

Program Manager

Office of Substance Abuse

Arizona Department of Health Services/
Behavior Health Services

2122 East Highland

Suite 100

Phoenix, AZ 85016

Joe Hill

Director

Bureau of Alcohol and Drug Abuse
Department of Health

108 East 7th

400 Waldon Building

Little Rock, AR 72201

+
W

CALIFORNIA

Andrew Mecca, D.P.H.

Director

Department of Alcohol and Drug Programs
1700 X Street

4th Floor

Sacramento, CA 95814-4037

COLORADO

Robert Aukerman

Director

Alcohol and Drug Abuse Division
Colorado Department of Health
4300 Cherry Creek Drive, S.
Denver, CO 80220

CONNECTICUT

Susan Addiss

Commissioner

Connecticut Department of Public Health
and Addiction Services

150 Washington Street

Hartford, CT 06106

DELAWARE

Thomas M. Fritz

Director

Delaware Divisicn of Alcoholism, Drug
Abuse, and Mental Health

DHSS Campus

1901 N. Dupont Highway

New Castle, DE 19720
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DISTRICT OF COLUMBIA

Maude Holt

Administrator

Alcohol and Drug Abuse Services
. Administration

1300 First Street, N.E.

3rd Floor

Washington, DC 20002

FLORIDA

Philip Emenheiser

Senior Management Analyst

Alcohol, Drug Abuse, and Mental Health
Program ]

Department of Health and Rehabilitative
Service

1317 Winewood Boulevard

Bldg. 6, Room 192

Tallahassee, FL. 32399-0700

GEORGIA

Thomas W. Hester, M.D.

Director

Substance Abuse Services Section
Georgia Department of Human Resources
Two Peachtree Street, N.W.

4th Floor

Atlanta, GA 30303

HAWAII

Elaine Wilson

Chief

Alcohol and Drug Abuse Division
Hawaii Department of Health
1270 Queen Emma Street

Suite 305

Honolulu, HI 96813

ILLINOIS

Richard Weisskopf

Methadone Treatment Coordinator

Ilinois Department of Alcoholism and
Substance Abuse

160 N. LaSalle Street

N-700

Chicago, IL 60601
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INDIANA

Johnie L. Underwood

Assistant Deputy Director

Indiana Division of Mental Health
Addiction Services

Indiana Family and Social Services
Administration

Indiana Government Center South

Room W353

402 West Washington Street

Indianapolis, IN 46204-2739

IOWA

Janet Zwick

Director

Division of Substance Abuse

Iowa Department of Public Health
Lucas State Office Building

321 East 12th Street

3rd Floor

Des Moines, IA 50319

KANSAS

David W. Chapman, Jr.

Licensure Director

Alcohol and Drug Abuse Services
Biddle Building

2nd Floor

300 Southwest Oakley

Topeka, KS 66606

KENTUCKY

Mac Bell

Program Administrator

Department for Mental Health and Mental
Retardation Services

Division of Substance Abuse

275 East Main Street

Frankfort, KY 40621

LOUISIANA

Sanford W. Hawkins

Director of Special and Support Services
Office of Alcohol and Drug Abuse

1201 Capitol Access Road

4th Floor, East Entrance

Baton Rouge, LA 70802




MARYLAND

Sharon Dow

Chief of Planning and Policy Development

Maryland Alcohol and Drug Abuse
Administration

201 West Preston Street

4th Floor

Baltimore, MD 21201

MASSACHUSETTS
Barbata Espey
Director
Policy and Evaluation
Department of Public Health
Substance Abuse Services
150 Tremont Street
6th Floor
Boston, MA 02111

MICHIGAN
John Willson
State Methadone Authority
Center for Substance Abuse Services
Michigan Department of Public Health
3423 North Logan/M.L. King Blvd.
P.O. Box 30195
Lansing, MI 48909

MINNESOTA
Mick Vega Puente
Residential Treatment Coordinator
Chemical Dependency Program Division

Minnesota Department of Human Services .

444 Tafayette Road
St. Paul, MN 55155-3823

MISSOURI

Michael Couty

Director

Division of Alcohol and Drug Abuse
Missouri Department of Mental Health
1706 East Elm Street

Jefferson City, MO 65101
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NEBRASKA

Malcolm Heard

Director

Division of Alcoholism and Drug Abuse
Department of Public Institutions

West Van Dorn and Folsom Streets
Building 14, Northside

2nd Floor

Lincoln, NE 68509-4728

NEVADA

Donald Kwalick

State Health Officer

Bureau of Alcohol and Drug Abuse
Health Division, Administrative Offices
505 E. King Street, Room 201

Carson City, NV 89710

NEW JERSEY

Terrence O'Connor

Assistant Commissioner

Division of Alcoholism, Drug Abuse and
Addiction Services

New Jersey Department of Health

129 East Hanover Street

CN 362

Trenton, NJ 08625-0362

NEW MEXICO

Geraldine Salazar

Director of Substance Abuse

New Mexico Department of Health/
Division of Substance Abuse

Harold Runnels Building

1190 Saint Francis Drive

Room 3200 North

Santa Fe, NM 87502
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NEW YORK

Addie Corradi

Associate Commissioner

Health and Planning Services Division

New York State Office of Alcoholism and
Substance Abuse Services

1450 Western Avenue

Albany, NY 12203

NORTH CAROLINA

Doug Baker

Head

Adult Services Branch

Alcohol and Drug Section

North Carolina Division of Mental Health,
Developmental Disabilities, and
Substance Abuse Services

Albermarle Building

325 North Salisbury Street

Raleigh, NC 27603

OHIO

Roger Kenton

Chief

Division of Program Development
Ohio Department of Alcohol and Drug
Addiction Services

Two Nationwide Plaza

280 North High Street

12th Floor

Columbus, OH 43215-2537

OKLAHOMA

Robert K. Corley

Program Field Representative
Department of Mental Health and
Substance Abuse Services

1200 N.E. 13th Street

P.O. Box 53277

Oklahoma City, OK 73152-3277
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OREGON

Jeffrey Kushner

Director

Oregon Office of Alcohol and Drug Abuse
Programs

Human Resources Building

500 Summer Street, NE

Salem, OR 97310-1016

PENNSYLVANIA

Jeannine Peterson

Deputy Secretary for Health Promotion
and Disease Prevention

Pennsylvania Department of Health

P.O. Box 90

Harrisburg, PA 17108

PUERTO RICO

Nestor J. Galarza, M.D.

Administrador

Administracién de Servicios de Salud
Mental y Contra la Adiccién

Avenida Barbosa 414

P.O.Box 21414

San Juan, Puerto Rico 00928-1414

RHODE ISLAND
Kerry O'Neil
Assistant Director
Operations and Community Services
Rhode Island Department of Substance
Abuse
P.O. Box 20363
Cranston, RT 02920

SOUTH CAROLINA

Bill B. Burnette ;

Director of Treatment and Intervention

Division of Programs and Services-

Treatment Department of Alcohol and
Other Drug Abuse Services

3700 Forest Drive

Columbia, SC 29204



TENNESSEE

Linda McCorkle

Treatment Program Consultant

Bureau of Alcohol and Drug Abuse Services
Department of Health

Tennessee Tower

312 8th Avenue, N., 12th Floor

Nashville, TN 37247-4401

TEXAS

Dennis Baker

Bureau Chief

Bureau of Consumer Health Protection
Texas Department of Health

1100 W. 49th Street

Austin, TX 78756

Mike Ezzell

Director, Program Compliance

Texas Commission on Alcohol and
Drug Abuse

710 Brazos

Austin, TX 78701-2576

UTAH

Leon PoVey

Director

Utah Division of Substance Abuse
Department of Human Services
120 North 200 West

Room 413

Salt Lake City, UT 84103

VIRGIN ISLANDS

Laurent D. Javois

Director

Virgin Islands Division of Mental Health,
Alcoholism and Drug Dependency
Services

Department of Health

3500 Richmond

Christiansted, VI 00820
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VIRGINIA

C. Hope Bolger

Methadone Administrator

Office of Substance Abuse Services
Department of Mental Health, Mental
Retardation, and Substance Services
P.O. Box 1797

Richmond, VA 23214

WASHINGTON

William Hammersmith

Certification Specialist

Division of Alcohol and Substance Abuse
P.O. Box 45330

Olympia, WA 98504-5330

WISCONSIN

Dennis Bobo

Controlled Substances Policy Specialist
Division of Community Services

P.O. Box 7851

Madison, WI 53707-7851

WYOMING

Harvey Hillin

Administrator

Division of Behavioral Health
Wyoming Department of Health
447 Hathaway Building
Cheyenne, WY 82002
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James Cooper, M.D.

Chief, Medical Affairs Branch
Division of Clinical Research
National Institute on Drug Abuse
5600 Fishers Lane, Room 10A-12
Rockville, MD 20857

G. Thomas Gitchel*

Chief, Liaison and Policy Section
Office of Diversion Control

Drug Enforcement Administration
U.S. Department of Justice
Washington, DC 20537

Betty Jones** ’

Chief, Regulatory Management Branch
Division of Scientific Investigations
Food and Drug Administration

7520 Standish Place

Rockville, MD 20855

Robert Lubran, M.S., M.P.A.

Acting Chief

Quality Assurance and Evaluation Branch
Division of State Programs

Center for Substance Abuse Treatment
5600 Fishers Lane

Rockwall II, 10th Floor

Rockville, MD 20857

Richard Suchinsky, M.D.

Associate Director for Addictive Disorders
and Psychiatric Rehabilitation

Mental Health and Behavioral Sciences
Service

U.S. Department of Veterans Affairs

810 Vermont Avenue, NW

Washington, DC 20420
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§ 310.545

proved new drug application, such
product i{s also misbranded under sec-
tion 502 of the act.

(c) Clinical investigations designed
to obtain evidence that any drug prod-
uct labeled, represented, or promoted
for the OTC uses and containing any
active ingredient(s) as specified in
paragraph (a) of this section is safe
and effective for the purpose intended
must comply with the requirements
and procedures governing the use of
investigational new drugs set forth in
part 312 of this chapter.

(d) Any OTC drug product that is
not in compliance with this section is
subject to regulatory action {f initially
introduced or initially delivered for in-
troduction into interstate commerce
after the dates specified In paragraphs
(d)(1) and (d)2) of this section. ,

(1) May 7, 1991, for products subject
to paragraphs (a)(1) through (a)(19) of
this section; and

(2) Pebruary 10, 1992, for products
subject to paragraph (a)(20) of this
section.

{55 FR 46919, Nov. 7, 1990; 55 FR 49873,
Dec. 3, 1990, as. amended at 56 FR 37788,
Aug. 8, 1991; 5668 FR 46823, Sept. 16, 1991;
56 FR 63568, Dec. 4, 1891; 57 FR 3526, Jan.
30, 1992]

ErrecTive DATE Note: At 56 FR 63568,
Dec. 4, 1601, In § 310.646 paragraph (aX7)
was amended by removing the entry
“Methol” including the parenthetical state-
ment and alphabetically adding the entry
“Menthol”, the introductory text of para-
graph (d) was revised, and paragraph (d)}(3)
was added, effective December 4, 1992, For
the convenience of the reader, the text in
effect as of December 4, 1992 appears as fol-
lows:

§310,545 Drug products containing certain
active ingredients offered over-the-counter
(OTC) for certain usea.

td) Any OTC drug product that is not in
compliance with this section is subject to
regulatory action if initially introduced or
inltially delivered for Introduction Into
interstate commerce after the dates speci-
fied In paragraphs (d)(1), (d)(2), and (dX3)
of this section,

. L] L] . L]

(3) December 4, 1992, for products subject

to paragraph (a)(7) of this section that con-

21 CFR Ch. | (4-1-92 Edition)

tain menthol as an antipruritic in combina-
tion with the antidandruff ingredieni coal
tar {dentified in § 358.710(a)(1) of this chap-
ter.

PART 312—INVESTIGATIONAL NEW
DRUG APPLICATION

Subpart A—Gencral Provislons

Sec.

312.1 Scope.

312.2 Applicability.

312.3 Definitlons and interpretations.

312.6 Labeling of en Investigational new
drug.

312.7 Promotion and charging for {nvesti-
gational drugs.

312,10 Walvers. -

Subpart B—Investigotional Naw Drug
Appllcation (IND)

312.20 Requirement for an IND.

312.21 Phases of an investigation.

312.22 General principles of the IND sub-
mission.

312.23 IND content and format.

312,30 Protocol amendments.

312.31 Information amendments.

312.32 IND safety reports.

312,33 Annual reports.

312.34 Treatment use of an investigational
new drug.

312.356 Submisslons for treatment use.

312.36 Emergency use of an investigational
new drug.

312,38 Withdrawal of an IND.

Subpart C—Adminlstrative Actions

312,40 General requirements for use of an
investigational new drug in a clinical in-
vestigation.

312.41 Comment and advice on an IND.

312.42 Clinical holds and requests for
modification.

312.44 Termination.

312.45 Inactive status.

312.47 Meetings.

312.48 Dispute resolution.

Subpart D—Responsibilitias of Sponsors and
Investigators

312.50 General responsibllities of sponsors.

312,52 Transfer of obligations to a contract
research organization.

312.53 Selecting Investigators and monl-
tors.

312,55 Informing investigators.

312.56 Review of ongoing investigations.

312,57 Recordkeeplng and record reten-
tion,

312.58 Inspection of sponsor’s records and
reports.
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Sec.

312,569 Disposition of unused supply of In-
vestigationsal drug.

312.60 General responsibilities of investiga-

tors.
312.61 Control of the investigationsal drug.
312.62 Investigator recordkeeping and
record retention.
312,64 Investigator reports.
312,66 Assurance of IRB review,
312.68 Inspection of investigator's records.
312.69 Handlng of controlled substances.
312.70lesqualmcatton of a clinical Invest{-
gator.

Subport E—Drugs Intended to Treat Life-
threatening and Saveroly-debllitating Hl-
nosses

312,80 Purpose.

312.81 Scope.

312.82 Early consultation.

312.83 Treatment protocols.

312,84 Risk-benefit analysis in review of
marketing applications for drugs to
treat life-threatening and severely-de-
bilitating Hinesses.

312,85 Phase 4 studies.

312,86 Focused FDA regulatory research.

312,87 Actlve monitoring of conduct and
evaluation of clinical trials,

312.88 Safeguards for patient safety.

Subpart F—Miscellaneous

312,110 Import and export requirements.

312.120 Forelgn clinical studies not con-
ducted under an IND.

312,130 Availability for public disciosure of
data and Information in an IND.

312.140 Address for correspondence,

312.145 Guldelines.

Subpert G—Drugs for Investigational Use in
Laboratory Research Animals or in Vitro
Tasts

312,160 Drugs for investigational use In
laboratory research animals or In vitro
tests.

AvUTHORITY: Secs. 201, 301, 501, 502, 503,
508, 506, 507, 701 of the Federal Food, Drug,
and Cosmetlc Act (21 U.S.C. 321, 331, 351,
352, 353, 355, 356, 357, 371); sec. 351 of the
Public Health Service Act (42 U.S.C. 262).

Sounce: 52 FR 8831, Mar, 19, 1987, unless
otherwise noted.

Subpart A—General Provisions

§312.1 Scope.

(a) This part contains procedures
and requirements governing the use of
investigational new drugs, including
procedures and requirements for the
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§312.2

submission to, and review by, the Food
and Drug Administration of investiga-
tional new drug applications (IND's).
An investigational new drug for which
an IND Is in effect in accordance with
this part is exempt from the premar-
keting approval requirements that are
otherwise applicable and may be
shipped lawfully for the purpose of
conducting clinical investigations of
that drug.

(b) References in this part to regula-
tions in the Code of Federal Regula-
tions are to Chapter I of Title 2],
unless otherwise noted.

§312.2 Applicability.

(a) Applicability. Except as provided
in this section, this part applies to all
clinical investigations of products that
are subject to section 505 or 507 of the
Federal Food, Drug, and Cosmetic Act
or to the licensing provisions of the
Public Health Service Act (58 Stat.
632, as amended (42 U.S.C. 201 et
seq.)). :

(b) Exemptions. (1) The clinical in-
vestigation of a drug product that is
lawfully marketed in the United
States Is exempt from the require-
ments of this part if all the following
apply:

(1) The nvestigation is not intended
to be reported to FDA as a well-con-
trolled study in support of & new Indi-
cation for use nor intended to be used
to support any other significant
change in the labeling for the drug;

(i1) If the drug that is undergoing in-
vestigation is lawfully marketed as a
prescription drug product, the investi-
gation is not intended to support a sig-
nificant change in the advertising for
the product;

(iii) The iInvestigation does not in-
volve a route of administration or
dosage level or use in a patient popula-
tion or other factor that significantly
increases the risks (or decreases the
acceptability of the risks) associated
with the use of the drug product;

(iv) The investigation is conducted in
compliance with the requirements for
institutional review set forth in Part
56 and with the requirements for in-
formed consent set forth in Part 50;
and
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§312.3

(v) The {nvestigation is conducted in
compliance with the requirements of
$312.17.

(2X1) A clinical investigation involv-
ing an in vitro diagnostic biological
product listed in paragraph (b)}(2)(ii)
of this sectfon is exempt from the re-
quirements of this part if (a) it is in-
tended to be used in a diagnostic pro-
cedure that confirms the
made by another, medically estab-
lished, diagmostic product or proce-
dure and (b) it is shipped In compl-
ance with § 312.160.

(1) In accordance with paragraph
(b)(2)1) of this section, the Iollowing
products are exerapt from the require-
ments of this part: (a) blood grouping
serum; (b) reagernt red blood cells; and
(c) anti-human globulin. .

(3) A drug intended solely for tests
in vitro or {n laboratory research ani-
mals is exempt from the requirements
of this part if shipped in accordance
with § 312.160.

(4) FDA will not accept an applica-
tion for an Investigation that 1is
exemp: under the provisions of para-
graph (b)(1) of this sectlon.

(5) A clinlcal investigation involving
use of a placebo is exempt from the re-
quirements of this part if the investi-
gation does not otherwise require sub-
missfon of an IND. '

(¢) Bioavailadbility studies. The ap-
plicability of this part to in vivo bioa-
vaflability studies in humans s subject
to the provisions of § 320.31.

