
Controlled Substances:  Compliance 
Issues and Practices for the 

Pharmaceutical Industry

Seminar objectives include:
providing a detailed review of individual compliance issues as defined by job 
function;
providing a detailed review of corporate compliance issues as defined by 
recordkeeping;
providing examples and hands-on administrative tools for handling controlled 
substances from purchase through disposal across a variety of registrant types;
providing internal auditing tools and techniques for controlled substances 
programs and preparation for DEA audits;
providing an overview of completing forms for DEA 222, ARCOS, inventories, 
procurement quotas, continuing records, and disposal;
providing an overview of List I/ II chemicals inventory and recordkeeping 
requirements; and 
providing an in-depth review of import/ export requirements and handling IND 
materials.

Presenter
Presentation Notes
Please bear in mind that like GMPs, GLPs, GCPs, and a host of other FDA-defined regulatory guidances, one can’t know everything about the controlled substances area - even after 2 days.  Controlled substances is a very broad and complicated area.  Each situation is unique and thus, we can’t cover every situation because it would take too long.  And like FDA, different DEA field officers may handle an identical situation differently. 

The biggest problems with compliance isn’t ignorance of the regulations - it’s consensus in a large corporation as how to best implement and follow the SOPs.  Often, compliance officers and regulatory people may be at odds with manufacturing or analytical staff and management as to implementing systems that workable for all involved.

Since the area is so large, the focus of the compliance issues will be on non-practitioner registrations. 



Overview of Individual Compliance as 
Defined by Job Function

Logistics and Accountability are in incremental steps, broken out by 
job activity:

Initial Registration:  DEA Registrant or Power of Attorney (renewals only)
Ordering:  DEA Registrant or Power of Attorney
Receipt:  Shipping/ Receiving Personnel
Storage & Security:  Security System:  Design, Maintenance, and Access 
Release Testing:  Standards Room - Analytical Testing
Analysis:  Analyst - Handling and Accountability in the Lab
Distribution for Manufacturing:  Materials Management -

Movement into Manufacturing
Manufacturing:  Batch Operator - Manufacturing Processes
Recordkeeping:  QA Accountability Practices
Manufacturing Security:  DEA-Authorized Observer
Waste/ Disposal/ Destruction:  Methods and Accountability

Presenter
Presentation Notes
A key feature in the handling and movement of CS is accountability for each step.  The ‘chain of custody’ is demonstrated by documentation of quantities and/or secure storage.  A final picture of ‘cradle to grave’ accountability can be formed from documents from any lot of material received at a facility to its disposal.



Overview of Corporate Compliance as 
Defined by Recordkeeping

Corporate compliance is often evaluated against both DEA-specified 
records and adherence to SOPs for internal continuing records.

Routine Recordkeeping:  Chain of Custody, Biennial Inventory, & Audits
ARCOS Reporting:  Annual Inventory
DEA Inspections:  Procedures, Interaction, Relationships
Internal Audits and Investigations
Import/ Export - Shipping

Presenter
Presentation Notes
Every CS registrant is required to perform an inventory of all material on hand every two years (biennial), but most firms will perform this annually, if not quarterly.  The more frequent, the quicker it is to determine missing amounts and possible diversion.

ARCOS reporters are required to perform annual inventories for all ARCOS-reportable substances, but again - firms will use this year-end time for a complete inventory.

Internal audits are typically not examined by DEA.  As with FDA, internal audits must be performed by firms with no hesitancy that it will be used as ammunition against them (e.g., chilling effect).  Despite the regulatory ‘hands off’ policy about reviewing internal audit reports, most firms will destroy these records as a matter of policy.  They can become part of the documentation required under litigation.  It’s mostly for this reason that firms routinely destroy these records.



Prologue:  General Regulatory 
Requirements

Movement of CS is via a closed distribution system that regulates and 
monitors exchanges among registrants.  Registration is mandatory to 
handle CS (with few exceptions – see notes below).

Presenter
Presentation Notes
A closed distribution system means everybody is registered .... with very few exceptions.  The exceptions to this rule include the following persons:
  law enforcement officers
  civil defense officials
  agents, employees, or practitioners of narcotic treatment programs,
   interns, residents, foreign-trained MDs, Veteran’s Administration MDs, etc.
  certain military and government employees,
  practitioners working in institutions,
  agents/ employees of registrants in usual course of employment (e.g., drivers, clerks, pharmaceutical workers, etc.),
  related or affiliated persons not engaged in CS activity (e.g., stockholders),
  courier services such as postal workers or federal express delivery.
This means that you cannot ship to/ or receive from any person or firm that is not registered with DEA.  You can’t send analyst + samples to a lab that isn’t registered.  
This also impacts the return of controlled substances from patients to the company.  Companies would receive CS materials directly from patients or doctors; it was difficult to reconcile inventories for CI and CII compounds.  DEA acknowledges this situation; Part 1307.12 permits this by requiring registrants to document name, date, address, form and quantity of drug returned.
A minor variation to the theme of no registration is ‘no current registration’ or ‘no registration to allow the type or quantities’ they want.  So, you can’t send a CII to a CV lab; nor can you send 1 Kg CII to an analytical lab.  Quantities exceeding 5% of the normal consumption are an immediate flag to DEA database managers.
A personal exemption to the CSA registration is when a patient receives a prescription filled for treating an illness.

