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Learning Objectives
 Review FDA’s 2019 compounding policy priorities
 Discuss recent compounding policy documents issued by FDA
 Review current good manufacturing practice and FDA’s proposed
policies for compounders registered as outsourcing facilities

BACKGROUND
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Compounding – Benefits and Risks
 Compounded drugs can be important for patients whose
medical needs cannot be met by an approved drug
 Compounded drugs are not reviewed by FDA for safety,
effectiveness, or manufacturing quality before marketing
 Poor quality compounded drugs can cause serious injury or
death
 FDA seeks to preserve access to lawfully‐marketed
compounded drugs for patients who have a medical need for
them while helping to protect patients from the risks
associated with compounded drugs

Compounding Provisions of Federal Law

Compounders Under Section 503A








State‐licensed pharmacies (e.g., home infusion pharmacies), Federal facilities,
physicians
Number in the many thousands
Generally do not register with FDA
Pharmacies primarily overseen by the states
Frequency and depth of state oversight of pharmacies varies from state to state
Quality standards vary from state to state
Compounding physicians are generally not routinely overseen by any regulatory
body
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Outsourcing Facilities Under Section 503B
 Section 503B defines “outsourcing facility” as a facility that:
– Is engaged in the compounding of sterile drugs
– Has elected to register as an outsourcing facility
– Complies with all of the requirements in section 503B

 In addition, an outsourcing facility:
– Is NOT required to be a licensed pharmacy, but compounding must be by or
under the direct supervision of a licensed pharmacist
– May or may not obtain prescriptions for identified individual patients

Assessment Question
Outsourcing facilities must receive prescriptions for individual
patients before distributing compounded drug products.
True
False

2019 COMPOUNDING POLICY
PRIORITIES
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FDA Compounding Policy Goals
1.Address public health
1.Provide clarification
concerns
on the law
ACCESS
QUALITY
NECESSITY
1.Decrease regulatory
1.Clarify responsibilities
burden where possible
of FDA and the States

FDA Compounding Policy – 2019 Priorities
 Policy goals as described in FDA’s 2019 Compounding Policy Priorities
Plan:
–
–
–
–

Finalize guidance on insanitary conditions at compounding facilities
Finalize the FDA‐State MOU
Advance development of the 503A and 503B Bulks Lists
Issue a revised draft guidance regarding hospital and health system
compounding

FDA Compounding Policy – FY2019
 Issued 9 policy documents in FY2019:
– 3 final guidances
– 1 revised draft guidance
– 2 final rules
– 1 proposed rule
– 2 Federal Register notices
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503A Compounding Policy Documents – FY2019
Document Name

Date Issued

List of Bulk Drug Substances that can be used to Compound Drug
Products in Accordance with Section 503A the Federal Food, Drug, and
Cosmetic Act; Final Rule

2/15/2019

Section 503A Bulks List Final Rule Questions and Answers; Small Entity
Compliance Guide; Guidance for Industry

5/23/2019

Compliance Policy for Certain Compounding of Oral Oxitriptan (5‐HTP)
Drug Products for Patients With Tetrahydrobiopterin (BH4) Deficiency
Immediately in Effect Guidance for Industry

7/5/2019

Amendments to the List of Bulk Drug Substances That Can Be Used to
Compound Drug Products in Accordance With Section 503A of the
Federal Food, Drug, and Cosmetic Act; Proposed Rule

9/5/2019

Available at: https://www.fda.gov/drugs/human‐drug‐compounding/regulatory‐policy‐information

503A Bulks List: Rulemaking
 Final rule issued February 2019
– Established the criteria for evaluating nominated bulk drug substances for inclusion
on the 503A Bulks List
– Addressed 10 bulk drug substances nominated for inclusion on the 503A Bulks List
• 6 included
• 4 not included

 Proposed rule issued September 2019
– Addresses 31 bulk drug substances nominated for inclusion on the 503A Bulks List
• 5 proposed for inclusion
• 26 proposed to not be included