(d) Unlabeled indication. This part
does not. apply to the use in the prac-
tice of medicine for an unlabeled indi-
cation of a new drug or antiblotic drug
product approved under Part 314 or of
a licensed biological product.

(e) Guidance. FDA may, on its own
initiative, issue guidance on the appli-
cability of this part to partfcular inves-
tigational uses of drugs. On request,
FDA will advise on the applicability of
this part to & planned clinical investi-
gation.

§312,3 Definitions and interpretations.

(a) The definitions and interpreta-
tions of terms contained in section 201
of the act apply to those terms when
used in this part:

(b) The Iollowing definitlons of
terms also apply to this part:
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Act mesns the Federal Foed, Drug,
and Cosmetic Act (secs. 201-902, 52
Stat. 1040 et seq.,, as amended (21
U.S.C. 301-392)).

Clinical investigation means any ex-
periment in which a drug 15 adminizs-
tered or dispensed to, or used involy-
ing, one or more human subjects. For
the purposes of thiy part, an experi-
ment is any use of a drug except for
the use of a marketed drug in the
course of medical practice. .

Contract research  organization
means a person that assumes, as an in-
dependent contractor with the spon-
8or, one or more of the obligations of a
sponsor, e.g., design of a8 protecol, se-
lection or monitoring of investigations,
evaluation of reports, and preparation
of materials to be submitted to the
Food and Drug Administration.

FDA means the Food and Drug Ad-
ministration.

IND means an investigational new
drug application. For purposes of this
part, * " synonymous with
*Notice of Clalmed Investigational Ex-
emption for a New Drug.”

Investigational new drug means a
new drug, antibiotic drug, or biological
drug that 1s used in a clinical investi-
gation. The term also includes a bio-
logical product that is used in vitro for
diagnostic purposes. The terms “inves-
tigational drug” and “investigational
new drug” are deemed to be synony-
mous for purposes of this part.

Investigator means an Individual
who actually conducts a clinical inves-
tigation (l.e., under whose immediate
direction the drug is administered or
dispensed to-a subject). In the event
an investigation Is conducted by a
team of Lidividuals, the investigator is
the responsible leader of the team,
“Subinvestigator” includes any other
individual member of that team,

BMarketing epplication means an ap-
plication for a new drug submitted
under section 505(b) of the act, a re-
quest to provide for certification of an
antibiotic submitted under section 507
of the act, or & product license applica-
tion for a biologlcal product submitted
under the Public Health Service Act.

Sponsor means a person who takes

responsibility for and initiates a clinl-
cal investigation. The sponsor may be
an individual or pharmaceutical com-
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pany, governmental agency, academic
institution, private organization, or
other organization. The sponsor does
not actually conduct the investigation
unless the sponsor s a sponsor-investi-
gator. A person other than an Individ-
ual that uses one or more of its own
employees to conduct an investigation
that it hes Initfated s a sponsor, not a
sponsor-investigator, and the employ-
ees are Investigators,

Sponsor-Investigator means an indi-
vidual who both initiates and conducts
an investigation, and under whose im-
mediate directfon the investigational
drug is administered or dispensed. The
term does not include any person
other than an individual. The require-
ments applicable to a sponsor-investi-
gator under this part include both
those applicable to an investigator and
& Sponsor,

Subject means a human who partici-
pates in an investigation, either as a
reciplent of the investigational new
drug or as a control, A subject may be
a healthy human or a patient with a
disease.

§312.6 Labeling of an investigational new
drug.

(a) The immedlate package of an in-
vestigational new drug intended for
human use shall bear a label with the
statement ‘‘Caution: New Drug—Limit-
ed by Federal (or United States) law to
investigatfonsal use.”

(b) The label or labeling of an inves-
tigational new drug shall not bear any
statement that is false or misleading
in any particular and shall not repre-
sent that the investigational new drug
is safe or effective for the purposes for
which it is being investigated.

83127 Promotion and charging for inves.
tigational drugs.

(a) Promotion of an investigational
new drug, A sponsor or investigator, or
any person acting on behalf of a spon-
sor or investigator, shall not represent
in a promotional context that an in-
vestigational new drug Is safe or effec-
tive for the purposes for which it is
under investigation or otherwise pro-
mote the drug. This provision is not
intended to restrict the full exchange
of scientific {nformation concerning
the drug, including dissemination of

§312.7

sclentific findings in scientific or lay
media. Rather, its Intent is to restrict
promotional claims of safety or effec-
tiveness of the drug for a use for
which it is under investigation and to
preclude commercialization of the
drug before it {s approved for commer-
clal distribution.

(b) Commercial distribution of an
investipational new drug. A sponsor or
investigator shall not commercially
distribute or test market an investiga-
tional new drug.

(c) Prolonging an investigation. A
sponsor shall not unduly prolong an
investigation after finding that the re-
sults of the investfgation appear to es-
tablish sufficlent data to support a
marketing application.

(d) Charging for and commercializa-
tion of fnvestigational drugs—(1) Clin-
ical trials under an IND. Charging for
an investigational drug in a clinical
trial under an IND is not permitted
without the prior written approval of
FDA. In requesting such approval, the
sponsor shall provide a full written ex-
planation of why charging is necessary
in order for the sponsor to undertake
or continue the clinical trial, e.g., why
distribution of the drug to test sub-
Jects should not be considered part of
the normal cost of doing business.

(2) Treatment protocol or treatment
IND. A sponsor or Investigator may
charge for an investigational drug for
a treatment use under 8 treatment
protocol or treatment IND provided:
(i) There Is adequate enrollment in
the ongoing clinical Investigations
under the authorized IND; (i) charg-
ing does not constitute commerclial
marketing of & new drug for which a
marketing application has not been
approved; (ii) the drug is not being
commercially promoted or advertised;
and (iv) the sponsor of the drug is ac-
tively pursuing marketing approval
with due diligence. FDA must be noti-
fied In writing in advance of commenc-
ing any such charges, in an informa-
tion amendment submitted under
§ 312,31, Authorization for charging
goes into effect automatically 30 days
after receipt by FDA of the informa-
tion amendment, unless the sponsor is
notified to the contrary.

(3) Noncommercialization of investi-
gational drug. Under this sectlon, the
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sponsor may not commercialize an in-
vestigational drug by charging a price
larger than that necessary to recover
costs of manufacture, research, devel-
opment, and handling of the investiga-
tional drug.

(4) Withdrawal of authorization. Au-
thorfzation to charge for an investiga-
tional drug under this section may be
withdrawn by FDA if the agency finds
that the conditions underlying the au-
thorization are no longer satisfied.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)

{52 FR 8831, Mar. 19, 1887, a5 amended at
52 FR 19476, May 22, 1987)

§312.10 Walvers.

(a) A sponsor may request FDA to
walve applicable requirement under
this part. A walver request may be
submitted efther in an IND or in an in-
formation amendment to an IND. In
an emergency, 8 request may be made
by telephone or other rapid communi-
cation means. A walver request is re-
quired to contaln at least one of the
following:

(1) An explanation why the spon-
sor's compliance with the requirement
{s unnecessary or cannot be achleved;

(2) A description of an alternative
submission or course of actfon that
satisfies the purpose of the require-
ment; or

(3) Other information justifying s
walver.

(b) FDA may grant a walver if it
finds that the sponsor’s noncompli-
ance would not pose & significant and
unreasonable risk to human subjects
of the investigation and that one of
the following is met:

(1) The sponsor's compliance with
the requirement ig unnecessary for the
agency to evaluate the application, or
compliance cannot be achieved;

(2) The sponsor’s proposed alterna-
tive satisfies the requirement; or

(3) The applicant’s submission other-
wise justifies a walver.

(Collection of Information requirements ap-

aved by the Office of Management and
_.udget under control number 0910-0014)

(52 FR 8831, Mar. 18, 1087, as amended at
52 FR 23031, June 17, 1987)
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Subpart B—Invastigational New Drug
Application (IND)

£312.20 Requirement for an IND.

(a) A sponsor shall submit an IND to
FDA it the sponsor intends to conduct
s clinical investigation with an investi-
gational new drug that i{s subject to
§ 312.2(a).

(b) A sponsor shall not begin a clini-
cal investigation subject to § 312.2(a)
until the Investigation is subject to an
IND which is in effect in accordance
with § 312.40.

§312.21 Phases of an investigation.

An IND may be submitted for one or

more phases of an investigation. The
clinical investigation of = previously
untested drug is generally divided into
three phases. Although in general the
phases are conducted sequentially,
they may overlap. These three phases
of an {nvestigation are a follows:
, (a) Phase 1. (1) Phase 1 includes the
initial introduction of an investigation-
al new drug into humans. Phase 1
studies are typically closely monitored
and may be conducted In patients or
normal volunteer subjects. These stud-
{es are designed to determine the me-
tabolism and pharmacologic actions of
the drug in: humans, the side effects
associated with increasing doses, and,
if possible, to gain early evidence on
effectiveness. During Phase 1, suffi-
clent information about the drug's
pharmacokinetics wnd pharmacologi-
cal effects should be obtained to
permit the design of well-contrglled,
sclentifically valld, Phase 2 studles.
The total number of subjects and pa-
tients included in Phase 1 studies
varies with the drug, but is generally
in the range of 20 to 80.

(2) Phase 1 studles also include stud-
les of drug metabolism, structure-ac-
tivity relationships, and mechanism of
actfon in humans, as well as studies In
which investigational drugs are used
as research tools to explore biological
phenomena or disease processes.

(b) Phase 2. Phese 2 includes the
contyolled clinical studies conducted to
evaluate the effectiveness. of the drug
for a particulsr indication or indica-
tions in patients with the disease or
condition under study and to deter-
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mine the common short-term side ef-
fects and risks associated with the
drug. Phase 2 studies are typically well
controlled, closely monitored, and con-
ducted in a relatively small number of
patients, usually involving no more
than several hundred subjects.

(c) Phase 3. Phase 3 studies are ex-
panded controlled and uncontrolled
trials. They are performed after pre-
liminary evidence suggesting effective-
ness of the drug has been obtained,
and are intended to gather the addi-
tional information about effectiveness
and safety that is needed to evaluate
the overall benefit-risk relationship of
the drug and to provide an adequate
basis for physician labeling. Phase 3
studies usually include from several
hundred to several thousand subjects.

§312.22 General principles of the IND
submission.

(a) FDA'’s primary objectives in re-
viewing an IND =are, in all phases of
the investigation, to assure the safety
and rights of subjects, and, in Phase 2
and 3, to help assure that the quality
of the scientific evaluation of drugs is
adequate to permit an evaluation of
the drug’s effectlveness and safety.
Therefore, although FDA's review of
Phase 1 submissions will focus on as-
sessing the safety of Phase 1 investiga-
tions, FDA's review of Phases 2 and 3
submissions will also include an assess-
ment of the scientific quality of the
clinfcal investigations and the likeli-
hood that the investigations will yleld
data capable of meeting statutory
standards for marketing approval.

(b) The amount of information on &
particular drug that must be submit-
ted in an IND to assure the accom-
plishment of the objectives described
in paragraph (a) of this section de-
pends upon such factors as the novelty
of the drug, the extent to which it has
been studied previously, the known or
suspected risks, and the developmental
phase of the drug.

(c) The central focus of the initial
IND submission should be on the gen-
eral investigational plan and the pro-
tocols for specific human studies. Sub-
sequent amendments to the IND that
contain new or revised protocols
should build logically on previous sub-
missions and should be supported by
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additional informsation, including the
resulis of animal toxicology studies or
other humen studies as appropriate.
Annual reports to the IND should
serve as the focus for reporting the
status of studies being conducted
under the IND and should update the
general investigational plan for the
coming year.

(d) The IND format set forth in
§312.23 should be followed routinely
by sponsors in the interest of fostering
an efficient review of applications.
Sponsors are expected to exercise con-
siderable discretion, however, regard-
ing the content of information submit-
ted in each section, depending upon
the kind of drug being studied and the
nature of the avallable information.
Section 312.23 outlines the informa-
tion needed for a commercially spon-
sored IND for & new molecular entity.
A sponsor-investigator who uses, as &
research tool, an investigational new
drug that is already subject to a manu-
facturer's IND or marketing applica-
tion should follow the same general
format, but ordinarily may, if author-
ized by the manufacturer, refer to the
manufacturer’'s IND or marketing ap-
plication in providing the technical in-
formation supporting the proposed
clinical investigation. A sponsor-inves-
tigator who uses an investigational
drug not subject to a manufacturer's
IND or marketing application is ordi-
narily required to submit all technical
information supporting the IND,
unless such information may be refer-
enced from the scientific literature.

§312.23 IND content and format.

(8) A sponsor who Intends to con-
duct a clinical investigation subject to
this part shall submit an “Investiga-
tional New Drug Application” (IND)
including, in the following order:

(1) Cover sheet (Form FDA-1571). A
cover sheet for the spplication con-
taining the following:

(1) The name, address, and telephone
number of the sponsor, the date of the
application, and the name of the in-
vestigational new drug.

(if) Identification of the phase or
phases of the clinical investigation to
be conducted.
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(i) A commitment not to begin clin-
{cal Investigations until an IND cover-
{ng the investigations is in effect.

(iv) A commitment that an Institu-
tional Review Board (IRB) that com-
plies with the requirements set forth
in Part 56 will be responsible for the
initial and continuing review and ap-
proval of each of the studies in the
proposed clinical investigation and
that the investigator will report to the
IRB proposed changes in the research
activity in accordance with the re-
quirements of Part 56.

(v) A commitment to conduct the in-
vestigation In .accordance with all
other applicable regulatory require-
ments.

(vl) The name and title of the person
responsible for monitoring the con-
duct and progress of the clinical inves-
tigations.

(vil) The name(s) and title(s) of the
person(s) responsible under §312.32
for review and evaluation of informa-
tion relevant to the safety of the drug.

(viil) If a sponsor has transferred
any obligations for the conduct of any
clinical study to s contract research
organization, a statement containing
the name and address of the contract
research organization, identification of
the clinical study, and a listing of the
obligations transferred, If all obliga-
tions governing the conduct of the
study have been transferred, a general
statement, of this transfer—in lieu of &
listing of the specific obligations trans-
ferred—may be submitted.

(ix) The signature of the sponsor or
the sponsor’'s authorized representa-
tive. If the person signing the applica-
tion does not reside or have & place of
business within the United States, the
IND is required to contain the name
and address of, and be countersigned
by, an attorney, agent, or other au-
thorized official who resides or main-
tains a place of business within the
United States.

(2) 4 table of conients,

(3) Introductory statement and gen-
eral investigational plan. (1) A brief
introductory statement giving the
name of the drug and all active ingre-
dients, the drug’s pharmacological
class, the structural formula of the
drug (if known), the formulation of
the desage form(s) to be used, the
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route of administration, and the broad
objectives and planned duration of the
proposed clinical investigation(s).

i) A bdbrief summary of previous
human experlence with the drug, with
reference to other IND's {f pertinent,
and to investigational or marketing ex-
perience in other countries that may
be relevant to the safety of the pro-
posed clinfeal investigation(s).

(ii1) If the drug has been withdrawn
from investigation or marketing in any
country for any reason related to
safety or effectiveness, identification
of the country(ies) where the drug was
withdrawn and the reasons for the
withdrawal.

(iv) A brief description of the overall
plan for investigating the drug prod-
uct for the following year. The plan
should include the following: (@) The
rationale for the drug or the research
study; (b) the indication(s) to be stud-
ied; (¢) the general approach to be fol-
lowed In evaluating the drug; (d) the
kinds of clinical trials to be conducted
in the first year following the submis-
sion (if plans are not developed for the
entire year, the sponsor should 50 indi-
cate); (e) the esiimated number of pa-
tients to be given the drug in those
studies; and (/) any risks of particular
asverity or serfousness anticipated on
the basis of the toxicological date in
animals or prior studies in humans
with the drug or related drugs. -

(4) [Reserved]l ~

(b) Investigator’s brochure. If re-
quired under § 312.55, a copy of the in-
vestigator’s brochure, containing the
following information:

) A brief description of the drug
substance and the formulatfon, includ-
ing the structural formula, if known.

(1) A summary of the pharmacologi-
cal and toxicological effects of the
drug in animeals and, to the extent
known, in humans.

(1i1) A summary of the pharmacokin-
etics and biological disposition of the
drug in animals and, if known, in
humans.

(iv) A summary of informsation relat-
ing to safety and effectiveness in
humans obtsined from prior cliniesl
studies. (Reprints of published articles
on such studies msy be appended
when useful.)
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{(v) A description of possible risks
and side effects to be anticipated on
the basis of prior experience with the
drug under investigation or with relat-
ed drugs, and of precautions or special
monitoring to be done 83'part of the
investigational use of the drug.

(8) Protocols, (i) A protocol for each
planned study. (Protocols or studies
not submitted initially in the IND
should be submitted in accordance
with § 312.30(a).) In genersl, protocols
for Phase 1 studles may be less de-
talled and more flexible than proto-
cols for Phase 2 and 3 studies. Phase 1
protocols should be directed primsarily
at providing en outline of the investi-
gation—an estimate of the number of
patients to be involved, a& description
of safety exclusions, and a description
of the dosing plan including duration,
dose, or methoed to be used In deter-

dose—and should specify in
detall only those elements of the
study that are critical to safety, such
&8 necessary monitoring of vital signs
and blood chemistries. Modifications
of the experimental design of Phase 1
studies that do not affect critical
safety assessments are required to be
reported to FDA only in the annual
report.

(11) In Pheases 2 and 3, detailed proto-
cols describing all aspects of the study
should be submitted. A protocol for a
Phase 2 or 3 investigation should be
designed in such & way that, if the
sponsor anticipates that some devi-
atlon from the study design may
become necessary as the investigation
progresses, alternatives or contingen-
cies to provide for such deviation are
built into the protocols at the outset.
For example, a protocol for a con-
trolled short-term study might include
a plan for an early crossover of nonre-
sponders to an alternative therapy.