Another common compliance problem comes when clients want to transport CS samples on their person from a contract manufacturing site or analytical lab to another registered location.  With CII compounds, this becomes problematic with improperly executed DEA 222 forms.  Best scenario is to make a policy of not letting clients take personal possession of materials; need to ship directly to the registrant site.  Remember:  it’s still in you inventory until the recipient registrant site accepts shipment.  So, if a client doesn’t show up with all the material they took – it’s your inventory headache.




Prologue:  General Regulatory 
Requirements

Movement of CS is via a closed distribution system that regulates 
and monitors exchanges among registrants.
Registration is organized by both activity and schedule of CS 
material being handled.

Presenter
Presentation Notes
Separate registrations required for each location
Registrations required for separate activities:
Distribution
Dispensing of CII through CV 
Research of CII through CV
Instructional Activities with CII through CV
Manufacture
Narcotic Treatment Programs with CII through CV
Research of CI
Analytical with CI through CV
Import
Export
Compounding
Exceptions to the above are for Coincident Activities



Prologue:  General Regulatory 
Requirements

Movement of CS is via a closed distribution system that regulates 
and monitors exchanges among registrants.
Registration is organized by both activity and schedule of CS 
material being handled.
State law registration must = DEA registration for activity and 
schedules.

Presenter
Presentation Notes
Registration of controlled substances is also regulated according to each state’s regulations.  The state cannot confer greater latitude for a registrant than what is allowed under Federal law.  For instance, a state cannot allow a facility to be registered as a manufacturer of CII drug product when the DEA/ Federal registration is only for an analytical lab for CII – CV.  

Note that while the state’s regulatory authority cannot exceed the Federal statutes in granting registrations - with regard to activity and allowable schedules - the state may require stricter enforcement of certain parts – such as recordkeeping.  This often reflects individual state’s needs in maintaining control.  For instance, California is the leading exporter of methamphetamine to the world so there are a number of additional recordkeeping aspects in that state meant to curtail diversion of legitimate Rx product into illicit narcotic smuggling rings.  



Prologue:  General Regulatory 
Requirements

Movement of CS is via a closed distribution system that regulates 
and monitors exchanges among registrants.  Registration is 
mandatory to handle CS (with few exceptions).
Registration is organized by both activity and schedule of CS 
material being handled.
State law registration must = DEA registration for activity and 
schedules.
List I chemical manufacturers, distributors, importers, and 
exporters must register with DEA.  Persons/ firms engaging in 
‘regulated transactions’ with List II chemicals or ‘covered machines’ 
are subject to recordkeeping/reporting requirements.
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Presentation Notes
For List I chemicals, the CSA (Part 1309) details the registration of manufacturers, distributors, importers, and exporters (and security requirements).  Part 1310 covers recordkeeping and reports and Part 1313 covers import/ export requirements.

   List I chemicals defined in Part 1310.02(a); List II chemicals defined in Part 1310.02(b).
    Two types of registration fees for List I chemicals:  initial registration and renewal.  Two classes of activities:  (1) manufacturing for distribution, distribution (other than retail sales), importation and exportation, and (2) retail sales.  Separate registration is required for each of the four activities.
    A registered importer of List I chemicals may also distribute that specific chemical without an additional registration (roughly a coincidental activity for List I chemicals).
    Separate registration required at each place of business (distribution, import, export, etc) except:  (1) warehouses used only for storage and not as distribution points and (2) sales offices as long as no materials stored there or distributed from there.  Warehouses and common carriers don’t have to be registered, but registered person must ensure adequate security.  When more than one person uses the same warehouse, each person must be registered.
   Firms that already have DEA registrations for controlled substances generally don’t have to register separately for List I chemical activities, but must meet recordkeeping and reporting requirements noted in Parts 1310 and 1313.
   Separate registration required for drug products containing ephedrine as a single active ingredient or ephedrine in combination with other active ingredients (in therapeutically insignificant levels).  Registration is not needed for distribution of prescription products containing ephedrine.
    Registration not required for handling most FDA-approved drug products that contain List I chemicals.  Special rules apply to drug products with ephedrine, pseudoephedrine, or phenylpropanolamine (see Part 1310.01(f)(iiv)).
Note that recent regulations regarding surveillance lists have expanded the recordkeeping aspects and good faith inquiries for a number of products and apparati that were previously not included under the CSA.