– Comments due December 4, 2019

Development of 503A Bulks List
 Section 503A conditions regarding bulk drug substances:
•
•
•
•

Comply with the standards of an applicable USP/NF monograph or
Component of an FDA approved drug or
On the “503A Bulks List”
AND other conditions, including
‒ Manufactured by a firm registered under section 510
‒ Accompanied by a valid certificate of analysis (COA)
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Development of 503A Bulks List
 FDA must develop the 503A Bulks List through regulations
and in consultation with the United States Pharmacopeial
Convention (USP) and the Pharmacy Compounding Advisory
Committee (PCAC)
 53 bulk drug substances have been presented to the PCAC

Development of 503A Bulks List
Criteria for evaluation of bulk substances for 503A list, as described
in the final rule (84 FR 4696)
1. The physical and chemical characterization of the substance,
2. Any safety issues raised by the use of the substance in compounded drug
products,
3. The available evidence of effectiveness or lack of effectiveness of a drug
product compounded with the substance, if any such evidence exists; and
4. Historical use of the substance in compounded drug products, including
information about the medical condition(s) the substance has been used to
treat and any references in peer‐reviewed medical literature.

Compliance Policy for Certain Compounding of Oral
Oxitriptan (5-HTP) Drug Products: Guidance






In the February 2019 503A Bulks List final rule, oxitriptan (also known as 5‐
hydroxytryptophan or 5‐HTP) was not included on the List
Following issuance of the final rule, FDA received communications from pharmacists and
caregivers regarding the use of oxitriptan to treat patients with tetrahydrobiopterin (BH4)
deficiency
Oxitriptan was nominated and evaluated for inclusion on the 503A Bulks List for use in the
treatment of insomnia and depression, not BH4 deficiency
None of the comments on the proposed rule identified treatment of BH4 deficiency as a
proposed use of compounded oxitriptan drug products
Guidance describes FDA's policy concerning the conditions under which the Agency does
not generally intend to take regulatory action against a licensed pharmacist in a State‐
licensed pharmacy or Federal facility or a licensed physician using the bulk drug substance
oxitriptan to compound oral drug products for patients with BH4 deficiency
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Section 503A Bulks List Final Rule Questions and
Answers: Guidance
 Guidance is intended to help small businesses better
understand and comply with the 503A Bulks List Final Rule
 Q&A format addresses topics such as:
– What active ingredients are subject to the final rule?
– Can substances that have been considered and not placed on the 503A Bulks
List through a final rule be used in compounding under 503A?
– When and how do compounders have to comply with the final rule?

503B Compounding Policy Documents – FY2019
Document Name

Date Issued

Current Good Manufacturing Practice (CGMP)—Guidance for Human
Drug Compounding Outsourcing Facilities; Revised Draft Guidance

12/10/2018

Evaluation of Bulk Drug Substances Nominated for Use in Compounding
Under Section 503B of the Federal Food, Drug, and Cosmetic Act; Final
Guidance

3/1/2019

List of Bulk Drug Substances for which there is a Clinical Need Under
Section 503B of the Federal Food, Drug, and Cosmetic Act; FRN

3/1/2019

List of Bulk Drug Substances for which there is a Clinical Need Under
Section 503B of the Federal Food, Drug, and Cosmetic Act; FRN

8/30/2019

Available at: https://www.fda.gov/drugs/human‐drug‐compounding/regulatory‐policy‐information

Development of 503B Bulks List
 Section 503B condition: the drug is compounded in an
outsourcing facility that does not compound using bulk drug
substances unless ‐‐
– the bulk drug substance appears on a list established by the Secretary
identifying bulk drug substances for which there is a clinical need, or
– the drug compounded from such bulk drug substance appears on the
drug shortage list in effect under section 506E at the time of
compounding, distribution, and dispensing
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Development of 503B Bulks List
 To establish a list of bulk drug substances for which there is a
clinical need, FDA must:
– publish a notice in the Federal Register proposing bulk drug substances
to be included on the list, including the rationale for such proposal;
– provide a period of not less than 60 calendar days for comment on the
notice; and
– publish a notice in the Federal Register designating bulk drug substances
for inclusion on the list