(iii) A protocol is required to contain
the following, with the specific ele-
ments and detail of the protocol re-
flecting the above distinctions depend-
ing on the phase of study:

(a) A statement of the objectives
and purpose of the study.

(d) The name and saddress and &
statement of the qualifications (cur-
riculum vitae or other statement of
qualifications) of each Investigator,
and the name of each subinvestigator

§312.23

{e.g., research fellow, resident) work-
ing under the supervision of the inves-
tigator; the name and address of the
regsearch facilities to be used; and the
name and address of each reviewing
Institutional Review Board.

(¢) The criteria for patient selection
and for exclusion of patients and an
estimate of the number of patients to
be studied.

(d) A description of the design of the
study, including the kind of control
group to be used, If any, and a descrlp-
tion of methods to be used to
bias on the part of subjects, !nvest!ga.»
tors, and ansalysts.

{e) The method for determining the
dose(s) to be administered, the
planned maximum dosage, and the du-
ration of individual patient exposure
to the drug.

) A description of the observations
and messurements to be made to ful-
1111 the objectives of the study.

(0) A description of clinical proce-
dures, laboratory tests, or other meas-
ures to be taken to monitor the effects
of the drug in human subjects and to
minimize risk,

(1) Chemistry, manwfacturing, and
control information, (1) As appropriate
for the particular investigations cov-
ered by the IND, a section describing
the composition, manufacture, and
control of the drug substance and the
drug product. Although in each phase
of the investigation sufficlent informa-
tion i3 required to be submitted to
assure the proper identification, qual-
ity, purity, and strength of the investi-
gational drug, the amount of informa-
tion needed to make that assurance
will vary with the phase of the investi-
gation, the proposed duration of the
investigation, the dosage form, and
the amount of information otherwise
available. FDA recognizes that modifi-
cations to the method of preparation
of the new drug substance and dosage
form and changes in the dosage form
itself are likely as the investigation
progresses, Therefore, the emphasis in
an initial Phase 1 submission should
generally be placed on the identifica-
tion and control of the raw materlals
and the new drug substance. Final
specifications for the drug substance
and drug product are not expected
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untll the end of the investigational
process.

(1) It should be emphasized that the
amount of informsation to be submit-
ted depends upon the scope of the pro-
posed clinical investigation. For exam-
ple, although stability data eare re-
quired in all phases of the IND to
demonstrate that the new drug sub-

-stance and drug product are within ac-

ceptable chemical and physical limits
for the planned duration of the pro-
posed clinical Investigation, if very
short-term tests are proposed, the sup-
porting stabllity data can be corre-
spondingly limited.

(ii1) As drug development proceeds
and as the scale or production iz
changed from the pllot-scale produc-
tion appropriate for the limited initial
clinical investigations to the larger-
scale production needed for expanded
clinfcal trials, the sponsor should
submit Informatfon amendments to
supplement the initisl information
submitted on the chemistry, manufac-
turing, and control processes with in-.
formation appropriate to the expand-
cd scope of the investigation.

(iv) Reflecting the distinctions de-
scribed in this paragraph (aX7), and
based on the phase(s) to be studied,
the submission i{s required to contain
the following:

(a) Drug substance, A description of
the drug substance, including its phys-
fcal, chemical, or blological charaocter-
istics; the name and address of its
manufacturer; the general method of
preparation of the drug aubstance; the
acceptable limits and analytical meth.
ods used to assure the identity,
strength, quality, and purity of the
drug subatance; and informetion suffi-
clent to support stability of the drug
substance during the toxicological
studles and the planned clinical stud.
ies. Reference to the cuurent edition of
the United States Pharmacopefa—Na-
tional Formulaery may satis{y relevant
requirements in this paragraph.

() Drug product. A list of all compo-
nents, which may include reasonable
alternatives for inactive compounds,
used in the manufacture of the inves-
tigational drug product, including
both those componente .intended to
appear In the drug product and those
which may not appear but which are
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used in the manufacturing process,
and, where applicable, the quantita-
tive composition of the Investigational
drug product, including any reasona-
ble varistions that may be expected
during the investigational atage; the
name and address of the drug product
manufacturer; a brief general descrip-
tion of the manufacturing and packag-
ing procedure as appropriate for the
product; the acceptable limits and ansa-
lytical methods used to assure the
{dentity, strength, quality, and purity
of the drug product; and information
sufficlent to sasure the product’'s sta-
bility during the planned clinical stud-
ies. Reference to the current edition of
the United States Pharmacopela—Na-
tional Formulary may satisfy certain
requirements in this paragraph.

(¢) A brief general description of the
composition, manufacture, and control
of any placebo used in a controlled
clinfeal trial.

(d) Labeling. A copy of all labels and
labeling to be provided to each investi-
gator.

(&) Environmental analysis require-
ments. A claim for categorical exclu-
slon under § 25.24 or an environmental
assessment under § 25.31.

(8) Pharmacology and toricology in-
Jormation. Adequate information
about pharmacological and toxicologi-
cal studies of the drug involving labo-
ratory animais or in vitro, on the basis
of which the sponsor has concluded
that It is reasonably safe to conduct
the proposed clinical investigations.
The kind, duratlon, and scope of
animal and other tests required varles
with the duration and nature of the
proposed clinical investigations.
Guidelines are available from FDA
that describe ways in which these re-
quirements may be met. Such Infor-
mation is required to include the {den-
tification and qualifications of the in-
dividuals who evaluated the results of
such studies and concluded that it is
reagsonably safe fo begin the proposed
investigations and a statement of
where the investigations were conduct-
ed and where the records are available
for inspection. As drug development
proceeds, the sponsor is required to
submit informationsl amendments, as
appropriate, with additional informa-
tion pertinent to safety.
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(1) Pharmacology aend drug disposi-
tion. A section describing the pharma-
cological effects and mechanism(s) of
action of the drug in animals, and in-
formation on the absorption, distribu-
tion, metabolism, and excretion of the
drug, if known.

(1) Toxicology. (a) An integrated
summary of the toxicological effects
of the drug in animals and in vitro.
Depending on the nature of the drug
and the phase of the investigation, the
description is to include the results of
acute, subacute, and chronic toxicity
tests; tests of the drug's effects on re-
production and the developing fetus;
any special toxicity test related to the
drug’s particular mode of administra-
tion or conditions of use (e.g., inhala-
tion, dermal, or ocular toxicology); and
any in vitro studies intended to evalu-
ate drug toxicity.

(b) For each texicology study that is
intended primarily to support the
safety of the proposed ¢linical investi-
gation, a full tabulation of data suita-
ble for detailed review.

(ilf) For each nonclinical laboratory
study subjfect to the good laboratory
practice regulations under Part 58, a
statement that the study was conduct~
ed in compliance with the good labora-
tory practice reguletions in Part 58, or,
if the study was not conducted in com-
plisnce with those regulations, a brief
statement of the reason for the non-
compliance.

(9) Previous human experience with
the investigational drug. A summary
of previous human experience known
to the applicant, if any, with the inves-
tigational drug. The information is re-
quired to include the following:

() If the Investigational drug has
been investigated or marketed previ-
ously, either in the United States or
other countries, detailed information
about such experience that is relevant
to the safety of the proposed investi-
gation or to the investigation’s ration-
ale. If the durg has been the subject of
controlled trials, detalled information
on such trials that is relevant to an as-
sessment of the drug’s effectiveness
for the proposed investigational use(s)
should also be provided. Any pub-
lished material that is relevant to the
safety of the proposed investigation or

to an assessment of the drug's effec-
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tiveness for its proposed investigation-
al use should be provided in full. Pub-
lished material that i5 less directly rel-
evant may be supplied by a bibliogra-
phy.

(ii) If the drug is a combination of
drugs previously investigated or mar-
keted, the information required under
paragraph (aX9X1) of this section
should be provided for each active
drug component. However, if any com-
ponent in such combination is subject
to an approved marketing application
or is otherwise lawfully marketed in
the United States, the sponsor is not
required to submit published materisal
concerning that active drug compo-
nent unless such material relates di-
rectly to the proposed investigational
use (including publications relevant to
component-component interaction).

(i) If the drug has been marketed
outside the United States, a list of the
countries in which the drug hsas been
marketed and a list of the countries in
which the drug has been withdrawn
trom marketing for reasons potential-
1y related to safety or effectiveness.

(10) Additional information. In cer-
tain applications, as described below,
information on special topics may be
needed. Such information shall be sub-
mitted in this section as follows:

1) Drug dependence and abuse po-
tential, If the drug i3 & psychotropic
substance or otherwise has abuse po-
tential, 8 section describing relevant
clinfcal studies and experience and
studies in test animals.

(1) Radioactive drugs. If the drug is
a radioactive drug, sufficlent data
from animal or human studies to allow
a reasonable calculation of radiation-
absorbed dose to the whole body and
critical organs upon administration to
a human subject. Phase 1 studles of
radioactive drugs must include studles
which will obtain sufficlent data for
dostmetry calculations.

(i) Other information. A brief state-
ment of any other information that
would ald evaluation of the proposed
clinical investigations with respect to
thelr safety or thelr design and poten-
tial as controlled clinical trials to sup-
port marketing of the drug.

(11) Relevant information. If re-
quested by FDA, any other relevant

1
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informstion needed for review of the
application. .

(b) Information previqusly submit-
ted. The sponsor ordinarily is not re-
quired to resubmit information previ-
ously submitted, but may incorporate
the information by reference. A refer-
ence to informstion submitted previ-
ously must {dentify the file by name,
reference number, volume, and page
number where the Information can be
found. A reference to Information sub-
mitted to the agency by a person other
than the sponsor is required to con-
tain a written statement that author-
izes the reference and thet s signed
by the person who submitted the in-
formation.

(¢) Material in a foreign language.
‘The sponsor shall submit an accurate
and complete English translation of
each part of the IND that is not in
English. The sponsor shall also submit
a copy of each original literature pub-
lcation for which an English transis-
tion {s submitted, v

(@) Number of copies. The sponsor
sheall submit an original and two coples
of ali submizaions to the IND file, in-
cluding the original submission and alt
amendments and reports.

(e) Numbering of IND submissions.

Each submission releting to an IND is
required to be numbered serially nsing
a single, three-digit serial number, The
init{al IND is required to be numbered
000; each subsequent submission (e.g.,
amendment, report, or correspond-
ence) s required to be numberad
chronelogleally in sequence.

(Collection of informsation requirements sp-
proved by the Office of Mansgement and
Budget under control number 0910-0014)
[52 FR 8831, Mar. 18, 1887, a8 amended at
62 ¥R 23031, June 17, 1987; §3 FR 1918, Jan.
25, 1888)

§312.30 Protocol amendments.

Once an IND is in eifect, a sponsor
shall amend it as needed to ensure
that the clinfcal investigations are con-
ducted according to protocols included
in the application. This section sets
forth the provisions under which new
protocols may be submitted and
changes in previously submitted proto-
cols may be made.

(a) New protocol Whenever & spon-
sor intends to conduct & study that is

21 CFR Ch. ! (4-1-92 Ediilon)

not covered by a protocol already con-
tained in the IND, the sponsor shall
submit to FDA a protocol amendment
containing the protocol for the study.
Such study may begin provided two
conditions are met: (1) The sponsor
has submitted the protocol to FDA for
its review; and (2) the protocol has
been sapproved by the Institutional
Review Board (IRB) with responsibil-
ity for review and approval of the
study In accordance with the require-
ments of Parti56. The sponsor may
comply with these two conditions in
either order, .

(b) Changes in a protocol. (1) A
sponsor .shall submit 2 protocol
amendment describing any changeina
Phase 1 protocol that significantly af-
fects -the safety of subjects or any
change in & Phase 2 or 3 protocol that
significantly affects the safety of sub-
lects, the acope of the investigation, or
the scientific quality of the study. Ex-
amples of changes requiring an
am;ndment. under this paragraph in-

ude;

(1) Any Increasse In drug dosage or
duration of exposure of individual sub-
jects to the drug beyond thsat in the
current protocol, or any significant in-
cresse In the number of subjects under
study.

(i) Any significant change in the
design of a protocol (such as the addi-
tion or dropping of & control group).

(1it) The additlon of a new test or
procedure that s intended to improve
monitoring for, or reduce the risk of, &
side effect or adverse event; or the
dropping of a test intended to monitor
safety.

(2X1) & protocol change under para-
graph (bX1) of this gection may be
made provided two conditions are met:

(a) The sponsor haa submitted the
change to FDA for its review; and

(b) The change has been approved
by the IRB with responsibility for
review end approval of the study, The
sponsor may comply with these two
conditions in either order.

(1) Notwithstanding paragraph
(b)(2)(1) of this section, a protocol
change intended to eliminste an ap-
parent immediate hazard to subjects
may be implemented immediately pro-
vided FDA i8 subsequently notiffed by
protocol amendment and the review-
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ing IRB is notified in accordance with
§ 58.104(c). '

(¢) New tnvestigator. A sponsor shall
submit a protocol amendment when a
new Investigator 1s added to carry out
a previously submitted protocol,
except that a protocol amendment is
not required when a licensed practi-
tioner is added in the case of a treat-
ment protocol under §312.34. Once
the investigator is added to the study,
the investigational drug may be
shipped to the investigator angd the in-
vestigator may begin participating in
the study. The sponsor shall notify
FDA of the new investigator within 30
days of the Investigator being added.

(d) Content and format. A protocol
amendment s required to be promi-
nently identified as such (i.e., “Proto-

- col Amendment: New Protocol”, “Pro-

tocol Amendment: Change in Proto-
col”, or “Protocol Amendment: New
Investigator”), and to contain the fol-
lowing:

(1X1) In the case of a new protocol, &
copy of the new protocol and & brief
description of the most clinically sig-
nificant differences between it and
previous protocols,

(i) In the case of a change in proto-
col, & brief description of the change
and reference (date and number) to
the submission that contained the pro-
tocol.

(iti) In the case of a new investiga-
tor, the investigator’s name, the quali-
fications to conduct the investigation,
reference to the previously submitted
protocol, and all additional informa-
tion about the investigator’s study as
is required under § 312.23(a)8)(ii{)(d).

(2) Reference, if necessary, to specif-
ic technical information in the IND or
in a concurrently submitted informa-
tion amendment to the IND that the
sponsor relles on to support any clini-
celly significant change in the new or
amended protocol. If the reference is
made to supporting information sl.
ready in the IND, the sponsor shall
identify by name, reference number,
volume, end page number the location
of the information.

(3) If the sponsor desires FDA to
comment on the submission, a request
for such commen} and the specitic
questions FDA's response should ad-
dress.

§312.31

(e) When submilted. A sponsor shall
submit a protocol amendment for a
new protocol or a change in protocol
before its implementation. Protocol
amendments to add a new investigator
or to provide additional information
about investigators mey be grouped
and submitted at 30-day iIntervals.

* When several submissions of new pro-

tocols or protocol changes are antici-
pated during & short perlod, the spon-
sor Is encouraged, to the extent feasi-
ble, to include these all in a single sub-
mission.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0810-0014)

{62 FR 8831, Mar. 19, 1987, #5 amended at
655! Flgt 2?031. June 17, 1887; 53 ¥R 1918, Jan.
25, 1988

§312.31 Information amendments.

(a) Requirement for informalion
amendment. A sponsor shall report in
an Information amendment essential
information. on the IND that is not
within the scope of a protocol amend-
ment, IND safety reports, or annual
report. Examples of {nformation re-
quiring an information amendment in-
clude:

(1) New toxicology, chemistry, or
other technical information; or

(2) A report regarding the discon-
tinuance of a clinlcal investigation.

(b) Content and format of an infor-
mation amendment. An information
amendment I8 required to bear promi-
nent identification of its contents (e.g.,
“Informsation Amendment: Chemistry,
Manufacturing, and Control”, “Infor-
mation Amendment: Pharmacology-
Toxicology", “Information Amend-
ment: Clinical”), and to contain the
following:

(1) A statement of the nature and
purpose of the amendment.

(2) An organized submission of the
data in a format appropriate for scien-
tific review.

¢3) If the sponsor desires FDA to
comment on an Information amend-
ment, a request for such comment,

(¢) When submitted. Information
amendments to the IND should be
submitted as necessary but, to the
extent feasible, not more than every
30 days.
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(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)

{52 FR 8831, Mar, 18, 1987, as amended st
52 FR 23031, June 17, 1987; 63 FR 1918, Jan,
25, 19881

§312.32 IND safety reports.

(a) Definitiona The following defini-
tions of terms apply to this section:

Associated with the use of the drug
means that there is a reasonable posst-
bility that the experience may have
been caused by the drug.

Serious adverse experience means
any experience that suggests a signifi-
cant hazard, contraindication, side
effect, or precaution. With respect to
human clinical experience, a serious
adverse drug experience includes any
experience that is fatal or life-threat-
ening, is permanently disabling, re-
quires inpatient hospitalization, or s a
congenital anomaly, cancer, or over-
dose. With respect to results obtained
from tests In laboratory animsls, a se-
rious adverse drug experlence includes
any experience suggesting a& signifi-
cant risk for human subjects, includ-
ing any finding of mutagenicity, tera-
togenicity, or carcinogenicity.

Unexpected adverse experience
means any adverse experience that is
not identified in nature, severity, or
frequency in the current investigator
brochure; or, 1 an investigator bro-
chure is not required, that i8 not iden-
tifled in nature, severity, or freu.
quency in the risk information de-
scribed in the general investigational
plan or elsewhere in the current appli-
cation, as amended.

(b) Review af safely information.
The sponsor shall promptly review all
information relevant to the safety of
the drug obtained or otherwise re-
celved by the sponsor from any source,
forelgn or domestic, including infor-
mation derived from clinical investiga-
tions, animsl investigations, commer-
cial marketing experience, reports in
the sclentific lterature, and unpub-
lished sclentific papers.