Prologue:  General Regulatory 
Requirements

Movement of CS is via a closed distribution system that regulates and 
monitors exchanges among registrants. 
Registration is organized by both activity and schedule of CS material being 
handled.
State law registration must = DEA registration for activity and schedules.
List I chemical manufacturers, distributors, importers, and exporters must 
register with DEA.
Import/ export registration under DEA is in coordination with United Nations 
treaties.

US import of CI, CII, narcotic CIII or CIV not allowed if domestic 
sources available.
Re-export of CI, CII, narcotic CIII or CIV not allowed. Complicates 
international movement of materials.

Presenter
Presentation Notes
Import/ export defined in Part 1312 for controlled substances and Part 1313 for listed chemicals.  



Prologue:  General Regulatory 
Requirements

What are coincident activities?
The conduct of several related activities under a single registration.
Coincident activities are only applicable to those activities and CS 
schedules covered by the primary registrant.
Common scenario is a manufacturing registrant that also performs:

Distribution
Research
Chemical Analysis

Another scenario is an analytical registrant that also performs:
Import/ Export
Instructional Activities
Research
Distribution

Presenter
Presentation Notes
Final rule clarified in an October 24, 1995 policy statement from DEA noted what researcher registrants may perform under coincident activities.  This is detailed in the researcher registrant section of the program.  What’s apparent is that you can’t perform dosage form development and manufacturing under a researcher registration.
  
Applicable to the conduct of several related activities under a single registration.  Usually seen with a contiguous campus type operation or consolidated facility.   Does not apply to separate facilities.

Coincident activities are only applicable to those activities and CS schedules covered by the primary registrant ; not an umbrella for all other activities (e.g., analysis of a CII is not covered when manufacturer is registered for CIII - CV).



What are the schedule classifications for  
controlled substances?  How are they 
defined and used?

Classes of CS compounds are organized into five schedules -- CI , CII , 
CIII , CIV , or CV -- based on the potential for physical and psychological 
abuse/dependence versus medical usefulness.
Also noted on DEA registration forms as 1, 2N, 2, 3N, 3, 4N, 4, and 5.  
The “2N” = a non-narcotic CII ; a “2” = a narcotic CII .  Same applies for 
3N and 4N.
Schedules used by DEA for:

• registrations,
• order forms for CS, and
• manufacturing and/ or procurement quotas.

Compounds also assigned 4-digit code numbers (e.g., morphine = 9300) 
used by DEA for:

• registrations,
• order forms for CS, and
• manufacturing and/ or procurement quotas.

Office of Diversion Control (202) 307-7297 can clarify status

Presenter
Presentation Notes
Part 1308 details schedules of controlled substances.  
  An Administrative Controlled Substances Code is assigned for each controlled substance or class.  This code is required on registration forms for CI - CV, order forms for CI - CII, and quota applications.
 are required on registrations and re-registrations for manufacturers, distributors, and import/export registrants.



What compounds comprise Schedule I (CI)?

Schedule I compounds are characterized by:
high abuse potential,
no currently accepted medical use in US, and
a lack of accepted safety for use under medical supervision.

There are six categories that include:
opiates,
opium derivatives,
hallucinogens,
depressants,
stimulants, and
CS temporarily listed under the emergency scheduling provisions of 21 CFR 1308.49

Presenter
Presentation Notes
Properly registered parties may use CI substances for research purposes. 



What compounds comprise Schedule II 
(CII)?

Schedule II compounds are characterized by:
high abuse potential,
a currently accepted medical use in US or a currently accepted medical use with 
severe restrictions, and
abuse leading to severe psychological or physical dependence.

There are six categories that include:
opium and opiates, or any salt, compound, derivative, or preparation chemically 
equivalent, opium poppy, poppy straw, or poppy straw concentrate,
coca leaves, including cocaine and ecgonine,
certain depressants,
certain stimulants,
certain hallucinogenic substances, and
specifically listed immediate precursors of CS noted in Part 1308.11(g).

Presenter
Presentation Notes
Transfers between registrants made by order form (DEA 222).  CII prescriptions may only be filled once and by written authorization (FAX is OK for emergency purposes).  Some exceptions apply to use in Long-Term Chronic Care Facilities.

Dronabinol (Marinol Capsules) was approved by FDA in 1985 for treatment of nausea associated with cancer therapy.  DEA issued policy regarding illegal prescriptions for Marinol in May 13, 1986 Federal Register notice.  Registrants found abusing the proper dispensing rules would have registration revoked and subject to criminal prosecution.



What compounds comprise Schedule III 
(CIII)?

Schedule III compounds are characterized by:
less abuse potential than CI or CII ,

currently accepted medical use in US, and
abuse may lead to moderate or low physical dependence or high psychological 
dependence.