Identifying Bulk Drug Substances for Which
There is a Clinical Need
 Final guidance published March 2019: Evaluation of Bulk Drug
Substances Nominated for Use in Compounding Under Section 503B
 Guidance provides that the 503B Bulks List may include a bulk drug
substance if:
– There is a clinical need for an outsourcing facility to compound the drug
product, and
– The drug product must be compounded using the bulk drug substance

Identifying Bulk Drug Substances for Which
There is a Clinical Need: Two-Part Analysis
Part I – Applies to:

Part II – Applies to:

Bulk drug substances
that are components
of FDA‐approved drug
products

Bulk drug substances that are components of
FDA‐approved products for which FDA did not
make a finding against clinical need under Part I
Bulk drug substances that are not components
of FDA‐approved drug products
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Identifying Bulk Drug Substances for Which
There is a Clinical Need
Part I Analysis (bulks that are components of approved drugs)
a)

Is there a basis to conclude, for each FDA‐approved product
that includes the nominated bulk drug substance, that
i.

ii.

an attribute of the FDA‐approved drug product makes it medically
unsuitable to treat certain patients for the condition that FDA has
identified for evaluation, and
the drug product proposed to be compounded is intended to address
that attribute?

Identifying Bulk Drug Substances for Which
There is a Clinical Need
Part I Analysis (bulks that are components of approved drugs)
b)

Is there a basis to conclude that the drug product proposed to
be compounded must be produced from a bulk drug substance
rather than from an FDA‐approved drug product?

Identifying Bulk Drug Substances for Which
There is a Clinical Need
Part II Analysis ̶ Balancing Test
•
•
•
•

The physical and chemical characterization of the substance;
Any safety issues raised by the use of the substance in compounding;
The available evidence of effectiveness or lack of effectiveness of a drug
product compounded with the substance, if any such evidence exists; and
Current and historical use of the substance in compounded drug products,
including information about the medical condition(s) that the substance has
been used to treat and any references in peer‐reviewed medical literature
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March 2019 Federal Register Notice Regarding
Two Bulk Drug Substances and 503B List
 FDA does not at this time find clinical need for an outsourcing facility to use
the following bulk drug substances for compounding:
– Nicardipine hydrochloride
– Vasopressin

 The substances are components of FDA‐approved drug products
 For both substances, FDA found that there was no basis to conclude that an
attribute of the approved product made it medically unsuitable to treat
certain patients and that there was no basis to conclude that the product
needed to be compounded from a bulk drug substance rather than starting
from the approved drug product.

September 2019 Federal Register Notice Regarding
Nine Bulk Drug Substances and 503B List
 FDA identified nine bulk drug substances that it considered and
proposed not to include on the 503B Bulks List:
– Dipyridamole, ephedrine sulfate, famotidine, hydralazine hydrochloride,
methacholine chloride, sodium bicarbonate, sodium tetradecyl sulfate, trypan
blue, and vecuronium bromide

 The substances are components of FDA‐approved drug products
 Comment period closed on November 4, 2019

Collaborative Agreements
 Research collaborations to support development of the 503B Bulks List:
– University of Maryland researching use of compounded drugs containing certain
bulk drug substances historically and in current clinical practice
– Johns Hopkins University researching available information on safety,
effectiveness, and use in clinical practice of compound drugs that contain certain
bulk drug substances and that are used for patients with autism spectrum disorder

 These projects will help inform the FDA’s regulatory decision‐making
and help inform the public about the use of these substances in
compounding
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503A / 503B Compounding Policy Documents –
FY2019



Document Name

Date Issued

List of Drug Products That Have Been Withdrawn or Removed From the
Market for Reasons of Safety or Effectiveness