(c) IND safely reports. (1)X1) Wriiten
reports. The sponsor shall notify FDA
and all participating Investigators in &
written IND safety report of any ad-
verse experience asscelated with uze of
the drug that is both serlous and un-

21 CFR Ch. 1 (4-1-92 Edition)

expected. Such notification shall be
made a3 soon as possible and in no
event later than 10 working days after
the sponsor's initial receipt of the in-
formation. Each written notification
shall bear prominent identification of
its contents, L.e,, “IND Safety Report.”
Each written notitication to FDA shall
be transmitted to the FDA division of
the Center for Drug Evaluation and
Research or the Center for Biologics
Evaluation and Reszearch which has
regponsibility for review of the IND.

(i) In each written IND safety
report, the sponsor shall identify all
safety reports previously flled with
the IND concerning & similar adverse
experience, and shall analyze the sig-
nificance of the adverse experience in
lght of the previouos, similar reports.

(2). Telephone report. The sponsor
shall also notify DA by telephone of
any unexpecied fatal or life-threaten-
ing experience assoclated with use of
the drug in the clinical studies con-
ducted under the IND no later than 3
working days after receipt of the in-
formation. Each telephone call to
FDA shall be transmitted to the FDA
division of the Center for Drug Eval-
uation and Research or the Center for
Bielogics: Eyzluation and Research
which-hg¥¥esponsibility for review of
the IND, For purposes of this section,
life-threatening means that the pa-
tient was, in the view of the investiga-
tor, at immediate (emphasis sadded)
risk of death from the reaction as it
occurred, l.e., it does not include a re-
agtion that, had it occurred {n a more
serfous form, might have caused
death, For example, drug-induced hep-
atitis that resolved without evidence
of hepatlc fallure would not be consid-
ered lfe-threatening even though
drug-induced hepatitis can be fatal.

(3) Reporting format or frequency.
FDA may request a sponsor to submit
IND safety reports in a format or at a
frequency different than that required
under this paragraph. The sponscr
may also propose and adopt a differ-
ent reporting format or frequency if
the change is agreed to in advance by
the director of the division in the
Center Yor Drug Evaluation and Re-
search or the Center for Blologics
Evaluation and Research which i3 re-
sponasible for review of the IND.
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(4) A sponsor of a clinical study of a
marketed drug is not required to mske
& safety report for any adverse expert-
ence associated with use of the drug
that is not from the clinical study
itself.

(d) Followup. (1) The sponsor ghall
promptly investigate all safety infor-
mation received by it.

(2) Followup information to = safety
report shall be submitted as soon as
the relevant information is available.

(3) If the results of a sponsor’s inves-
tigation show that an adverse experi-
ence not initially determined to be re-
portable under paragraph (c) of this
section is 80 reportable, the sponsor
shall report such experience in a
safety report as goon as possible after
the determination is made, but in no
event longer than 10-working days.

(4) Results of a sponsor's investiga-
tion of other safety informatfon shall
be submitted, 28 appropriate, in an in-
formation . amendment or annual
report.

(e) Disclaimer. A safety report or
other Information submitted by a
sponsor under this section (and any re-
lease by FDA of that report or infor-
mation) does not necessarily reflect a
conclusion by the sponsor or FDA that
the report or information constitutes
an admission that the drug caused or
contributed to an adverse experience.
A sponsor need not admit, and may
deny, that the report or information
submitted by the sponsor constitutes
an admission that the drug caused or
contributed to an adverse experience.

(Collection of information requirements ap-
proved by the Office of Mansgement and
Budget under control number 0810-0014)
[52 FR 8831, Mar. 19, 1987, as amended at
52 FR 22031, June 17, 1887; 55 FR 11579,
Mar. 29, 1580]

§312.33 Annusl reports.

A sponsor shall within 60 days of the
anniversary date that the IND went
into effect, submit a brief report of
the progress of the investigation that
includes:

(a) Individual study information. A
brief summary of the status of each
study in progress and each study com-
pleted during the previous year. The
summary i8 required to include the
following information for each study:

§312.33

(1) The title of the study (with any
appropriate study identifiers such as
protocol number), its purpose, a brief
statement identifying the patient pop-
ulation, and a statement as to whether
the study is completed.

(2) The total number of subjects ini-
tially planned for inclusion in the
study, the number entered into the
study to date, the number whose par-
ticipation in the study was completed
as planned, and the number who
dropped out of the study for any
reason,

(3) If the study has been complsted,
or if interim results are known, & brief
description of any available study re-
sults.

(b) Summary information. Informa-
tion obtained during the previous
year’s clinical and nonclinical investl-
gations, including:

(1) A narrative or tabular summary
showing the most frequent and most
serious adverse experiences by body
system.

(2) A summary of all IND safety re-
ports submitted during the past year.

(3) A list of subjects who died during
participation in the investigation, with
the cause of death for each subject.

(4) A list of subjects who dropped
out during the course of the investiga-
tion in association with any adverse
experience, whether or not thought to
be drug related.

(8) A brief description of what, if
anything, was obtained that is perti-
nent to an understanding of the drug’s
actions, including, for exemple, infor-
mation about dose response, informa-
tion from controlled trails, and infor-
mation about bioavailability.

(68) A list of the preclinical studies
(including animal studies) completed
or in progress during the past year
and a summary of the major preclini-
cal findings.

(7) A summary of any significant
manufacturing or microbiological
changes made during the past year.

(c) A description of the general In-
vestigational plan for the coming year
to replace that submitted 1 year earli-
er. The general investigational plan
shall contain the information required
under § 312.23(a)(3)(iv).

7%
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(d) If the investigator brochure has

been revised, a description of the revi- -

sion and a copy of the new brochure.

(e) A description of any significant
Phase 1 protocol modifications made
during the previous year and not pre-
viously reported to the IND in a proto-
col amendment.

{f) A brief summary of significant
foreign marketing developments with
the drug during the past year, such as
approval of marketing in any country
or withdrawal or suspension from mar-
keting in any country.

(g) If desired by the sponsor, & log of
any outstanding business with respect
to the IND for which the sponsor re-
quests or expects a reply, comment, or
meeting.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
{52 FR 8831, Mar. 19, 1987, as amended at
5$2 FR 23031, June 17, 1987]

§312.3¢4 Treatment use of an investiga-
tional new drug.

(a) General A drug that is not ap-
proved for marketing may be under
clinical investigation for a serlous or
immediately life-threatening - disease
condition in patients for whom no
comparable or satisfactory alternative
drug or other therapy is avallable.
During the clinical investigation of the
drug, it may be appropriate to use the
drug in the treatment of patients not,
in the clinical trials, in accordance
with a ireatment protocol or treat-
ment IND. The purpose of this section
is to facllitate the availability of prom-
ising new drugs to desperately ill pa-
tlents as early in the drug develop-
ment process es possible, before gener-
al marketing begins, and to obtain ad-
ditional data on the drug’'s safety and
effectiveness. In the case of a serious
disease, a drug ordinarily may be made
available for treatment use under this
section during Phase 3 investigations
or after all clinical trials have been
completed; however, in appropriate
circumstances, & drug may be made
available for treatment use- during
Phase 2. In the case of an immediately
lite-threatening disease, & drug may be
made available for treatment use
under this section earlier than Phase
3, but ordinsrily not earller than

21 CFR Ch. | (4-1-92 Edition)

Phase 2. For purpecses of this section,
the “treatment use” of a drug includes
the use of a drug for diagnostic pur-

poses.

(b) Criteria. (1) FDA shall permit an
investigational drug to be used for a
treatment use under a treatment pro-
tocol or treatment IND if:

(1) The drug {s intended to treat a se-
rious or immediately life-threatening
disesse;

(il) There is no comparable or satis-
factory alternative drug or other ther-
apy avsilable to treat that stage of the
alsease in the intended patient popula-

on,

(1if) The drug is under investigation
in a controlled clinical trial under an
IND in effect for the trisl, or all clini-
cal trials have been completed; and

(ilv) The sponsor of the controlled
clinical trial {3 sctively pursuing mar-
keting approval of the investigational
drug with due diligence.

{2) Serious disease. For a drug in-
tended te treat a serious disease, the
Commissioner may deny a request for
treatment use under a8 treatment pro-
tocol or treatment IND if there is in-
sufficient evidence of safety and effec-
tiveness to support such use.

(3) Immediately life-threatening dis-
ease, (1) For a drug intended to treat
an immediately life-threatening dis-
ease, the Commissioner may deny & re-
quest for treatment use of an Investi-
gational drug under a treatment pro-
tocol or treatment IND if the available
sclentific evidence, taken as a whole,
fails to provide & reasonable basis for
concluding that the drug:

(A) May be effective for its intended
use in its intended patient population;

or

(B) Would not expoge the patients to
whom the drug is to be administered
to an unreasonsble and significant ad-
ditional risk of iliness or injury.

(i) For the purpose of this section,
an “immediately life-threatening” dis-
esse means a stage of & digsease in
which there s a reasonable likelihood
that death will occur within a matter
of months or in which premsture
death Ia-likely without early treat-
ment. .

(c) Safeguards. Treatment use of
investigational drug is conditioned on
the aponsor and Investigators comply-
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Drbctas, Inotading s st D
, uding the regulations gov-
erning informed consent (21 CFR fg’m
60) and institutional review boards (21
CFR Part 56) and the applicable provi-
sions of Fart 312, including distribu-
tion of the drug through quslified ex-
perts, maintenance of adequate manu.
facturing facilities, and submission of
IND safely reports,

(@) Clinical hold. FDA masy place on
clinfcal hold & proposed or ongoing
treatment protocol or treatment IND
in accordance with § 312.42,

[52 FR 19476, May 12, 1987}

£312.35 Submissions for treatment use.

(8) Trealment prolocol submitted by
IND sponsor. A sponsor of a clinical
investigation of a drug who intends to
sponsor 8 treatment use for the drug
under § 312,34 shall submit o FDA s
treatment protocol, A treatment use
under a treatment protocol may begin
30 days after FDA receives the proto-
col or on earlier notification by FDA
that the treatment use described in
the protocol may begin.

(1) A treatment protocol is required
to contain the following:

(1) The intended use of the drug.

(i) An explanation of the rationale
for use of the drug, including, as ap-
propriate, elther a list of what avail-
able regimens ordinsrily should be
tried before using the investigational
drug or an explansation of why the use
of the investigational drug is prefera-
ble to the use of availasble marketed
treatments.

(iil) A brief description of the crite-
ria for patient selection.

(iv) The method of administration of
the drug and the dosages.

(v) A description of clinical proce-
dures, laboratory tests, or other meas-
ures to monitor the effects of the drug
and to minimize risk,

(2) A treatment protocol is to be sup-
ported by the following:

(1) Informational brochure for sup-
plying to each treating physician.

(i) The technlcal information that is
relevant to safety and effectiveness of
the drug for the intended treatment
purpose. Information contained in the
sponsor's IND may be incorporated by
reference,

§312.35

(iil) A commitment by the sponsor to
assure compliance of all participating
investigators with the informed con-
sent requirements of 21 CFR Part 50.

{3) A licensed practioner who re.
celves an Investigational drug for
treatment use under a treatment pro-
tocol is an “Investigator” under the
protocol and is responsible for meeting
all applicable investigator responsibil-
{tles under this part and 21 CFR Parts
50 and 56.

(b) Treatment IND submitted by li-
censed practitioner. (1) It a lcensed
medical practitioner wants to obtain
an investigational drug subject to a
controlled clinical trial for a treatment
use, the practitioner should first at-
tempt to obtain the drug from the
sponsor of the controlled trial under a
treatment protocol. If the sponsor of
the controlled clinical investigation of
the drug will not establish a treatment
protocol for the drug under paragraph
{2} of this section, the licensed medical
practitioner may seek to obtain the
drug from the sponsor and submit a
treatment IND to FDA requesting au-
thorization to use the investigational
drug for treatment use, A treatment
use under a treatment IND may begin
30 days after FDA recefves the IND or
on earlier notification by FDA that
the treatment use under the IND may
begin. A treatment IND 1is required to
contain the following:

(1) A cover sheet (Form FDA 1571)
meeting § 312.23(g)(1).

{il) Information (when not provided
by the sponsor) on the drug’s chemis-
try, manufacturing, and controls, and
prior clinical and: nonclinical experi-
ence with the drug submitted in ac-
cordance with §312.23. A sponsor of &
clinical investigation subject to an
IND who supplies an Investigational
drug to a licensed medical practitioner
for purposes of 8 separate treatment
clinical investigation shall be deemed
to suthorize the incorporation-by-ref-
erence;of the technical information
contained in the sponsor’s IND into
%1&) medical practitioner’s treatment

(iii) A statement of the steps taken
by the practitioner to obtain the drug
under a treatment protocol from the
drug sponsor,

i
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(iv) A treatment protocol containing
the same information listed In para-
graph (a)(1) of this section.

(v) A statement of the practitioner’'s
qualifications to use the investigation-
al drug for the intended treatment

use,

(vl) The practitioner’'s statement of
familiarity with informstion on the
drug’'s safety and effectiveness derived
from previous clinical and nonclinical
experience with the drug.

(vil) Agreement to report to FDA
safety informsation in accordance with
§ 312.32.

(2) A licensed practitioner who sub-
mits a treatment IND under this sec-
tion is the sponsor-investigator  for
such IND and is responsible for meet-
ing all applicable sponsor and investi-
gator responsibilities under this part
and 21 CFR Parts 60 and 656.

(Collection of informatfon requirements ap-
proved by the Office of Management and
Budget under contrel number 0910-0014)

{62 FR 10477, May 22, 1887)

§312.36 Emergency ur~ of an Investigs-
tional new drug,

Need for an investigational drug
may arise in an emergency situation
that does not allow time for submis-
slon of an IND in sccordance with
§312.23 or §312.34. In such a case,
FDA may authorize shipment of the
drug for a specified use in advance of
submission of an IND., A request for
such authorization may be transmit-
ted to FDA by telephone or other
rapid communication mesans. For in-
vestigational biological drugs, the re-
quest should be directed to the Divi-
slon of Biological Investigational New
Drugs (HFB-230), Center for Blologics
Evaluation and Research, 8800 Rock-
ville Pike, Bethesda, MD 20892, 301~
443-4864. For all other Investigational
drugs, the request for authorization
should be directed to the Document
Management and Reporting Branch
(HFD-563), Center for Drug Evaluation
and Research, 5600 Fishers Lane,
Rockville, MD 20857, 301-443-4320.
After normal working hours, eastern
standard time, the request should be
directed to the FDA Division of Emer-
gency and Epidemiological Operations,
202-857-8400.. Except-in extraordinary
circumstances, such authorization will

21 CFR Ch. 1 {4-1-92 Edition)

be conditicied on the sponsor making
an appropriate IND submission as
soon &3 practicable after receiving the
authorization.

(Collection of {nformation requirements ap-
proved by the Office of Management and
Budgst under control number 0910-0014)

(62 FR 8831, Mar, 19, 1987, as amended at

62 FR 23031, June 17, 1987; 55 FR 11579,
Mar, 29, 18801

§312.38 Withdrawal of an IND.

(2) At any time a sponsor may with-
glra.w an effective IND without preju-

ce,

(b) If an IND is withdrawn, FDA
shall be so0 notified, all clinical investi-
gations conducted under the IND shall
be ended, all current investigators no-
tified, and all stocks of the drug re-
turned to the sponsor or otherwise dis-
posed of at the request of the sponsor
in accordance with § 312.569.

{¢) If an IND is withdrawn because
of a safety resson, the sponsor shall
promptly so inform FDA, all partici-
pating investigators, and all reviewling
Institutional Review Boards, together
with the reasons for such withdrawal.

(Collection of Information requiroments ap-
proved by the Office of Management and
Budget under control number 0810-0014)

{32 FR 8831, Mar, 19, 1087, as amended at
52 FR 23031, June 17, 18871

Subpart C—Administrotive Actions

§312.40 General requirements for uz: of
an investigational new drug in a clini.
cal investigation.

(a) An investigationel new drug may
be used in a clinical investigation if
the following conditions are met:

(1) The sponsor of the investigation
submits an IND for the drug to FDA;
the IND is in effect under paragraph
(b) of this section; and the sponsor
complies with all applicable require-
ments in this part and Parts 50 and 56
with respect to the conduct of the clin-
fcal investigations; and

(2). Each particlpating investigator
conducts his or her Investigation in
compliance with the requirements of
this part and Parts 50 and 56.

(b) An IND goes into effect:

8
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(1) Thirty days after FDA receives
the IND, unless FDA notifies the
sponsor that the investigations de-
scribed in the IND are subject to a
clinical hold under § 312.42; or

(2) On earlier notification by FDA
that the clinical investigations in the
IND may begin. FDA will notify the
sponsor in writing of the date it re-
celves the IND.

(c) A sponsor may ship an investiga-
tional new drug to Investigators
named in the IND:

(1) Thirty days after FDA receives
the IND; or

(2) On earlier FDA authorization to
ship the drug.

(d) An investigator may not adminis-
ter an investigational new drug to
human subjects until the IND goes
into effect under paragraph (b) of this
section,

§312.41 Comment and advice on an IND.

(a) FDA may at any time during the
course of the investigation communi-
cate with the sponsor orally or in writ-
ing about deficlencles in the IND or
about FDA's need for more data or in-
formation,

(b) On the sponsor's rcquest, FDA
will provide advice on specific matters
relating to an IND. Examples of such
advice may include advice on the ade-
quacy of technical data to support an
{nvestigational plan, on the design of a
clinical trial, and on whether proposed
Investigations are likely to produce the
data and information that is needed to
meet requirements for a marketing ap-
plication.

(¢) Unless the communication is ac-
companied by a clinicel hold order
under §312.42, FDA communications
with a sponsor under this section are
solely advisory and do not require any
modification in the planned or ongo-
ing clinical investigations or response
to the agency.

(Collection of Information requirements ap-
proved by the Office of Mansgement and
Budget under contrel number 0910-0014)

[62 FR 8831, Mar, 19, 1887, as amended at
52 FR 23031, June 17, 1987)

§312.42 Clinical holde and requests for
modification.

