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Academic and institutional research
facilities often use controlled substances
while conducting research, including 
use in the development and analysis of
drug compounds as well as use of such
substances while conducting animal
research. In particular, controlled
substances may be used to anesthetize
animals during research, as a substrate or
other reagent in research, and generally
in clinical, analytical and animal inves-
tigations. Research institutions and
investigators are subject to federal and
state law requirements that mandate
proper maintenance, storage, use and
disposal of controlled substances.

However, university and health
system research facilities aren’t always
aware of the legal requirements concern-
ing controlled substances. Although
unclear, this lack of awareness may result
from institutional habits that have
fostered a culture that is focused on
research and scientific doctrine without
considering legal constraints that may
require changed or increased compliance
with controlled substances laws.
Additionally, some settings may not be
wholly involved with research on a regu-
lar basis, leading to a lack of recognition

of legal requirements when undertaking
research protocols.

This article is intended to alert
those using controlled substances of their
compliance obligations under federal and
state law, identify areas of vulnerability
for research institutions, and describe a
sampling of compliance objectives that
research institutions and investigators
must adhere to when maintaining, stor-
ing, using and disposing of controlled
substances for research purposes.

Federal and State
Registration Requirements

The Drug Enforcement Admin-
istration (“DEA”) regulates compliance
with and divers ion of  control led
substances pursuant to the Controlled
Substances Act. Controlled substances
include drugs that are subject to abuse or
diversion and include narcotics, stimu-
lants, depressants, hallucinogens, and
cannabis. Controlled substances are
“scheduled,” with those requiring
strictest control classified as ‘Schedule I’
and those requiring the least control
classified as ‘Schedule V.’1 As a result,
research facilities should be aware that
persons engaged in synthesis (even
temporarily), prescribing, dispensing,
distribution, administration, conducting
research or disposing of controlled
substances must register with the DEA. 

In a research setting, this typically
means that the principal investigator
using controlled substances in a research
protocol will be required to submit a
registration with the DEA in order to be
legally permitted to possess, store and
use a particular controlled substance.2

Additionally, any research involving
‘Schedule I’ substances require addi-
tional special controls that include
submission of the research protocol to

the DEA along with the required regis-
tration application.

Typically, the DEA requires sepa-
rate registration at each laboratory
where the researcher is engaged in the
dispensing and administration of
controlled substances for research
purposes. Registered researchers may
conduct only those activities with
controlled substances for only those
scheduled controlled substances autho-
rized by their DEA registration, as set
forth on the respective DEA Form 225.3

DEA Form 225 can be obtained through
the Internet.4

In addition to federal DEA regis-
tration requirements, it is also likely
that individual state registration is
required for possession, distribution
and use of controlled substances in a
research facility. This may require
registration with a local state board of
pharmacy or a separate state adminis-
trative agency, depending on what
state law requires. Typically, states
require a separate application for
controlled substances, may require an
initial on-site inspection, and may
have additional specific requirements.

Authorization To Use
Controlled Substances 
and Background Checks

Although a research facility is
subject to DEA and state law enforce-
ment, the DEA will often require a
principal investigator or supervisor of
research in which controlled substances
are used to bear full responsibility on
behalf of the research facility for compli-
ance with federal and state laws and
regulations.5 Additionally, research
settings often have controlled substances
policies and procedures with which the
principal investigator will be required to
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comply in addition to any federal or state
law requirements. To that end, research
settings will require that a principal
investigator understand all applicable
federal and state laws and regulations and
to keep all required registrations, certifi-
cates, licenses and records in force.
Additionally, the DEA will require DEA
registrants (and individuals who will
handle controlled substances in the
course of their laboratory research) to
undergo an initial background check.6

Laboratory Security
All controlled substances are

required to be kept in a locked cabinet
in a research facility. Because of the
greater potential for abuse and diver-
sion, Schedule I7 and Schedule II8

controlled substances have higher secu-
rity requirements than drugs in
Schedule III-V and are required to be
kept under a double lock system in a
safe.9 Access to keys or security devices
for locked controlled substances should
be limited to authorized personnel only,
and not left unattended or otherwise
readily available in the laboratory. While
there may be designated persons who
will be in charge of keys for the locked
controlled substances, the DEA regis-
trant is ultimately responsible for any
drug loss or diversion.10

Recordkeeping and
Inventory Compliance

The DEA requires a chain of
custody from the time a controlled
substance is received to when it is used
or disposed of.11 Periodic verification of
records and re-counting of inventory
should be done on a regular basis to
document inventory. Inventory log
books should assess the description and
quantity of controlled substances on
hand at all times.12

The DEA requires complete and
accurate records to be kept by registrants
who are storing or using controlled
substances in the research laboratory.13

This includes all procurement, dispens-
ing and inventories for a period of at
least two years. In some cases, where
state laws have been implemented to
provide additional controlled substances
requirements that are not inconsistent
with federal requirements, state laws
may require an even longer time period.
Additionally, all Schedule II records
must be maintained separate from
Schedule III-V records.14 In the case
where a principal investigator termi-
nates a research study or departs from
the research setting, all documentation
should be maintained by such individual
unless notification is made to DEA of
the name, address, and registration
number of the establishment maintain-
ing such records.15