12/11/2018

Final rule (83 FR 63569) adds two entries to the list of drug products that have been
withdrawn or removed from the market because such drug products or components
of such drug products have been found to be unsafe or not effective (see 21 CFR
216.24):
– Bromocriptine mesylate: All drug products containing bromocriptine mesylate for
prevention of physiological lactation
– Ondansetron hydrochloride: All intravenous drug products containing greater than a 16
milligram (mg) single dose of ondansetron hydrochloride

Available at: https://www.fda.gov/drugs/human‐drug‐compounding/regulatory‐policy‐information

Policy Documents Under Consideration
 Final guidance on insanitary conditions at compounding facilities
 Final FDA‐State Memorandum of Understanding (MOU)
 Revised draft guidance regarding hospital and health system
compounding

Insanitary Conditions: Statutory Framework
 Section 501(a)(2)(A) of the Federal Food, Drug, and Cosmetic Act
(FD&C Act) provides that a drug is deemed to be adulterated if:
– It has been prepared, packed, or held under insanitary conditions whereby it
may become contaminated with filth or rendered injurious to health

 Provision applies to all drugs, regardless of where or how they are
made
 Note: Sections 503A and 503B do NOT provide an exemption from
the insanitary conditions provision in section 501(a)(2)(A)
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Insanitary Conditions: Why Is This Important?
 FDA has investigated numerous outbreaks of infections and deaths
linked to drugs produced under insanitary conditions
– 2012 fungal meningitis outbreak resulted in more than 750 illnesses and 60
deaths

 Since the outbreak, FDA has overseen more than 200 recalls
conducted by compounders, most following FDA observations of
lack of sterility assurance identified during inspections
– In many cases, compounders temporarily or permanently ceased sterile
operations

Insanitary Conditions at Compounding Facilities
 Revised Draft Guidance issued September 2018
– Includes examples of insanitary conditions that FDA has observed
• Examples applicable to the production of sterile and non‐sterile drugs

– Regarding radiopharmaceuticals:
• “FDA does not intend to object to the temporary blocking or disruption of first air in
the ISO 5 area when necessary for the safe handling of radiopharmaceuticals, such
as the placement of a shielding material for the radiopharmaceutical in the ISO 5
area.”

– Recommends actions that compounders should take to address insanitary
conditions that could cause a drug to become contaminated or rendered
injurious to health
– Describes potential regulatory action for producing drugs under insanitary
conditions

Insanitary Conditions at Compounding Facilities
 Issues raised by comments on the 2018 Revised Draft Guidance
include:
– Application of guidance policies to physician compounding
– Clarification of United States Pharmacopeia (USP) requirements with respect
to insanitary conditions policies
– Clarification of policies with respect to beta‐lactam processing

 Currently considering comments as we work to develop final
guidance on insanitary conditions at compounding facilities
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Assessment Question
Are drugs compounded in hospital pharmacies adulterated if
they are prepared, packed or held under insanitary conditions?
Yes
No
Only if the hospital pharmacy is supplying remote sites with compounded
drug products

FDA-State Memorandum of Understanding
Statutory Framework
 To qualify for the exemptions in section 503A, a drug product must be
compounded in a State:
1.

2.

That has entered into an MOU with FDA which addresses the distribution of inordinate amounts of
compounded drug products interstate and provides for appropriate investigation by a State agency of
complaints relating to compounded drug products distributed outside such State (section
503A(b)(3)(B)(i)); or
That has not entered into the MOU with FDA and the licensed pharmacist, licensed pharmacy, or
licensed physician distributes (or causes to be distributed) compounded drug products out of the State in
which they are compounded in quantities that do not exceed 5 percent of the total prescription orders
dispensed or distributed by such pharmacy or physician (section 503A(b)(3)(B)(ii)).