(a) General. A clinical hold is an

order issued by ¥DA to the sponsor to

§ 312.42

delay & proposed clinical investigation
or to suspend an ongoing investiga-
tion. The clinical hold order may
apply to one or more of the investiga-
tions covered by an IND. When a pro-
posed study is placed on clinical hold,
subjects may not be given the investi-
gational drug. When an ongoing study
is placed on clinical hold, no new sub-
jects may be recruited to the study
and placed on the investigational drug;
patients already in the study should
be taken off therapy involving the in-
vestigational drug unless specifically
permitted by FDA in the interest of
patient safety.

(b) Grounds for imposition of clini-
cal hold—(1) Clinical hold of a Phase 1
study under an IND. FDA may place a
proposed or ongoing Phase 1 investiga-
tion on clinical hold if it finds that:

¢{) Human subjects are or would be
exposed to an unreasonable and signif-
{cant risk of {llness or injury;

(i) The clinical investigators named
in the IND are not qualified by reason
of thelr scientific tralning and experi-
ence to conduct the investigation de-
seribed in the IND;

dif)y The investigator brochure is
misleading, erroneous, or materially
incomplete; or

(iv) The IND does not contain suffi-
clent Information required under
§ 312.23 to assess the risks to subjects
of the proposed studies.

¢2) Clinical hold of a Phase 2 or 3
study under an IND. FDA may place &
proposed or ongoing Phase 2 or 3 in-
vestigation on clinical hold if it finds
that:

(1) Any of the conditions in para-
graph (b)(1)(1) through (iv) of this sec-
tion apply; or

(il) The plan or protocol for the in-
vestigation Is clearly deficlent in
design to meet its stated objectives.

(3) Clinical hold of a treatment IND
or treatment protocol.

) Proposed use. FDA may place a
proposed treatment IND or treatment
protocol on clinical hold if it is deter-
mined that:

(A) The pertinent criterla In
$312.34(b) for permitting the treat-
ment use to begin are not satisfied; or

(B) The treatment protocol or treat-
ment IND does not contain the infor-
mation required under §312.35 (a) or
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(b) to msake the specified determins-
tion under § 312.34(b).

(1) Ongoing use. FDA may place an.

ongoing treatment protocol or treat-
ment IND on clinical hold if it iz dater-
mined that:

(A) There becomes svailable s com-
parable or satisfactory salternative
drug or other therapy to treat that
stage of the disease in the intended
patient population for which the in-
vestigational drug is being used; -

(B) The Investigational drug is not
under investigation {n a controlled
clnical trial under an IND in effect
for the trial and not all controlled
clinical trisls necessary to support s
marketing application have been com-
pleted, or a clinical study under the
IND hsas been placed on clinical hold:

{C) The sponsor of the controlled
clinical trial is not pursuing marketing
approval with due diligence;

(D) 1 the treatment IND or trezc-
ment protocol is intended for & sexious
disease, there is insufficient evidence
of safety and effectiveness t~ asupport
such. use; or

(E) If the treatment -protocol or
treatment IND was bssed on an imme-
diately life-threstening disease, the
available sclentiiic evidence, takenas a
whole, fallz to provide a reasonabie
basis for concluding that the drug:

(15 May be effective for its intended
use in its Intended population; or

(2) Would not expose the patients to
whom the drug Is to be tered
to an unreasonable and significant ad-
ditional risk of {llness or injury.

(¢) Discussion af deficlency. When-
ever FDA concludes thst a deficiency
exists in a clinical investigatfon that
may be grounds for the imposition of
clinical hold FDA will, unless patients
are exposed to immediate and serious
risk, attempt to discuss and satisfacto-
rily resolve the matter with the spon-
sor before issuing the clinical hold
order.

(d) Imposition of clinical hold. The
clinical hold order msy be msade by
telephone or other means of rapld
communication or in writing. The clin-
ical hold order will identify the studies
under the IND to which the hold ap-
plies, and will briefly explain the basis
for the action. The clinical hold order
will be made by or on behalf of the Di-

21 CFR Ch. 1 (4-1-92 Edition)

vigion Director with responsibilicy for
review of the IND. As soon as passible,
and no more than 30 days aft.r impo-
sition of-the clinical hold, the Division
Director will provide the rsponsor &
written explanation of thr; basis for
the hold.

(e) Resumption of clini/al investiga-
tions. If, by the terms nf the clinical
hold order, resumption of the affected
{nvestigation {8 permitted without
prior notification hy FDA once a
stated correction or modification is
made, the investigation may proceed
a8 soon as the zorrecticn or modifica-
tion is made. in all other ceses, an in-
vestigation inay only resume after the
Divislon Director (or the Director's
designee) with responsibility for
review of the IND has notified the
sponsor that the investigation may
proceed. In these cases resumption of
the affected investigation(s) will be
authorized when the sponsor corrects
the deficiency(les) previously cited or
otherwise satisfled the sgency that
the investigation(s) can proceed. Re-
sumption of a study may he author-
ized by telephone or other means of
rapid communication. .

(1) Appeal. If the sponsor disagrees
with the reasons cited for the clinical
hold, the sponsor may request recon-
sideration of the decision in accord-
ance with § 312.48.

(g) Conversion of IND on clinical
hold to {nactive atatus. If all investiga-
tions covered by an IND remain on
clinical hold for 1 year or more, the
IND may be placed on inactive status
by FDA under § 312.45.

{52 FR 8831, Mar. 19, 1987, s amended at
52 FR 19477, May 33, 1987]

8312.44 Termination.

(a) QGeneral. This section describes
the procedures under which FDA may
terminate an IND, If an IND is termi-
nated, the sponsor shall end all clini-
cal investigations conducted under the
IND and recall or otherwise provide
for tha disposition of all unused sup-
ples of the drug. A termination action
may be based on deficlencies In the
IND or in the conduct of an investiga-
tion under an IND, Except as provided
in paragraph (d) of this section, a ter-
minsation shall be preceded by & pro-
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posal to terminate by FDA and an op-
portunity for the sponsor to respond.
FDA will, in general, only initiate an
action under this section after first at-
tempting to resolve differences infor-
mally or, when appropriate, through
the clinical hold procedures described
in § 312.42.

(b) Grounds Jfor termination—(1)
Phase 1. FDA may propose to termi-
ax:.::anlNDdurlngPha.se 1 if it finds

¢§) Human subjects woula be exposed
o an unreasonable and significant risk
of {Iness or unjury.

(il) The IND does not contain suffl-
clent informsation required under
§ 312.23 to assess the safety to subjects
of the clinical investigations.

(i) The methods, facllities, and con-
trols used for the manufacturing,
processing, and packing of the investi-
gational drug are inadequate to estab-
lish and maintain appropriate stand-
ards of identity, strength, quality, and
purity as needed for subject safety.

(iv) The clinical Investigations are
being conducted in & manner substan-
tislly different than that described in
the protocols submitted in the IND.

(v) The drug {5 being promoted or
distributed for commercial purposes
not. justified by the requirements of
the investigation or permitted by
§312.9.

(vl) The IND, or any amendment or
report to the IND, contains an untrue
statement of a material fact or omits
m:éerla.l information required by this
part.

¢vil) The sponsor Ialls promptly to
investigate and inform the Food and
Drug Administration and all investiga-
tors of serious and unexpected adverse
experlences In accordance with
§312.32 or fails to make any other
report required under this part.

(viil) The sponsor fails to submit an
accurate annual report of the investl-
gations in accordance with § 312.33.

(ix) The sponsor fails to comply with
any other applicable requirement of
this part, Part 50, or Part 56.

(x) The IND has remained on inac-
tive status for 5 years or more.

(2) Phase 2 or 3. FDA may propose
to terminate an IND during Phase 2 or
Phase 3 if FDA finds that:

§312.44

() Any of the conditions in para-
graphs (b)}1) (1) through (x) of this
section apply; or

(i) The investigational plan or
protocol(s) is not reasonable as a bona
fide sclentitic plan to determine
whether or not the drug is safe and ef-
fective for use; or

(iii) There iIs convincing evidence
thet the drug s not effective for the
purposem for which it is being investi-

gal .

(3) FDA may propose to terminate &
treatment IND if it finds that:

() Any of the conditions in para-
graphs (b)}1X{) through (x) of this
section apply; or

( Any of the conditions in
3 312.42(b)(3) apply.

(¢) Opportunity Jfor sponsor re-
sponse. (1) If FDA proposes to termi-
nate sn IND, FDA will notify the
sponsor in writing, and invite correc-
tion or explanation within a period of
30 days.

(2) On such notification, the sponsor
may provide & written explanstion or
correction or may request & confer-
ence with FDA to provide the request-
ed explanation or correction. If the
sponsor does not respond to the notifi-
cation within the allocated time, the
IND shall be terminated.

¢3) 1If the sponsor responds but FDA
does not accept the explanation or cor-
rection submitted, FDA shall inform
the sponsor in writing of the reason
for the nonacceptance and provide the
sponsor with an opportunity for a reg-
ulatory hearing before FDA under
Part 16 on the question of whether
the IND should be terminated, The
sponsor's request for a regulatory
hearing must be made within 10 days
of the sponsor's receipt of FDA's noti-
fication of nonacceptance.,

(d) I'mmediate termination of IND.
Notwithstanding  paragraphs (&)
through (c) of this section, if at any
time FDA concludes that continuation
of the investigation presents an imme-
diate and substantial danger to the
hesaith of individuals, the agency shall
fmmediately, by written notice to the
sponsor from the Director of the
Center for Drug Evaluastion and Re-
search or the Director of the Center
for Biologics Evaluation and Research,
terminate the IND. An IND so termi-
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nated s subject to reinstatement by
the Director on the basis of additional
submissions that eliminate such
danger. If an IND is terminated under
this paragraph, the agency will afford
the sponsor an opportunity for a regu-
latory hearing under Part 16 on the
question of whether the IND should
be reinstated.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
[52 FR 8831, Mar. 19, 1987, as amended at
§2 FR 23031, June 17, 1887; 55 FR 11879,
Mar. 29, 1950)

§31245 Inactive status.

(a) If no subjects are entered into
clinical studies for a period of 2 yesrs
or more under an IND, or {f all invest{-
gations under an IND remsin on clini-
cal hold for 1 year or more, the IND
may be placed by FDA on Inactive
status. This action may be taken by
FDA either on request of the sponsor
or on FDA's own initiative. If FDA
seeks to act on its own Initiative under
this section, it shall first notify the
sponsor in writing of the proposed in-
active status, Upon receipt of such no-
titication, the sponsor shall have 30
days to respond as to why the IND
should continue to remain active.

(b) If an IND {s placed on inactive
status, all investigators shall be 50 no-
tiflied and all stocks of the drug shall
be returned or otherwise disposed of
in accordance with § 312.59.

(c) A sponsor is not required to
submit annual reports to an IND on
inactive status. An inactive IND is,
however, still In effect for purposes of
the public disclosure of data and infor-
mation under § 312.130.

(d) A sponsor who intends to resume
clinical investigation under an IND
placed on inactive status shall submit
a protocol amendment under §312.30
containing the proposed general inves-
tigational plan for the coming year
and appropriate protocols. If the pro-
tocol amendment relies on informa-
tion previously submitted, the plan
shall reference such information. Ad:
ditional information supporting.the
proposed Investigation, if any, shall be
submitted in an information amend-
ment. Notwithstanding the provisions
of §312.30, clinical investigations

21 CFR Ch. | (4-1-92 Edition)

under an IND on inactive status may
only resume (1) 30 days after FDA re-
ceives the protocol amendment, unless
FDA notifies the sponsor that the in-
vestigations described in the amend-
ment are subject to a clinical hold
under §312.42, or (2) on earller notifi-
cation by FDA that the clinical inves-
tigations described in the protocol
amendment may begin.

(e) An IND that remains on inactive
status for 5 years or more may be ter-
minated under § 312.44.

(Collection of informatlon requirements ap-
proved by the Office of Management and
Budget under control number 6910-0014)

(62 FR 8831, Mar. 19, 1987, as amended at
52 FR 23031, June 17, 19871

§312.47 Mestings.

(8) General Meetings between a
sponsor and the agency are frequently
useful In resolving questions and
issues raised during the course of &
clinfeal investigation. FDA encourages
such meetings to the extent that they
ald in the evaluation of the drug and
in the solution of scientific problems
concerni:ig the drug, to the extent
that FDA's resources pzrmit. The gen-
eral principle underlying the conduct
of such meetings {8 that there should
be free, full, and open communicatfor:
about any scientific or medical ques-
tion that may arise during the clinical
investigation. These meetings shall be
conducted and documented in accord-
ance with Part 10.

(b) “End-qf-Phase 2” meetings and
meetings held before submission of ¢
markeling application. At specific
times during the drug investigation
process, meetings between FDA and a
sponsor can be especlally helpful in
minimizing wasteful expenditures of
time and money and thus in speeding
the drug development and evaluation
process. In particular, FDA has found
that meetings at the end of Phase 3 of
an investigation (end-of-Phase 2 meet-
Ings) are of considerable assistance in
planning later studies and that meet-
ings held near completion of Phase 3
and before submission of 8 marketing
applcation (“pre-NDA” meetings) are
helpful in developing methods of pres-
entation and submission of data in the
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marketing application that facllitate
review and allow timely FDA response,

(1) End-of-Phase 2 meetings—(1) Pur-
pose. The purpose of an end-of-Phase
3 meeting is to determine the safety of
proceeding to Phase 3, to evaluate the
Phase 3 plan and protocols, and to
fdentity any additional .information
n to support a marketing ap-
pll.lcatlon for the uses under investiga-
tion.

(1) Eligibility for meeting. While the
end-of-Phase 2 meeting is designed pri-
marily for IND's involving new molec-
ular entities or major new uses of mar-
keted drugs, a sponsor of any IND
may request and obtain an end-of-
Phase 2 meeting.

(i) Timing. To be most useful to
the sponsor, end-of-Phase 2 meetings
should be held before major commit-
ments of effort and resources to spe-
cific Phase 3 tests are made. The
scheduling of an end-of-Phase 2 meet-
ing is not, however, intended to delay
the transition of an investigation from
Phase 2 to Phase 3.

(iv) Advance information. At least 1
month In advance of an end-of-Phase 2
meeting, the sponsor should submit
background information on the spon-
gor’s plan for Phase 3, including sum-
maries of the Phase 1 and 2 investiga-
tions, the specific protocols for Phase
3 clinical studies, plans for any addi-

tional nonclinical studies, and, if avail- -

able, tentative labeling for the drug.
The recommended contents of such a
submissjon are described more fully in
FDA Staff Manual Guide 4850.7 that
is publicly available under FDA's
public information regulations in Part
20,

(v) Conduct of meeting. Arrange-
ments for an end-of-Phase 2 meeting
are to be made with the division In
FDA's Center for Drug Evaluation and
Research or the Center for Biologics
Evaluation and Research which is re-
sponsible for review of the IND. The
meeting will be scheduled by FDA st a
time convenient to both FDA and the
sponsor. Both the sponsor and FDA
msay bring consultants to the meeting.
The meeting should be directed pri-
marily at establishing agreement be-
tween FDA and the sponsor of the
overall plan for Phase 3 and the objec-
tives and design of particular studies.

§ 312.47

The adequacy of technical informa-
tion to support Phase 8 studies and/or
a marketing application -may also be
discussed. Agreements reached at the
meeting on these matters will be re-
corded in minutes of the conference
that will be taken by ¥DA in accord-
ance with §10.65 and provided to the
sponsor, The minutes along with any
other written material provided to the
sponsor will serve as a permanent
record of any agreements reached.
Barring a significant scientific devel-
opment that requires otherwise, stud-
fes conducied in accordance with the
agreement shall be presumed to be
sufficlent in objective and design for
the purpose of obtaining marketing
approval for the drug.

(2) “Pre-NDA” meetings. FDA has
found that delays associated with the
initial review of a marketing applica-
tion may be reduced by exchanges of
information about a proposed market-
ing application. The primary purpose
of this kind of exchange is to uncover
any major unresolved problems, to
identity those studies that the sponsor
is relying on as adequate and well-con-
trolled to establish the drug’s effec-
tiveness, to acquaint FDA reviewers
with the general information to be
submitted in the marketing applica-
tion (including technical informstion),
to discuss appropriate methods for sta-
tistical analysis of the data, and to dis-
cuss the best approach to the presen-
tation and formatting of data in the
marketing application. Arrangements
for such a meeting are to be initiated
by the sponsor with the division re-
sponsible for review of the IND. To
permit FDA to provide the sponsor
with the most useful advice on prepar-
ing & marketing application, the spon-
sor should submit to FDA's reviewing
division at least 1 month in advance of
the meeting the following informa-
tion:

(1) A brief summary of the clinical
studies to be submitted in the applica-
tion.

(i1) A proposed format for organizing
the submission, including methods for
presenting the data.

(ii{) Any other information for dis-
cussion at the meeting.
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(Collection of information requirements ap-
proved by the Office of Management and
Budget vnder control number 0910-0014)

{52 FR 8831, Mar, 19, 1987, as amended at
52 FR 23031, June 17, 1987; 58 FR 11880,

Mar, 29, 1980]

§312.48 Dispute resolution.

(a) General The Food and Drug Ad-
ministration is committed to resolving
differences between sponsors and FDA
reviewing divisions with respect to re-
quirements for IND’s as quickly and
amicably as possible through the coop-
erative exchange of information and
views.

(b) Adminisirative and p‘roceduml
issues. When administrative or proce-
dural disputes arise, the sponsor
should first attempt to resolve the
matter with the division in FDA's
Center for Drug Evaluation and Re-
search or Center for Biologics Evalua-
tion and Research which is responsible
for review of the IND, beginning with
the consumer safety officer assigned
to the application. If the dispute is not
resolved, the sponsor may raise the
matter with the person designated as
ombudsman, whose function shall be
to investigate what has happened and
to facllitate a timely and equitable res-
olution. Appropriate is.ues to raise
with the ombudsman inciude resolving
difficuities in scheduling meetings and
obtaining timely replies to inguiries,
Further detalls on this procedure are
contained in FDA Staff Manual Guide
4820.7 that is publicly available under
FDA's public information regulations
in Part 20.