Purchasing Controlled
Substances

Procurement of controlled substances
is normally restricted to a designated
department or individual in a research
setting, in order to identify an account-
able entity for purposes of DEA
registration. This is accomplished by
demonstrating accurate and comprehen-
sive account information along with an
authorized signature, a copy of a current
DEA license and the completion of a
triplicate order form (DEA Form 222) if
purchasing any Schedule II controlled
substances.16

DEA Form 222 must be carefully
completed with respect to quantities
and dates. No material alteration is
permitted when completing DEA Form
222 and in the case of an error, special
filing steps are required to be followed
for the voided form. All triplicate copies
must be signed by a DEA registrant and
copies should be retained for the desig-
nated time period, as required by law.17

Disposal & Destruction
The DEA requires institutions and

researchers to account for controlled
substances and keep records to demon-
strate how the controlled substances
were used.18 Additionally, disposal of
controlled substances must follow stan-
dardized procedures and may rely on
authorized “reverse distributors,”19 filing
appropriate DEA forms and promptly
reporting thefts and diversions. In the
case of large quantities, the DEA may
require on-site field investigation and
completion of required DEA forms prior
to destruction of any quantities of
controlled substances. Furthermore,
state laws may require additional proce-
dures to be in place prior to any such
disposal or destruction.20

Compliance and
Enforcement

All research facilities are subject to
unannounced DEA or state audits 
or inspection of their controlled
substances, as well as of their records
and procedures.21 The DEA has the
authority to impose criminal sanctions
and penalties for violation of the
Controlled Substances Act. These may
range from monetary penalties up to and
including imprisonment, depending on
the nature of the offense.

Compliance With Other Laws
In addition to DEA compliance,

other federal laws may impact how a
controlled substance may be stored and
used in a research setting.22 If applicable,
investigators should also be sure that
their research protocols are compliant
with other laws, such as the Animal
Welfare Act,23 as well as Food and Drug
Administration (“FDA”)24 and National
Institutes of Health regulations in
instances where animal research is being
conducted and for research involving
human subjects, respectively.25

DEA Compliance For University and Health System Research Facilities
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Special Areas of
Vulnerability for 
Research Institutions

There are several areas of particular
non-compliance concern at research
institutions, including the following:

• Orphaned products – products left
behind by departing researchers and
no longer under an appropriate 
registration or traceable to a proper
registrant.

• Visiting researchers – who bring their
own supply without appropriate loca-
tion registration.

• Synthesis of drugs – laboratory manu-
facture  o f  drugs  dur ing  and for
research purposes without recognizing
t h a t  t h e  d r u g s  a r e  c o n t r o l l e d
substances and subject to federal and
state laws (including growth of botan-
icals in botanical collections).

• Expired drugs – frequently left in a
lock up (either in original packaging
or diluted for use) and ignored for
long periods of time without proper
recordkeeping.

• Non-compliant facilities – physical
facilities that lack proper storage, proper
recordkeeping and access controls.

• Theft – loss of controlled substances
intended for research use, but diverted
due to improper storage and poor
access controls.

• Lack of written procedures – facilities
that lack proper written protocols on
how a laboratory should properly
manage controlled substances includ-
ing inventory, storage, security, use
and disposal, among other things.

• Researcher screening – ensuring that
individuals who are accessing and
using controlled substances in research
have no history of drug violations
with legal authorities.

Absence of appropriate and strin-
gent controls is an invitation to criminal
activity. On several occasions, university
research settings have been implicated

directly or indirectly due to non-
compliance with federal and state drug
enforcement laws. Such examples
include, but are not limited to:

• In 2005, a California university labo-
ratory was described as an illicit drug
manufacturing site after a California
graduate student was caught synthesiz-
ing methamphetamine, “ecstasy” and
anesthetic that was thought to be
eighty times more potent than
morphine. The graduate student was
already on probation with the legal
authorities for prior drug violations.

• In 2004, a prominent Midwest univer-
sity was the subject of a multi-agency
federal criminal investigation after
authorities uncovered the purchase of
$13,000 by the university of pre-cursor
raw material that can be used to
synthesize “ecstasy.”

• In 2001, a well-known Southwestern
university suspended one of its profes-
sors after he was arrested as a suspect
in an “ecstasy” ring. The professor
allegedly ordered the chemicals and
equipment that was to be used at the
university for the purpose of manufac-
turing “ecstasy.”

Conclusion
This article has addressed how

research institutions and investigators
are subject to federal and state law
requirements that mandate proper
maintenance, storage, use and disposal
of controlled substances. Compliance
issues that arise are unique, and have
the propensity to represent significant
risk to reputation as well as monetary
and criminal penalties.