There are five categories that include:
certain stimulants,
certain depressants,
nalorphine,
narcotic drugs in limited quantity, as listed in 1308.13(d), and
anabolic steroids.

Drug Abuse Control Amendments of 1965 placed previously exempt 
amphetamines under CIII; most were already under CII

Anabolic Steroids Control Act of 1990 added steroids to CIII ; no 
production limits on steroids with low abuse potential or animal use

Presenter
Presentation Notes
Drug Abuse Control Amendments preceded the CSA and amphetamines were exempt.  The CSA also maintained this exemption for amphetamines, but in 1971 they were placed in CIII schedule.

Anabolic steroids subject to CIII schedule but there are a number of exempt preparations based on drug concentration, preparation, mixture, or delivery systems that minimize abuse potential.  The CSA definition specifically excludes steroid drugs approved for use as implants in livestock and other animals.  However, exclusion applies to finished dosage units - not raw materials.



What compounds comprise Schedule IV 
(CIV)?

Schedule IV are characterized by:
low abuse potential relative to CIII,

currently accepted medical use in US, and
abuse may lead to limited physical dependence or psychological dependence, 
relative to CIII

There are five categories that include:
certain narcotic preparations in limited amounts,
certain depressants, including minor tranquilizers,
fenfluramine,
certain stimulants, and
pentazocine.



What compounds comprise Schedule V 
(CV)?

Schedule V compounds are characterized by:
low abuse potential relative to CIV,

currently accepted medical use in US, and
abuse may lead to limited physical dependence or psychological dependence, 
relative to CIV.

Three categories include:
buprenorphine (narcotic),
codeine cough preparations or other narcotic cough preparations in limited 
amounts, and
pyrovalerone (stimulants).



Are there any pharmaceuticals that 
contain CS compounds but are exempt 
from the CSA?

Exempt Chemical Preparations are exempt from most CSA controls, but 
only after DEA approval.
Intended for laboratory, industrial, educational, or special research 
purposes and not for general administration to humans or animals.
Two sets of criteria apply to exempt chemical preparations:

narcotic preparations must contain an adulterating or denaturing agent (e.g., uric acid 
or radioisotopes), be formulated to reduce abuse, be formulated so the narcotics are 
not easily extracted
non-narcotic preparations must be packaged to minimize abuse and contain an 
adulterating or denaturing agent (e.g., rubbing alcohol).

Federal Register notice is followed by public comment period.
Exempt status means only manufacturers required to comply with CSA 
recordkeeping, reporting, labelling, etc.; these have been modified too:

registration and security
labelling
records and reports

Presenter
Presentation Notes
Certain non-narcotic OTC drug products may be excluded from any schedule and all CSA control.  Evaluation is on a case-by-case basis but typically granted for small quantities of drug substance in OTC product.  Product excluded under 1308.21 is no longer a controlled substance and not subject to any CSA provisions. 

Exempt preparations detailed under 1308.23.  DEA no longer publishes list of exempt preparations; copies can be obtained from DEA.  Impact of exempt preparation is that only the manufacturer needs to comply with recordkeeping, labelling, and other aspects of the CSA.  See Parts 1308.23 and 1308.24(j) and 1308.24(i) for details.  Registration and security of manufacturers must comply with Part 1301.71-1301.74 until product achieves exempt form/ preparation.  Distributors, importers, and exporters of products u under 1308.24 are required to register with DEA.  Special labelling applies; the CS symbol is not required.  Records and reports of manufacturer is per 1304, but importers/ exporters must submit semi-annual reports to DEA of CS quantities in exempt products.

Anabolic steroid implant products for veterinary use are excluded from CSA regulations (Part 1308.25).

Exempted prescription products in Part 1308.32 are controlled, but certain regulations do not apply such as registration and security, records and reports, order forms, labelling, and packaging.

Exempt anabolic steroid products may be determined via Part 1308.33 procedures for products that don’t have significant abuse potential; granted exemptions from registration and security requirements of relevant sections of Part 1301.



What are the major sections of the 
Controlled Substances Act?

Part 1301:  Definitions, Registration, & Security
Part 1302:  Labelling & Packaging Requirements
Part 1303:  Quotas
Part 1304:  Records and Reports of Registrants
Part 1305:  Order Forms (CI & CII)
Part 1306:  Prescriptions
Part 1307:  Miscellaneous (e.g., disposal)
Part 1308:  Schedules of Controlled Substances
Part 1309:  Registration of Manufacturers, Distributors, Importers, 
and Exporters of List I Chemicals
Part 1310:  Records and Reports of Listed Chemicals and Certain 
Machines
Part 1312:  Importation and Exportation of Controlled Substances
Part 1313:  Importation and Exportation of Listed Chemicals
Part 1316:  Administrative Functions, Practices, and Procedures
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