(c) Scientific and medical disputes.
1) When sclentific or medical disputes
srise during the drug investigation
process, sponsors should discuss the
matter directly with the responsible
reviewing officials. If necessary, spon-
s0T3 may request a meeting with the
appropriate reviewing officlels and
management representatives in order
to seek a resolution. Requests for such
meetings shall be directed to the direc-
tor of the division in FDA’s Center for
Drug Evaluation and Reszearch or
Center for Biologics Evaluation and

Research which 1s responsible for’

review of the IND. FDA will make
every attempt to grant requests for
meetings that lnyolve important issues

21 CFR Ch. | (4-1-92 Edition)

and that can be scheduled at mutually
convenient times.

(2) The “end-of-Phase 2" and “pre-
NDA" meetings described in
§312.47(b) will also provide a timely
forum for discussing and resolving scl-
entific and medical issues on which
the sponsor disagrees with the agency.

(3) In requesting a meeting designed
to resolve a sclentific or medical dis-
pute, applicants may suggest that
FDA seek the advice of outside ex-
perts, in which case FDA may, In its
discretion, invite to the meeting one or
more of its advisory committee mem-
bers or other consultants, as designat-
ed by the agency. Applicants may rely
on, and may bring to any meeting,
their own consultants. For msajor sci-
entific and medical policy issues not
resolved by informal meetings, FDA
may refer the matter to one of its
standing advisory committees for Its
consideration and recommendations.

{52 FR 8831, Mar. 19, 1887, as amended at
55 FR 11580, Mar. 29, 1980]

Subpart D-~Responsibilities of
Sponsors and Investigators

$ 312.50 General responsibilities of spon-
sors.

Sponsors are responsibile for select-
ing qualified investigators, providing
them with the information they need
to conduct an investigation properly,
ensuring proper monitoring of the
{investigation(s), ensuring that the
investigation(s) is conducted in accord-
ance with the general investigationsl
plan and protocols contained in the
IND, maintaining an effective IND
with respect to the investigations, and
ensuring that FDA and ell participat-
ing investigators are promptly In-
formed of significant new adverse ef-
fects or risks with respect to the drug.
Additional specific responsibilities of
sponsors are described elsewhere in
this part.

831252 Transfer of obligations to & con-
tract research organization.

(a) A sponsor may transfer responsi-
bility for any or all of the obligations
set forth in this part to a contract re-
search organization. Any such transfer
shall be described in writing. If not all
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obligations are transferred, the writ-
ing {8 required to describe each of the
obligations being assumed by the con-
tract research organization. If all obli-
gations are transferred, a general
statement that all obligations have
been transferred is acceptable. Any ob-,
ligation not covered by the written de-
scription shall be deemed not to have
been transferred.

(b) A contract research organization
that assumes any obligation of a spon-
sor gshall comply with the specific reg-
ulations in this chapter applicable to
this obligation and shall be subject to
the same regulatory actlon as a spon-
sor for fallure to comply with any obli-
gation assumed under these regula-
tions, Thus, all references to ‘“spon-
sor” in this part apply to a contract re-
search organization to the extent that
it assumes one or more obligations of
the sponsor.

8312.563 Selecting Investigators and moni-
tors.

{a) Selecting tnvestigators. A sponsor
shall select only investigators qualified
by training and experience as appro-
priate experts to Investigate the drug.

(b) Control of drug. A sponsor shall
ship investigational new drugs only to
investigators participating in the In.
vestigation,

(c) Obleining information from the
investipator. Before permitting an in-
vestigator to begin participation in an
investigation, the sponsor shall obtain
the following:

(1) A signed investigator statement
(Form FDA-1572) containing:

(1) The name and address of the in-
vestigator;

(i) The name and code number, if
any, of the protocol(s) In the IND
identifying the study(ies) to be con-
ducted by the investigator; .

(i1) The name and address of any
medical school, hospital, or other re-
gearch facllity where the clinical
investigation(s) will be conducted;

(iv) The name and address ol any
clinical laboratory facilities to be used
in the study;

(v) The name and address of the
IRB that is responsible for review and
approval of the study({es);

(vl) A commitment by the investiga-
tor that he or she:

86

§ 312,53

(a) Will conduct the study(ies) in ac-
cordance with the relevant, current
protocol(s) and will only make changes
in a protocol after notifying the spon-
sor, except when necesssry to protect
the safety, the rights, or welfare of
subjects;

(b)) Will comply with all require-
ments regarding the obligations of
clinical investigators and all other per-
tinent requirements in this part;

(c) Will personally conduct or super-
vise the described Investigation(s);

(d) Will inform any patients, or any
persons used as controls, that the
drugs are being used for investigation-
al purposes and will ensure that the
requirements relating to obtaining in-
formed consent and institutional
rev{ew board review and approval are
met;

(e) Will report to the sponsor ad-
verse experiences that occur In the
course of the investigation(s) in ac-
cordance with § 312.64;

(/) Has read and understands the in-
formation in the investigator's bro-
chure, including the potential risks
and side effects of the drug; and

(g) Will ensure that all associates,
colleagues, and employees assisting in
the conduct of the study(les) are in-
formed about their obligations In
meeting the above commitments.

{vil) A commitment by the investiga-
tor that, for an investigation subject
to an institutional review requirement
under Part 58, an IRB that complies
with the requirements of that part
will be responsible for the initial and
continuing review and approval of the
clinical investigation and that the in-
vestigator will promptly report to the
IRB all changes in the research activi-
ty and all unanticipated problems in-
volving risks to human subjects or
others, and will not meke any changes
in the research without IRB approval,
except where necessary to eliminate
apparent immediate hazards to the
human subjects.

(viil) A list of the names of the su-
binvestigators (e.g., research fellows,
residents) who will be assisting the in-
vestigator in the conduct of the
investigation(s),

(2) Curriculum vitce A curriculum
vitae or other statement of qualifica-
tions of the investigator showing the
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education, training, and experience
that qualifies the investigator as mn
expert in the clinical investigation of
the drug for the use under investiga-
tion.

(3) Clinical protocol. (1) For Phase 1
{nvestigations, a general outline of the
planned investigation including the es-
timated duration of the study and the
maximum number of subjects that will
be involved.

(i) For Phase 2 or 3 investigations,
an outline of the study protocol in-
cluding an approximsation of the
number of subjects to be treated with
the drug and the number to be em-
ployed as controls, if any; the clinical
uses to be investigated; charatteristics
of subjects by age,'sex, and condition;
the kind of clinical observations and
laboratory tests to be conducted; the
estimated duration of the study; and
coples or a description of case report
forms to be used.

(d) Selecting monitors. A sponsor
shall select s monitor qualified by
training and experience to monitor
the progress of the investigation.

(Collection of informsation requirements ap-
proved by the Office of Mansgement and
Budget under control number 0910-0014)

{62 FR 8831, Mar, 19, 1987, as amended &t
52 FR 2303%, June 17, 1087}

§312.66 Informing investigators.

(a) Before the investigation begins, a
sponsor (other than a sponsor-investi-
gator) shall give each participating
clinical investigator an Investigator
brochure containing the information
described in § 312.23(a)(5).

(b) The sponsor shall, as the overall
investigation proceeds, keep each par-
ticipating investigator informed of
new observations discovered by or re-
ported to the sponsor on the drug, par-
ticularly with respect to adverse ef-
fects and safe use. Such information
may be distributed to investigators by
means of periodically revised investi-
gator brochures, reprints or published
studies, reports or letters to clinical in-
vestigators, or other sppropriate
means. Important safety information
is required to be relayed to investiga-
tors in accordance with § 312.32.

27 CFR Ch. 1 (4-1-92 Edition)

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)

{82 FR 8831, Mar, 19, 1887, a3 amended at
52 FR 23031, June 17, 1987]

§312.56 Review of ongolng investigations.

(a) The sponsor shall monitor the
progress of all clinical investigations
being conducted under its IND.

(b) A sponsor who discovers that an
investigator Is not complying with the
signed agreement (Form FDA-1572),
the general Investigational plan, or
the requirements of this part or other
applicable parts shall promptly either
secure compliance or discontinue ship-
ments of the investigational new drug
to the investigator and end the invest!-
gator's participation In the Investiga-
tion. If the investigator’s participation
in the Investigation is ended, the spon-
sor shall require that the investigator
dispose of or return the investigational
drug In accordance with the require-
ments of §312,56 and shall notify
¥FDA.

(c) The sponsor shall review and
evaluate the evidence relating to the
safety and effectiveness of the drug as
it is obtained from the investigator.
The sponsors shall make such reports
to FDA regarding information rele-
vant to the safety of the drug as are
required under §312.32. The sponsor
shall make sannual reports on the
progress of the investigation in accord-
ance with § 312.33.

(d) A sponsor who uetermines that
its investigationsal drug presents an un-
reasonable and aignificant risk to sub-
jects shall discontinue those investiga-
tions that present the risk, notify
FDA, all institutional review boards,
and all investigators who have at any
time participated in the investigation
of the discontinuance, assure the dis-
position of all stocks of the drug out-
standing as required by §312.59, and
tfurnish FDA with a full report of the
sponsor’s .actions. The sponsor shall
discontinue the investigation as soon
as possible, and in no event later than
5 working days after making the deter-
mination that-the investigation should
be discontinued. Upon request, FDA
will confer with 8 sponsor on the need
to discontinue an investigation.
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(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
(52 FR 8831, Mar, 19, 1087, as amended at
52 FR 23031, June 17, 19871

931%!57 Recordkeeping and record reten-
on.

(a) A sponsor shall maintain ade-
quate records showing the receipt,
shipment, or other disposition of the
investigational drug. These records are
required to include, as appropriate,
the name of the investigator to whom
the drug is shipped, and the date,
quantity, and batch or code mark of
each such shipment.

¢(b) A sponsor shall retain the
records and reports required by this
part for 2 years after a marketing ap-
plication is approved for the drug; or,
if an application is not approved for
the drug, until 2 years after shipment
and delivery of the drug for investiga-
tional use is discontinued and FDA
has been 50 notified.

(¢) A sponsor shall retain reserve
samples of any tast article and refer-
ence standard used in a bioequivalence
or bioavalilability study and release the
reserve samples to FDA upon request,
in accordance with, and for the period
specified in, § 320.32 of this chapter.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
(62 FR 8831, Mar. 19, 1987, as amended at
62 FR 23031, June 17, 1987; 656 FR 47038,
Nov. 8, 1880]

§312.68 Inspection of sponsor’s records
and reports.

(a) FDA inspection. A sponsor shall
upon request from any properly au-
thorized officer or employee of the
Food and Drug Administration, at rea-
sonable times, permit such officer or
employee to have access to and copy
and verify any records and reports re-
lating to a clinical investigation con-
ducted under this part. Upon written
request by FDA, the sponsor shall
submit the records or reports (or
copies of them) to FDA. The sponsor
shall discontinue shipments of the
drug to any Investigator who hsas
fafled to maintain or make available
records or reports of the investigation
as required by this part.
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(b) Controlled substances. If an in-
vestigational new drug is a substance
listed in any schedule of the Con-
trolled Substances Act (21 U.S.C. 801;
21 CFR Part 1308), records concerning
shipment, delivery, receipt, and dispo-
sition of the drug, which are required
to be kept under this part or other ap-
plicable parts of this chapter shall,
upon the request of a properly author-
ized employee of the Drug Enforce-
ment Administration of the U.S. De-
partment of Justice, be made available
by the investigator or sponsor to
whom the request {8 made, for inspec-
tlon and copying. In addition, the
sponsor shall assure that adequate
precautions are taken, including stor-
age of the investigationsal drug in a se-
curely locked, substantially construct-
ed cabinet, or other securely locked,
substantially constructed enclosure,
access to which is limited, to prevent
theft or diversion of the substance
into lllegal channels of distribution.

§312.59 Disposition of unused supply of
investigational drug.

‘The sponsor shall assure the return
of all unused supplies of the investiga-
tional drug from each individual inves-
tigator wh~se participation in the in-
vestigation is discontinued or termi-
nated. The sponsor may authorize al-
ternative disposition of unused sup-
plies of the investigational drug pro-
vided this alternative disposition does
not expose humans to risks from the
drug. The sponsor shall maintain writ-
ten, records of any disposition of the
drug In accordance with § 312.57.

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)

{62 FR 8831, Mar. 19, 1087, as amended at
52 FR 23031, June 17, 18871

831260 General responsibtlities of inves-
tigators.

An investigator is responsible for en-
suring that an investigation is con-
ducted according to the signed investi-
gator statement, the investigational
plan, and applicable regulations; for
protecting the rights, safety, and wel-
fare of subjects under the investiga-
tor’s care; and for the control of drugs
under Investigation. An investigator
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shall, in accordance with the provi-
sions of Part 50, obtain the informed
consent of each human subject to
whom the drug is administered, except
as provided in § §0.23. Addltifonal spe-
citic responsibilities of clinical invest{-
gators are set forth in this part and in
Parts 50 and 58.

8312.61 Control of the investigational
drug.

An investigator shall administer the
drug only to subjects under the inves-
tigator's personal supervision or under
the supervision of a subinvestigator re-
sponsible to the investigator. The in-
vestigator shall not supply the investi-
gational drug to any persoh not au-
thorized under this part to receive it.

§312.62 Inveatigator recordkeeping and
record retention.

(a) Disposition of drug. An investiga-
tor is required to meintsin adequate
records of the disposition of the drug,
fncluding dates, quantity, and use by
subjects. If the investigation is termi-
nated, suspended, discontinued, or
completed, the Investigator shall
return the unused supplies of the drug
to the sponsor, or otherwise provide
for disposition of the unused supplies
of the drug under § 312.59.

(b) Case histories. An investigator is
required to prepare and maintain ade-
quate and accurate case historles de-
signed to record all observations and
other data pertinent to the investiga-
tion on each individual treated with
the investigational drug or employed
us o, control in the investigation.

(c) Record retention. An investigator
shall retain records required to be
maintsined under this part for a
period of 2 years following the date a
marketing application is approved for
the drug for the indication for which
it is being investigated; or, if no appli-
cation is to be filed or if the applica-
tion is not approved for such indica.
tion, until 2 years after the investiga-
tion is discontinued and FDA is noti-
fled.

(Collection of information requirements ap-

proved by the Office of Mansgement and
Budget under control number 0910-0014)

152 FR 8831, Mar, 19, 1887, as amended at
52 FR 23031, June 17, 1987}

21 CFR Ch. 1 (4-1-92 Editlon)

§3812.64 Investigator reports.

(a) Progress reports. The investigator
shall furnish all reports to the sponsor
of the drug who i3 responsible for col-
lecting and evaluating the results ob-
tained. The sponsor is required under
§312.33 to submit annual reports to
FDA on the progress of the clinfcal in-
vestigations,

(b) Safely reports. An Investigator
shall promptly report to the sponsor
any adverse effect that may reason-
sbly be regarded as caused by, or prob-
ably caused by, the drug, If the ad-
verse effect is alarming, the Investiga-
tor shall report the adverse effect im-
mediately.

(c) Final report. An investigator
shall provide the sponsor with an ade-
quate report shortly after completion
of the {nvestigator’s participation in
the investigation.

(Collection of information requirements ap-
proved by the Offico of Management and
Budget under control number 0810-0014)
{82 FR 8831, Mar, 18, 1987, as amended at
52 FR.23031, June 17, 1987)

§3812.88 Assurance of IRB review.

An investigator shall assure that an
IRB that complies with the require-
ments set forth in Part 56 will be re-
sponsible for the inftial and continu-
ing review and approval of the pro-
posed clinical study. The Investigator
shall also assure that he or she will
promptly report to the IRB all
changes {n the research activity and
all unanticipated problems involving
risk to human subjects or others, and
that he or she will not make any
changes in the research without IRB
approval, except where necessary to
eliminate apparent immediate hazards
to human subjects.

(Collection of informatfon requirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
(52 FR 8831, Mar, 19, 1887, ss amended at
52 FR 23031, June 17, 19871

§312.68 Inspection of investigator’s
records and reports.

An investigator shall upon request
from any properly authorized officer
or employee of FDA, at reasonable
times, permit such officer or employee
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to have access to, and copy and verify
any records or reports made by the in-
vestigator pursuant to § 312.62. The in-
vestigator is not required to divulge
subject names wunless the records of
particular individuals require a more
detailed study of the cases, or unless
there is reason to belleve that the
records do not represent actual case
studies, or do not represent actual re-
sults obtained. '

631269 Hsandling of controlled sub-
stances. .

If the Investigational drug is subject
to the Controlled Substances Act, the
investigator shall take adequate pre-
cautions, Including storage of the in-.
vestigational drug in a securely locked,
substantially constructed cabinet, or
other securely locked, substantially
constructed enclosure, access to which
is limited, to prevent theft or diversion
of the substance into {llegal channels
of distribution,

§312.70 Disqualification of » clinical in.
vestigator.

(a) If FDA has information indicat-
Ing that an investigator has repeatedly
or deliberately failed to comply with
the requirements of this part, Part 50,
or Part 56, or has submitted to the
sponsor false information in any re-
quired report, the Center for Drug
Evaluation and Research or the
Center for Blologics Evaluation and
Research will furnish the investigator
written notice of the matter com-
plained of and offer the investigator
an opportunity to explain the matter
in writing, or, at the option of the in-
vestigator, in an informal conference.
If an explanation is offered but not ac-
cepted by the Center for Drug Evalua-
tion and Research or the Center for
Biologics Evaluation and Research,
the investigator will be given an op-
portunity for a regulatory hearing
under Part 16 on the question of
whether the investigator Is entitled to
receive investigational new drugs.

(b) After evaluating all available in-
formatlon, including any explanstion
presented by the investigator, if the
Commissioner determines that the in-
vestigator has repeatedly or deliber-
ately falled to comply with the re-
quirements of this part, Part 50, or

§3n2re

Part 56, or has deliberately or repeat-
edly submitted false information to
the sponsor in any required report,
the Commissioner will notify the in-
vestigator and the sponsor of any in-
vestigation in which the investigator
has been named as a participant that
the Investigator is not entitled to re-
ceive Investigationsl drugs. The notifi-
cation will provide a statement of basis
for such determination.