Parties intending to possess and use
controlled substances in their research
setting should (1) have well defined
written policies covering all activities
from procurement through use and
disposal; (2) conduct training of
researchers; and (3) periodically audit
their internal compliance. Experienced
legal counsel should be sought promptly
if and when compliance issues arise.

However, an ounce of prevention is
worth the proverbial pound of cure and
maintaining compliance to prevent
problems from developing in the first
instance argues strongly for universities
or health systems to engage in early
consultation with legal experts.

Robert B. Nicholas is a partner in the
law firm of McDermott Will & Emery
LLP based in the Washington, D.C.
office. As a member of the Firm’s Health
Department and head of the Firm’s FDA
practice, he represents manufacturers and
not-for-profit institutions on biomedical
research and drug, device and food-
related regulatory and legislative matters.
A substantial part of his practice involves
developing scientific consensus to support
regulatory and legislative actions.

Mr. Nicholas also serves as head of the
Firm’s Biotechnology Practice Group,
which regularly assists with obtaining
federal and state government approvals to
test and market new products in the agri-
cultural, environmental and biomedical
fields; participates in agency rule-making
and enforcement proceedings; lobbies on
behalf of the biotechnology and affiliated
industries; obtains financing and negotiates
technology licensing and other business
deals for biotechnology companies. 

Mr. Nicholas is a frequent public speaker
and author on various biotechnology and
pharmaceutical industry issues. He has
served as vice chairman of the Special
Committee on Biotechnology of the
ABA and as an editor of the Biotechnology
Law Journal. He has served as a consultant
to, among others, the Keystone Center,
the National Academy of Sciences, the
Brookings Institution and the
Congressional Office of Technology
Assessment. He has recently been
appointed to the Food and Drug Law
Institute’s “Update” Editorial Advisor
Board for a four year term. The FDLI is
the major association of food and drug
lawyers. He may be reached at (202) 
756-8170 or rnicholas@mwe.com.

Ned Milenkovich is an associate in the
law firm of McDermott Will & Emery
LLP, based in the Firm’s Chicago office.
He is a registered pharmacist in two states
and is currently a practicing attorney with

Volume 19, Number 7, August 2007 The Health Lawyer

continued on page 20



20
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Endnotes
1 See Controlled Substances Act, 21 U.S.C. §

801 et seq. See also 21 C.F.R. § 1308. Some
states, such as Massachusetts, for example,
have introduced additional ‘Schedule’ levels
in their regulations. Massachusetts contains
an additional ‘Schedule VI’ which includes all
prescription drugs not in Schedule II-V. See
105 C.M.R. 700.002(A-F).

2 Researchers, similar to pharmacies, that store
and dispense any controlled substance must
be registered with the DEA.

3 21 C.F.R. § 1301.18 (2007).

4 http://www.deadiversion.usdoj.gov/drugreg/
reg_apps/225/225_form.htm.

5 21 C.F.R. § 1301.18 (2007).

6 21 C.F.R. §§ 1301.90, 1301.93 (2007).

7 21 C.F.R. § 1308.11 (2007). Schedule I
controlled substances are drugs or other
substances that (A) have a high potential for
abuse, (B) have no currently accepted medical
use in treatment in the United States, and
(C) for which there is a lack of accepted
safety for use under medical supervision.

8 21 C.F.R. § 1308.12 (2007). Schedule II
controlled substances are drugs or other
substances that (1) have a high potential for
abuse, (2) have a currently accepted medical
use in treatment in the United States or a
currently accepted medical use with severe
restrictions, and (3) may lead to severe
psychological or physical dependence.

9 21 C.F.R. § 1301.72 (2007).

10 21 C.F.R. § 1301.71 (2007).

11 21 C.F.R. §§ 1301.71, 1301.74 (2007).

12 21 C.F.R. § 1304.11 (2007).

13 21 C.F.R. § 1304.22 (2007).

14 21 C.F.R. § 1304.04 (2007).

15 21 C.F.R. § 1304.03 (2007).

16 21 C.F.R. § 1305.04 (2007). See, e.g.,
http://www.deadiversion.usdoj.gov/online_
forms.htm.

17 21 C.F.R. §§ 1305.11-1305.13 (2007).

18 21 C.F.R. §§ 1304.21, 1304.22 (2007).

19 A reverse distributor is an entity that is regis-
tered with the DEA and approved to destroy
controlled substances.

20 For example, in addition to any federal DEA
requirements, a state may require an on-site
visit by one of its controlled substances
inspectors to meet any state inspection
requirements.

21 Although this varies from state to state, typi-
cally a state board of pharmacy governs
controlled substances audits or inspections, to
the extent there are any. Some states,
however, have created separate drug control
divisions for this purpose. Massachusetts, for
example, regulates controlled substances regis-
trations under the Massachusetts Department
of Public Health.

22 21 C.F.R § 1307.02 (2007).

23 7 U.S.C. §§ 2131-2156. See also, FDA’s
current good laboratory practices (cGLP)
requirements, 21 C.F.R. Part 58.

24 21 C.F.R. Parts 312, 812.

25 45 C.F.R. Part 46.
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