 Section 503A(b)(3) of the FD&C Act directs FDA to develop, in consultation with
the National Association of Boards of Pharmacy, a standard MOU for use by the
States in complying with section 503A(b)(3)(B)(i)

FDA-State Memorandum of Understanding
FDA‐State Memorandum of Understanding (MOU) provision of
section 503A is important because it can:
 Help address the logistical, regulatory, and financial challenges faced by state
regulators, such as difficulties states can face in investigating and responding
to multi‐state outbreaks associated with compounded drugs, when a
substantial proportion of a compounder’s drugs are distributed outside of a
state’s borders
 Help ensure that compounders operating under section 503A do not operate
as conventional manufacturers, making unapproved drugs and operating a
substantial proportion of their business interstate without adequate
oversight
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FDA-State Memorandum of Understanding
 1999 Draft MOU: More than 5,000 comments received
 2015 Draft MOU: More than 3,000 comments received
 2018 Revised Draft MOU: ~40 comments received
– Revisions made to the 2015 Draft MOU include:
• Changes to the provisions regarding state investigation and reporting of
complaints
• Increasing ‘inordinate amount’ threshold to 50%, and removing provision in which
State would agree to take action if threshold is reached
• Methods to identify distribution of inordinate amounts of compounded drugs
interstate
• Revised definition of “distribution” and other terms

FDA-State Memorandum of Understanding
 Issues raised by comments on 2018 Revised Draft MOU include:
– Authority of the “State” to enter into the MOU
– Definitions of “dispense” and “distribute”
– Statutory 5% limit on distribution out of state that will apply to compounders
in states that do not sign the MOU
– Resources required for states to agree to the MOU

 Currently considering comments as we work to develop final MOU

Hospital and Health System Compounding
 FDA recognizes that hospitals may need to maintain a supply of certain
compounded medicines in the hospital but outside the pharmacy, e.g., in ER
departments and OR suites, for patients who present with a critical, time‐sensitive
need for the drug.
 2016 draft guidance:
– FDA sought to address concerns that the prescription requirement could disrupt the
hospital centralized compounding model and impede patient care, while also
recognizing the risks of compounded drug products.
– Proposed policy provided that FDA does not intend to take action if a hospital pharmacy
distributes compounded drug products without first receiving a patient‐specific
prescription or order as long as certain conditions were met, including:
• Compounded drug products are distributed only to healthcare facilities that are owned and
controlled by the same entity that owns and controls the hospital pharmacy and that are
located within a 1‐mile radius of the compounding pharmacy
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Hospital and Health System Compounding
 Comments on 2016 draft guidance on Hospital and Health System
Compounding included:
– One‐mile radius limitation is not reflective of the structure of health systems
– Ability to accommodate hospital and health system compounding needs
– Disparate treatment of hospital pharmacies and stand‐alone pharmacies

 Currently considering comments as we work to develop a revised
draft guidance

Assessment Question
FDA is currently considering its policies regarding hospital and
health‐system compounding, recognizing that certain
characteristics of hospital pharmacies differentiate them from
other pharmacies and from conventional manufacturers.
True
False

Other Policy Topics:

COPIES
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Section 503A: Compounded Drugs that are “Essentially
Copies” of a Commercially Available Drug Product
Statutory Framework




One of the conditions that must be met for a compounded drug to qualify for
exemptions under section 503A is that it must be compounded by a licensed
pharmacist or licensed physician who does not compound regularly or in inordinate
amounts any drug products that are essentially copies of a commercially available
drug product.
Section 503A further provides that a compounded drug product is not essentially a
copy of a commercially available drug product if there is a change, made for an
identified individual patient, which produces for that patient a significant difference,
as determined by the prescribing practitioner, between the compounded drug and
the comparable commercially available drug product.

See FDA Final Guidance published January 2018: https://www.fda.gov/media/98973/download

Section 503A: Compounded Drugs that are “Essentially
Copies” of a Commercially Available Drug Product
FDA Final Guidance – “commercially available” and “essentially a copy”



For purposes of this guidance, a drug is “commercially available” if it is a marketed drug product. A
drug is not commercially available if it has been discontinued or if it is on FDA’s drug shortage list.
FDA intends to consider a compounded drug to be “essentially a copy” of a commercially available drug
product if:
–
–
–



It has the same active pharmaceutical ingredient(s) (API) as a commercially available drug product;
the API(s) have the same, similar (generally within 10%), or an easily substitutable dosage strength; and
the commercially available drug product can be used by the same route of administration as prescribed
for the compounded drug.