(¢) Each IND and each approved ap-
plication submittzd under Part 314
containing data reported by an investi-
gator who has been determined to be
ineligible to receive iInvestigational
drugs will be examined to determine
whether the investigator has submit-
ted unreliable data that are essential
to the continuation of the investiga-
tion or essential to the approval of any
marketing application.

(d) If the Commissioner determines,
after the unreliable data submitted by
the investigator are eliminated from
consideration, that the data remaining
are Inadequate to support a conclusion
that it is reasonably safe to continue
the investigation, the Commissioner
will notify the sponsor who shall have
an opportunity for a regulatory hear-
ing under Part 18. If a danger to the
public health exists, however, the
Commissioner shall terminate the IND
Immediately and notity the sponsor of
the determination. In such case, the
sponsor shall have an opportunity for
a regulatory hearing before FDA
under Part 16 on the question of
whether the IND should be reinstated.

(e) If the Commissioner determines,
after the unreliable dats submitted by
the investigator are eliminated from
consideration, that the continued ap-
proval of the drug product for which
the data were submitted cannot be jus-
tifled, the Commissioner will proceed
to withdraw approval of the drug
product in accordance with the appli-
cable provisions of the act.

(1) An investigator who has been de-
termined to be ineligible to receive in-
vestigational drugs may be reinstated
as eligible when the Commissioner de-
termines that the investigator has pre-
sented adequate assurances that the
investigator will employ Investigatioal
drugs solely in compliance with the
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provislons of this part and of Parts 50
and 56.

(Collection of informsation requirements ap-
proved by the Office of Menagement and
Budget under control number 0810-0014)

(562 FR 8831, Mar. 19, 1087, as amended at
52 FR 23031, June 17, 1987; 56 FR 11580,
Mar, 29, 19980

Subp'urf E—Drugs Intended to Treat
Life Threatening ond Severely-
debilitating liinesses *

AvUTHORITY: Secs. 501, 503, 503, 605, 508,
507, 701, 52 Stat. 1049-1053 az amended,
1055-1056 as amended, 55 Stat. 851, 89 Stat.
463 as amended (21 U.8.C. 351, 352, 353, 306,
356, 357, 3T1); sec. 351, 68 Stat. 702 aa
amended (42 U.8.C. 262); 21 CFR 5.10, 5.11.

Sourcx: 53 FR 41523, Oct. 21, 1888, unless
otherwise noted.

8381280 Purpose.

The purpose of this section is to es-
tablish procedures designed to expe-
dite the development, evaluation, and
marketing of new therapies intended
to treat persons with life-threatening
and severely-debilitating illneases, es-
pecially where no satisfactory alterna-
tive therapy exists, As stated
§ 314.105(c) of this chapter, while the
statutory standards of safety and ef-
fectiveness spply to all drugs, the
many kinds of drugs that are subject
to them, and the wide range of uses
for those drugs, demand flexibility in
applying the standards, The Food and
Drug Administration (FDA) has deter-
mined that it is appropriate to exer-
cise the broadest flexibility in apply-
ing the statutory standards, while pre-
serving appropriste guarantees for
safety and effectiveness. These proce-
dures reflect the recognition that phy-
sicians and patients are generally will-
Ing to accept greater risks or slde ef-
fects from products that treat life-
threatening and severely-debilitating
{llnesses, than they would accept from
products thsat treat less serious {llness-
es, These procedures also reflect the
recognition that the benefits of the
drug need to be evaluated in light of
the severity of the disease being treat-
ed. The procedure outlined in this sec-
tion should be interpreted consisten
with that purpose, o

21 CFR Ch. | (4-1-92 Edition)

§312.81 Scope.

\This section applies to new drug, an-
tiblotic, and biological products thsat
are being studied for their safety and
effectiveness in treating life-threaten-
ing or severely-debilitating diseases.

(a) For purposes of this section, the
term “life-threatening’” means:

(1) Diseases or conditions where the
likelihood of desth is high unless the
coursed of the disease is interrupted;
an .

(2) Diseases or conditions with po-
tentially fatal outcomes, where the
end point of clinical trial analysis is
survival,

(b) For purposes of this section, the
term ‘“‘severely debilitating” means dis-
eases or conditions that cause major
{rreversible morbidity.

(c) Sponsors are encouraged to con-
sult with ¥DA on the applicability of
these procedures to specific products.

§312.82 Early consultation.

For products intended to treat life-
threatening or severely-debilitating {l1-
nesses, sponsors may request to meet
with FDA-reviewing officials early in
the drug development process io
review and reech agreement on the
design of necessary preclinical and
clinical studies. Where appropriate,
FDA will invite to such meetings one
or more outside expert sclentific con-
sultants or advisory committee mem-
bers. To the extent FDA resources
permit, agency reviewing offictals will
honor requests for such meetings

(a) Pre-investigational new drug
(IND) meetings. Prior to the submis-
sion of the initial IND, the sponsor
ray request a meeting with FDA-re-
viewting officials. The primary purpose
of this meeting is to review and reach
agreement on the design of animal
studiea needed to initiate human test-
ing. The meeting may also provide an
opportunity for discussing the scope
and design of phase 1 testing, and the
best approach for presentation and
formatting of data in the IND.

(b) End-of-phase 1 meetings. When
dats from phase 1 clinical testing are
available, the sponsor may again re-
quest a meeting with FDA-reviewing
officials. The primary purpose of this
meeting is to review and reach agree-
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ment on the design of phase 2 con-
trolled clinical trials, with the goal
that such testing will be adequate to
provide sufficient data on the drug's
safety and effectiveness to support a
decision on its approvability for mar-
keting. The procedures outlined in
§312.477(b)1) with respect to end-of-
phase 2 conferences, including docu-
mentation of agreements reached,
would also be used for end-of-phsse 1
meetings.

§312.83 Trestment protocols.

If the preliminary analysis of phase
2 test results appears promising, FDA
may ask the sponsor to submit a treat-
ment protocol to be reviewed under
the procedures and criteria lsted in
§§ 312.34 and 312.35. Such a treatment
protocol, if requested and granted,
would normally remain in effect while
the complete data necessary for a mar-
keting application are being assembled
by the sponsor and reviewed by FDA
(unless grounds exist for clinical hold
of ongoing protocols, as provided in
§ 312.42(b)(3X(i1)).

031284 Risk-benefit analysls in review of
marketing applications for drugs to
treat life-threatening and severely-de-
bilitating illnesses.

(a) FDA’s application of the statuto-
ry standards for marketing approval
shall recognize the need for a medical
risk-benefit judgment in making the
{inal declsion on approvability. As part
of this evaluation, consistent with the
statement of purpose in § 312.80, FDA
will consider whether the benefits of
the drug outwelgh the known and po-
tential risks of the drug and the need
to answer remaining questions about
risks and benefits of the drug, taking
into consideration the severity of the
disease and the absence of satisfactory
alternative therapy.

(b) In making decisions on whether
to grant marketing approval for prod-
ucts that have been the subject of an
end-of-phase 1 meeting under § 312.82,
FDA will usually seek the advice of
outside expert scientific consultants or
advisory committees. Upon the filing
of such a marketing application under
§ 314.101 or Part 601 of this chapter,
FDA will notify the members of the
relevant standing advisory committee

§312.86

of the application’s filing and its avail-
ability for review.

(c) I FDA concludes that the data
presented are not sufficient for mar-
keting approval, FDA will issue (for a
drug) a not approvable letter pursuant
to §314.120 of this chapter, or (for a
biologic) & deficlencles letter consist-
ent with the biological product licens-
ing procedures. Such letter, in describ-
ing the detficlencies in the application,
will address why the results of the re-
search design agreed to under § 312.82,
or in subsequent meetings, have not
provided sufficlent evidence for mar-
keting approval. Such letter will also
describe any recommendstions made
by the advisory committee regarding
the application.

(d) Marketing applications submit-
ted under the procedures contained in
this section will be subject to the re-
quirements and procedures contalned
in Part 314 or Part 6§00 of this chapter,
as well as those In this subpart.

§312.85 Phase 4 studies.

Concurrent with marketing approv-
al, FDA may seek agreement from the
sponsor to conduct certain postmar-
keting (phase 4) studies to delineate
additional information about the
drug’s risks, benefits, and optimal use.
These studies could include, but would
not be limited to, studying different
doses or schedules of administration
than were used in phase 2 studies, use
of the drug in other patient popula-
tions or other stages of the disease, or
use of the drug over a longer period of
time,

8312.86 Focused FDA regulatory re-
search.

At the discretion of the agency, FDA
may undertake focused regulatory re-
search on critical rate-limiting aspects
of the preclinical, chemical/manufac-
turing, and clinicel phases of drug de-
velopment and evaluation. When initi-
ated, FDA will undertake such re-
search efforts as a means for meeting
a public health need in facilitating the
development of theraples to treat life-
threatening or severely debilitating ll-
nesses.
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§812.87 Active monitoring of conduct and
eveluation of clinical trials,

For drugs covered under this section,
the Commissioner and other sgency
officials will monitor the progress of
the conduct and evalustion of clinical
trials and be Involved in facilitating
their appropriate progress.

$312.88 Safeguards for patient safety.

All of the safeguards incorporated
within Parts 50, 56, 312, 314, and 600
of this chapter designed to ensure the
safety of clinical testing and the safety
of products “,lowing marketing ap-
proval apply to drugs covered by this
section. This includes the requlre-
ments for informed consent (Part 50
of this chapter) and Institutionsal
review boards (Part 56 of this chap-
ter). These safeguards further include
the review of animal studies prior to
initial human testing (§312.23), and
the monitoring of adverse drug experl-
ences through the requirements of
IND safety reports (§ 312.32), safety
update reports during agency review
of a marketing spplication (§ 314.50 of
this chapter), and poastmarketing ad-
verse reaction reporting (§314.80 of
this chapter).

Subpart F—pliscsllansous

§ 312.110 Import and export requirements.

() Imports. An investigational new
drug offered for import into the
United States complles with the re-
quirements of this part if it is subject
to an IND that is in effest for it under
§ 312,40 and: (1) The consignee in the
United States Is the sponsor of the
IND; (2) the consignee is a qualified
investigator named in the IND; or (3)
the consignee is the domestic agent of
a forelgn sponsor, is responsible for
the control and distribution of the In-
vestigational drug, and the IND {dent{-
fies the consignee and describes what,
if any, actions the consignee will take
with respect tn the Investigational
drug.

(b) Exports. An Investigational new
drug intended for export from the
United States complies with the re-
quirements of this part ss follows'

(1) If an IND is in effect for the
drug under §312.40 and each person

21 CFR Ch. | (4-1-92 Edition)

who recelves the drug is an investiga-
tor named in the application; or

“(2) If FDA authorizes shipment of
the drug for use in s clinical investiga-
tion, Authorizatfon may be obtained
as follows: '

({) Through submissfon to the Inter-
national Affairs Staff (HFY-50), Asso-
ciate Commissioner for Health Affairs,
Food and Drug Administration, §600
Fishers Lane, Rockville, MD 20857, of
a written request from the person that
seeks to export the drug. A request
must provide adequate information
about the drug to satisfy FDA that
the drug is appropriate for the pro-
poged investigational use in humans,
that the drug will be used for investi-
gatlonal purposes only, and that the
drug may be legally used by that con-
signee in the importing country for
the proposed investigationsl use, The
request shall specify the quantity of
the drug to be shipped per shipment
and the frequency of expected ship-
ments, If FDA suthorizes exportation
under this paragraph, the agency shall
concurrently notify the government of
the importing country of such authori-
zation.

{11) Through submission to the Inter-
national Affairs Staff (HFY-50), Asso-
clate Coramissioner for Health Affalrs,
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857, of
a formsl request from an authorized
official of the government of the coun-
try to which the drug is proposed to be
shipped. A request must specify that
the foreign government has adequate
information about the drug and the
proposed investigational use, that the
drug will be used for investigational
purposes only, and that the foreign
government is satisfied that the drug
may legally be used by the intended
consignee {n that country. Such s re-
quest shall speclfy the quantity of
drug to be shipped per shipment and
the frequency of expected shipments.

(ii1) Authorization to export an in-
vestigational drug under paragraph
(bX}2X1) or (it) of this section may be
revoked by FDA 1f the agency finds
that the conditions underlying its au-
thorization are not longer met,

(3) This paragraph applies only
where the drug i{s to be used for the
purpose of clinical investigation.
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(4) This paragraph does not apply to
the export of an antiblotic drug prod-
uct shipped in accordance with the
provisions of section 801(d) of the act.

(5) This paragraph does not apply to
the export of new drugs ({ncluding bf-
ological products) approved for export
under section 802 of the act or section
361(h)(1XA) of the Public Health

ervice Act.

(Collection of information reguirements ap-
proved by the Office of Management and
Budget under control number 0910-0014)
[52 FR 8831, Mar. 19, 1887, rs amended at
53 FR 23031, June 17, 1987]

§312.120 Foreign clinical studies not con-
ducted under an IND.

{a) Introduction. This section de-
scribes the criteria for acceptance by
FDA of foreign clinical studies not
conducted under an IND, In general,
FDA accepts such studies provided
they are well designed, well conducted,
performed by qualified investigators,
and conducted in accordance with eth-
{cal principles acceptable to the world
community. Studies meeting these cri-
terla may be utllized to support clini-
csal investigations in the United States
and/or marketing approval. Marketing
approval of & new drug or antiblotic
drug based solely on foreign clinical
data is governed by § 314.106.

(b) Data submissions. A sponsor who
wishes to rely on a foreign clinical
study to support an IND or to support
an application for marketing approval
shall submit to FDA -the following in-
formation:

(1) A description of the investiga-
tor's qualifications;

(2) A description of the research fa-
cilities;

(3) A detalled summary of the proto-
col and results of the study, and,
should FDA request, case records
maintained by the investigator or ad-
ditional background data such as hos-
pital or other institutional records;

(4) A description of the drug sub-
stance and drug product used in the
study, including a description of com-
ponents, formulstion, specifications,
and bioavailability of the specitic drug
product used in the clinical study, if
available; and

(5) If the study is Intended to sup-
port the effectiveness of a drug prod-

§312.120

uct, information showing that the
study {s adequate and well controlled
under § 314.126. .

(c) Conformance with ethical princi-
ples. (1) Foreign clinical research is re-
quired to have been conducted in ac-
cordance with the ethical principles
stated in the “Declaration of Helsink{"
(see paragraph (c)}(4) of this section)
or the laws and regulations of the
country in which the research was
conducted, whichever represents the
greater protection of the individual.

(2) For each foreign clinical study
submitted under this section, the
sponsor shall explain how the re-
search conformed to the ethical princi-
ples contained in the “Declaration of
Helsinki” or the foreign country’'s
standards, whichever were used. If the
forelgn country’s standards were used,
the sponsor shall explain in detail how
those standards differ from the “Dec-
laration of Helsinki” and how they
offer greater protection,

(3) When the research has been ap-
proved by an independent review com-
mittee, the sponsor shall submit to
FDA documentation of such review
and spproval, including the names and
qualifications of the members of the
committes, In this regard, a “review
committee” meens a committee com-
posed of scientists and, where practica-
ble, individuals who are otherwise
qualified (e.g., other health profes-
sionals or laymen). The investigator
may not vote on any aspect of the
review of his or her protocol by 2
review committee.

(4) The “Declaration of Helsink!”
states as follows:

RECOMMYNDATIORS CGUIDING PHYSICIANS IN
BIOMEDICAL RESIARCK INVOLVING HUMAN
Susyrcrs

Introduction

It iz the mission of the physician to safe-
gusrd the health of the people. His or her
knowledge and conscience are dedicated to
the fulfillment of this mission.

The Declsration of Geneva of the World
Medical Association binds the physiclan
with the words, *“The health of my patlent
will bs my first consideration,” and the
International Code of Medical Ethics de-
clares that, “A physiclan shall act only in
the patient’s interest when providing medl-
cal care which might have the effect of
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weakening the physical and mental condi-
tion of the patient.”

The purpose of biomedical rezearch in-
volving human subjects must be to improve
dlagnostie, therapeutic and prophylsctic
procedures and the understanding of the ae-
tiology and pathogeneals of dissasze.

In current medical practice most diagnos-
tic, therapeutic or prophylactic procedures
involve hazards, This applies es to
biomedical regearch,

Medical progress is based on research
which uvltimately must rest in part on ex-
perlmentation involving human subjects.

In the field of blomedical research a fun-
damental distinction must be recognized be-
tween medicsl research in which the aim is
essentially diagnostic or therspeutic for a
patlent, and medical research, the exzential
object of which is purely sclentific and with-
out implying direct diagnostic or therapeu-
tic value to the person subjected to the re-
search.

Special caution must be exerclsed In the
conduct of which may affect the
environment, and the welfare of
used for research must be respected.

Because it is casential that the results of
laboratory experiments be wapplied to
human beings to further sclentific knowl-
edge and to help suffering humanity, the
World Medical Azsociation has preparad the
following recommendations as a gulde to
every physician in biomedical research in-
volving human subjects. They should -be
kept under review in the future. It must be
stressed that the atandards ss drafted are
only a gulde to physlcianz all over the
world, Phyalclana sre not relleved from
criminal, civil and ethical responsibllities
under the laws of their own countries.

I. Basic Principles

1. Biomedical research involving human
subjects must conform to generally accepted
sclentific principles and should be based on
adequately performed luboratory and
animal experimentstion and on & thorough
knowledge of the scientific literature.

2. The design and performance of each ex-
perimental procedure involving human sub-
jects should be clearly formulated in an ex-
perimental protocol which should be trans-
mitted for conslderation, comment and
guldance to a specially appointed committee
{ndependent of the investigator and the
sponsor provided that this independent
committee is in conformity with the laws
and reguletions of the country in which the
research experiment is performed.

3, Biomedical research involving human

subjects should be conducted only by aclen~

tifically qualified persons and under the su-
pervision of & ciinically competent medical
person. The responsibility for the human
subject must always rest with & medically
qualified person and never rest on the sub-

21 CFR Ch. | (4-1-92 Edition)

ject of the research, even though the sub-
Ject has given his or her consent.

4, Blomedical research involving human
subjects cannot legitimately be carried out
unlezs the importance of the objective is in
?;otx‘;oruon to the inherent rizk to the sub-

5. Every blomedical research project In-
volving human subjects should be preceded
by careful assassment of predictable risks in
comparison with foreseeable benefits to the
subject or to others. Concern for the inter-
esta of the subject must always prevail over
the interests of sclence and soclety.

6. The right of the research subject to
safeguard his or her integrity must always
be respected. Every precaution should be
taken to respect the privacy of the subject
and to minimize the impact of the study on
the gubject’s physical and mental integrity
and on the personality of the aubject.

7. Physicians ahould abstain from engag-
ing in research projects involving human
subjects unleas they are satisfied that the
hazards involved are believed to be predict-
sble. Physicians should cease any investiga-
tion if the hazards are found to outweigh
the potential benefits.

8. In publication of the results of his or
her research, the physician is obliged to pre-
serve the sccuracy of the results. Reports of
experimentation nat in accordance with the
principles Iaid down in this Declaration
should not be acespted for publication.

9. In any research on human bsings, each
potentisl subject .must be sadequately In-
formed of the alms, methods, anticipated
benefits and potential hararda of the atudy
and the dizcomfort it may entall. He or she
should be informed thet he or she is at lib-
erty to abstain from participation in the
study and that he or she is free ‘o withdraw
his or her consent to particlpation at any
time. The physician shou'd then obtain the
subject's freely-given informed consent,
preferably in writing.

10. When obtaining informed consent for
the research project the physiclan should
be particularly cautious if the subject isin s
dependent, relationship to him or her or
may consent under duress. In that case the
informed consent should be cbtained by 8
phyaician whe is not engaged in the Investi-
gation and who is completely independent
of this official relationship,

11. In case of legal incompetence, In-
formed consent should be obtained from the
legal gunrdian In accordance with national
legislation. Where physical or mental inca-
pacity makes {t impossible to obtain in-
formed conzent, or when the subject i3 a
minor, permission from the responsible rela-
tive replaces that of the subject in accord-
ance with nationel legislation.

Whenever the minor child s in fact able
to give a consent, the minor’s consent must
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be obtained in addition to the consent of
the minor’s legal

12, The research protocol should always
contain a statement of the ethical consider-
etions involved and should indicate that the
principles enunciated in tha present Decls.
ration are complied with,

II. Medical Research Combined with
Prafessional Care (Clinical Research)

1. In the treatment of the sick person, the
physician must be {free to use & new diagnos-
tic and therapeutic measure, if in his or her
Judgment it offers hope of saving life, rees-
tablishing health or alleviating suffering.

2. The potential benefits, hazards and dis.
comfort of a new method should be weighed
against the advantages of the best current
disgnostic and therapeutic methods.

3. In any medical study, every patient—in-
cluding those of a control group, if any—
should be assured of the best proven ding-
nostic and therapeutic method,

4. The refusal of the patient to participate
In a study must never interfere with the
physician-patient relationship.

5. If the phyaician considers it essential
not to obtain informed consent, the specific
reasons for this proposal should be stated in
the experimental protocol for transmission
to the independent committee (I, 2).

6. The physician can combine medical re-
search with profeszionsl care, the objective
being the scquisition of new medical knowl.
edge, only to the extant that medical re-
search {s justitied by its potential disgnoatic
or therapeutic value for the patient,

I, Non-Ther tic Biomedical Research
Involving Human Subjects, (Non-Clinical
Biomedical Research)
1. In the purely scientitic application of

medical research carried out on a human

being, it 15 the duty of the physician to
remain the protector of the life and health
of that person on whom biomedical research

18 being carried out.

2. The subjects should be volunteers—
either heglthy perzons or patients for whom
the experimental design is not related to
the patient’s iliness,

3. The Investigator or the investigating
team should discontinue the research if in-
his/her or thelr judgment it msay, if contin-
ued, be harmful to the individual.

4. In research on man, the interest of acl-
ence and soclety should never take prece-
dence over considerations related to the
well-being of the subject.

(Collection of informstion requirements ap-

proved by the Office of Management and

Budget under control number 0010-0014)

[52 FR 8831, Mar, 19, 1087, as amended at
52 FR 23031," June 17, 1987; 56 FR 22113,
May 14, 1981]

§312.140

§312.130 Availability for public disclosure
of data and Information in an IND.

(a) The existence of an investiga-
tional new drug application will not be
disclosed by FDA unless it has previ-
ously been publicly disclosed or ac-
knowledged.

(b) The avsilability for public disclo-
sure of all data and information in an
investigational new drug application
for a new drug or antibiotic drug will
be handled in accordance with the
provisions established in § 314.430 for
the confidentiality of data and infor-
mation in applications submitted In
Part 314. The availability for public
disclosure of all data and information
in an investigational new drug applica-
tion for & biological product will be
governed by the provisions of §§ 601.50
and 601,51,

(¢) Notwithstanding the provisions
of §314.430, FDA shall disclose upon
request to an individual to whom an
investigational new drug has been
given a copy of any IND safety report
relating to the use in the individual.

{62 FR 8831, Mar. 19, 1087. Redesignated at
63 FR 415623, Oct. 21, 1988)

$312.140 Address for correspondence.

(a) Except as provided in paragraph
(b) of this section, a sponsor shall send
an initisl IND submission to the Cen-
tral Document Room, Center for Drug
Evaluation and Research, Food and
Drug Administration, Park Bldg., Rm.
214, 12420 Parklawn Dr., Rockville,
MD 20852. On recelving the IND, FDA
will inform the sponsor which one of
the divisions in the Center for Drug
Evaluation and Research or the
Center for Biologics Evaluation and
Research is responsible for the IND.
Amendments, reports, and other corre-
spondence relating to matters covered
by the IND should be directed to the
appropriate division. The outside
wrapper of each subnrission shall state
what is contained in the submission,
for example, “IND Application”, “Pro-
tocol Amendment”, etc.

(b) Applications for the products
listed below should be submitted to
the Division of Biological Investiga-
tional New Drugs (HFB-230), Center
for Blologics Evaluation and Research,
Food and Drug Administration, 8800
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Rocikville Pike, Bethesda, MD 20892,
(1) Products subject to the licensing
provisions of the Public Health Serv-
fce Act of July 1, 1944 (58 Stat, 682, as
smended (312 U.8.C. 201 et seq.)) or
subject to Part 600; (2) ingredients
packaged together with containers in-
tended for the collection, processing,
or storage of blood or blood compo-
nents; (3) urokinase products; (4)
plasma volume expunders and hydrox-
yethyl starch for leukapheresis; and
(5) coupled antibodles, i.e., products
that consist of an antibody component
coupled with s drug or radionuclide
component in which both components
provide a pharmacological effect but
the blological component determines
the site of action.

(c) All correspondence relating to bi-
ological products for buman use which
are also radicactive drugs shall be sub-
mitted to the Division of Oncology
and Radiopharmaceutical Drug Prod-
ucts (HFD-150), Center for Drug Eval-
uation and Research, Food and Drug
Administration, 5600 ¥Fishers Lane,
Rockville, MD 20857, except that ap-
plications for coupled antibodies ghall
be submitted in accordance with para-
graph (b) of this section.

(d&) AN correspondence relating to
export of an investigatfonal drug
under §312.110¢b}2) shall be submit-
ted to the International Affairs Staff
(HFY-50), Office of Health Affairs,
Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20857,

(Collection of information requirements ap-
proved by the Office of Management and
Budget under control number 0810-0014)
[52 FR 8831, Mar, 19, 1887, as amended at
52 FR 23031, June 17, 1987; 86 FR 11580,
Mar, 29, 1990]

§312.145 Guidelines.

(a) FDA has made avaflable guide-
lines under § 10.90(h) to help persons
to comply with certain requirements
of this part. :

(b) The Center for Drug Evaluation
and Research and the Center for Blo-
logics Evaluation and Research main-
tain lists of guldelines that apply to
the Centers’ regulations. The lsts
state how & person can obtain a copy
of each guldeline. A request for a copy
of the lists should be directed to the
CDER Executive Secretariat Staff

21 CFR Ch, | (4-1-92 Edition)

(HFD-8), Center for Drug Evaluation
and Research, Food and Drug Admin-
istration, 6600 Fishers Lane, Rockville,
MD 20857, for drug products, and the
Congressional, Consumer, and Inter-
national Affairs Staff (HFB-142),
Center for Blologics Evaluation and
Research, Food and Drug Administra-
tion, 8800 Rockville Pike, Bethesds,
MD 20882, for blological products.

{62 FR 8831, Mar, 19, 1987, as amended at
55 FR 11580, Mar. 29, 1880; 56 FR 37786, Jan.
31, 1991; 57 FR 10814, Mar. 31, 1892]

Subpart G—Drugs for Investigational
Use In Laboratory Resecrch Ani-
mals or In Vitro Tosis

§312.160 Drugs for investigationa! use In
Iaboratory research animals or in vitro
teats,

(8) Authorization to ship. (1X1) A
person may £hip a drug intended
golely for tests in vitro or in animals
used only for laboratory research pur-
poses If it i3 labeled as follows:

CAUTION: Contains a new drug for {nves-
tigationsl use only in laboratory research
anfmals, or for tests in vitro. Not for use in
humans,

(i) A person may ship a biological
product for investigationsl in vitro di-
agnostic use that s lsted iIn
§ 312.2(b)(2)(11) if it is labeled as fol-
lows:

CAUTION: Contains a biological product
for investigational in vitro diagnostic tests
anly.

(2) A person shipping a drug under
paragraph (a) of this section shall use
due diligence to assure that the con-
signee is regularly engaged in conduct-
ing such tests and that the shipment
of the new drug will actually be used
for tests in vitro or in animals used
only for laborstory research.

(3) A person who ships a drug under
paragraph (a) of this section shall
meintain adequate records showing
the name and post office address of
the expert to whom the drug is
shipped and the date, quantity, and
batch or code mark of each shipment
and delivery. Records of shipments
under paragraph (a)(1Xi) of this sec-
tion are to be maintained for a period
of 2 years after the shipment, Records

96

Food and Drug Administration, HHS

and reports of dats and shipments
under paragraph (aX1)(ii) of this sec-
tion are to be maintained fn accord-
ance with § 312.6(b). The person who
ships the drug shall upon request from
any properly suthorized officer or em-
ployee of the Food and Drug Adminis.
tration, at reasonable times, permit
such officer or cmployee to have
access to and copy and' verify records
required to be maintained under this
section.

(b) Termination of authorization to
ship. FDA msay terminat. authoriza-
tion to ship a drug under this section
it it finds that:

(1) The sponsor of the investigation
has failed to comply with any of the
conditions for shipment established
under this section; or

(2) The continuance of the investiga-
tion i3 unsafe or otherwise contrary to
the public Interest or the drug is used
for purposes other than bona fide sci-
entific investigation. FDA will notify
the person shipping the drug of its
finding and invite immediate correc-
tion. If correction iz not immediately
made, the person shall have an oppor-
tunity for a regulatory hearing before
FDA pursuant to Part 16.

(c) Disposition of unused drug. The
person who ships the drug under para-
graph (a) of this section shall assure
the return of all unused supplies of
the drug from individual investigators
whenever the Investigation discontin-
ues or the investigation Is terminated.
The person who ships the drug may
authorize in writing alternative dispo-
sition of unused supplies of the drug
provided this salternative disposition
does not expose humans to risks from
the drug, either directly or indirectly
(e.g., through food-producing ani-
mals). The shipper shall maintain
records of any alternative disposition.

(Collection of information requirementa ap-
proved by the Office of Mansgement and
Budget under control number 0910-0014)

{62 ¥R 8831, Mar, 19, 1987, as amended at
52 FR 23031, June 17, 1987. Redesignated at
63 FR 41523, Oct. 31, 16881
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PARY 314—APPLICATIONS FOR FDA
APPROVAL TO MARKET A NEW
DRUG OR AN ANTIBIOTIC DRUG

Subpart A—General Previsions

Bec.

314.1 Scope of this part.
314.2 Purpose.

314.3 Definitions.

Subpart B—Applications

314.&0 Content and format of an applica-

on.

314.55 Abbreviated application.

314.56 Drug products for which abbreviat-
ed applications are suitable.

314.60 Amendments to an unspproved sp-
plication.

314.65 Withdrawal by the spplicant of an
unrpproved application.

314,70 Supplements snd other changes to
an approved application.

314,71 Procedures for submission of & sup-
plement to an approved application.

314.;112 Change In ownership of an applica-

on.

314,80 Postmarketing reporting of adverse
drug experlences.

314.81 Other postmarketing reports.

314.90 Walvers.

Subpart C—FDA Actlon on Applications

314.!100 Time frames for reviewing applica-

tions,

314,101 ¥Filing an application.

314,102 Communications between FDA and
applicants.

314.103 Dispute resolution.

314.104 Drugs with potential for abuse.

314,105 Approval of an application.

314.108 Foreign data.

314.110 Approvable letter to the applicant.

314,120 Not approvable letter to the appll-

ant.
314.125 Refusal to approve an application.
314,128 Adequate and well-controlied stud-

{es.

314,150 Withdrawal of approval of an ap-
plication,

314.152 Notice of withdrawal of approval
of &n application for & new drug.

314,160 Approval of an application for
which approval was previously refused,
suspended, or withdrawn.

314,170 Adulteration and misbranding of
an approved drug.

Subpart D—Haearing Proceduras for Now Drugs

314,200 Notice of opportunity for hearing:
notice of particlpation and request for
hearing; grant or denfal of hearing.

314,201 Procedure for hearings.
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Sec.
314.235 Judiclal review.

Subpart B—Administrative Procad fer
Antibletlcs

314.300 Procedure for the iasuance, amend-
ment, or repea! of regulations.

Subpart P=-Miscallanecus Provisicns

314.410 Imports and exports of new drugs
and antibiotics.

314.420 Drug master files.

314.430 Availability for public disclosure of
data and Informstion in an application.

314.440 Addresses for applications.

314.448 Guidelines.

AvTHORITY: Secs, 201, 301, 501, 5032, 503,
506, 508, 507, 701, 708 of the Federal Food,
Drug, and Cosmetic Act (31 U.S.C, 321, 331,
351, 352, 353, 355, 368, 357, 371, 376).

Sourck: 50 FR 7493, Feb. 22, 1885, unless
otherwise noted.

Subpart A—General Provislons,

§314.1 Scope of this part.

(a) This part sets forth procedures
and requirements for the submission
to, and the review by, the Food and
Drug Administration of applications
and abbreviated applications, as well
as amendments, supplements, and
postmarketing reports to them, by
persons seeking or holding approval
from FDA of the following:

(1) An application under section 505
of the Federal Food, Drug, and Cos-
metic Act to market a new drug.

(2) An application under section §07
of the Federal Food, Drug, and Cos-
metic Act to market an antiblotic

(b) This part does not apply to druz
products subject to licensing by FD
under the Public Health Service Act
(58 Stat. 632 as amended (42 U.8.C.
201 et seq.)) and subchapter F of chap-
ter I of title 21 of the Code of Federal
Regulations.

(¢) References in this part to regula-
tions in the Code of Federal Regula-
tions are to chapter I of title 21, unless
otherwise noted.

§314.2 Purpose.

The purpose of this part i3 to estab-
lish an efficlent and thorough drug
review process in order to: (a) Faclli-
tate the approval of drugs shown to be

21 CFR Ch. i (4-1-92 Edition)

gafe and effective; and (b) ensure the
disapproval of drugs not shown to be
gsafe and effective. These nagulations
are also intended to establish an effec-
tive system for FDA’s surveillance of
marketed drugs. These regulations
shall be construed in light of these ob-
Jectives.

93143 Definitions.

(a) The d tions-and interpreta-
tions contained in section 201 of the
act apply ta.those terms when used in
this part.

(b) Thet followinz deﬂ.nmons of
terms apply to this part

4¢¢. means. the Federa.l Food, Drug,
and Ceosmetic Act (sections, 201-801, 52
Stat, 1040 et seq., as amended (21
U.8.C. 301-392)).

gpucant mesns any person who

ts an application or abbreviated
appllcstlon or an amendment or sup-
Plément to them under this part to
‘obtain Food and Drug Administration
approval of a new drug or an antibiotle
drug and any person who owns an ap-
proved application.

Application means both the appllcag
tion described under § 314.50 and th
abbreviated application under § 314.
including all amendments and supp.
ments.

Approvable letter means a written
communication to an applicant from
FDA stating that the agency will ap-
prove the application if specific addi-
tional Information or matérial is sub-
mitted or specific conditions are met.
An approvable letter does not consti-
tute approval of any part of an appli-
cation and does not permit marketing
of the drug that is the subject of the
application.

Approval letter means a written com-
municstion to an applicant from FDA
approving an application. An approval
letter permits marketing of the drug
product that is the subject of the ap-
plication.

Drug product means a finished
dosage form, for example, tablet, cap-
sule, or solution, that contains a drug
substance, generally, but not necessar-
fly, in assoclation with one or more
other ingredients.

Drug substance means an active in-
gredient that is intended to furnish

\r;_w'
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Acronyms
|

APhA

CMHS

CSAP

CSAT

DEA

DHHS

EIR

FDA

HIV

IND

1\Y

American Pharmaceutical
Association

Center for Mental Health
Services

Center for Substance Abuse
Prevention

Center for Substance Abuse
Treatment

Drug Enforcement
Administration

Department of Health and
Human Services

Establishment Inspectional
Report .

Food and Drug
Administration

Human Immunodeficiency
Virus

Investigational New Drug

Intravenous

LAAM

MTIP

NADDIS

NASADAD

NIDA

NIMH

SAMHSA

SAODAP

SAPT

SMA

Levo-alpha Acetylmethadol

Methadone Treatment
Improvement Project

Narcotics and Dangerous
Drugs Information System

National Association of
State Alcohol and Drug
Abuse Directors

National Institute on Drug
Abuse

National Institute of Mental
Health

Substance Abuse and Mental
Health Services
Administration

Special Action Office for
Drug Abuse Prevention

Substance Abuse Prevention
and Treatment

State Methadone Authority
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