Unless a prescriber determines that there is a change, made for an identified individual patient, which
produces for that patient a significant difference from the commercially available drug product.

Section 503A: Compounded Drugs that are “Essentially
Copies” of a Commercially Available Drug Product
FDA Final Guidance – documentation of a prescriber’s determination of
significant difference




If a compounder intends to rely on a prescriber’s determination of significant difference (as
described in the previous slide) to establish that a compounded drug is not essentially a
copy of a commercially available drug product, the compounder should ensure that the
determination is documented on the prescription.
There is no particular format needed for this documentation, provided it makes clear that
the prescriber identified the change and significant difference for the patient. For example:
– “No Dye X, patient allergy”
– “Liquid form, patient can’t swallow tablet”
– “6 mg, patient needs higher dose”



However, if a prescription identifies only a patient name and drug product formulation, this
would not be sufficient to establish that the prescriber made the determination described
by section 503A.
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Section 503A: Compounded Drugs that are “Essentially
Copies” of a Commercially Available Drug Product
FDA Final Guidance – documentation of a prescriber’s determination of
significant difference


The guidance also provides that the significant benefit that the prescriber identifies
must be produced by the change the compounder will make to a commercially
available drug product (i.e., a change in drug product formulation).
– Other factors, such as a lower price, are not sufficient to establish that the compounded drug
product is not essentially a copy of the commercially available drug product.



If a prescription does not make clear that the prescriber made the determination, a
compounder can call the prescriber to confirm that such a determination has been
made, and make a note of this on the prescription.

Section 503A: Compounded Drugs that are “Essentially
Copies” of a Commercially Available Drug Product
FDA Final Guidance – “regularly or in inordinate amounts”





For a drug to be compounded in accordance with section 503A, it cannot be
essentially a copy of a commercially available drug product compounded regularly or
in inordinate amounts.
FDA’s guidance describes examples of factors that may be the basis for concluding
that a compounded drug that is essentially a copy has been compounded regularly or
in inordinate amounts. Further, the guidance provides that, to focus enforcement on
the most significant cases, FDA does not intend to take action if the compounder fills
four or fewer prescriptions per month of the relevant compounded drug products.
Note that if the prescriber has determined that there is a change between the
compounded drug and the commercially available drug that produces a significant
difference for an identified individual patient, the compounded drug is not essentially
a copy, and the “regularly or in inordinate amounts” provision does not apply.

Other Policy Topics:

COMPOUNDING RISK ALERTS
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Compounding Risk Alerts
 FDA began in 2017 to post “compounding risk alerts” to inform healthcare
practitioners of certain adverse event reports associated with
compounded drugs
– 4 published in 2018, 1 so far in 2019*

 Some FDA inspections are initiated when FDA receives adverse event
reports from healthcare practitioners, patients, and others
 FDA provides the information in the compounding risk alerts to health
care professionals to help further the goal of protecting patients from
unsafe, ineffective, and poor quality compounded drugs

*Available at: https://www.fda.gov/drugs/human‐drug‐compounding/compounding‐risk‐alerts

2019: FDA Highlights Concerns With Using Dietary
Ingredient Glutathione to Compound Sterile Injectables


Report concerning seven patients who received an injectable drug compounded with L‐
glutathione and experienced adverse events consistent with reactions patients experience
with high levels of endotoxins
– Reports included nausea, vomiting, lightheadedness, chills, body aches and in one patient low
blood pressure and difficulty breathing



FDA tested samples and found excessive levels of bacterial endotoxins



The L‐glutathione was sourced by a repackager from a foreign manufacturer who
confirmed that this product is only marketed in the U.S. for use in dietary supplements,
and that the ingredient is not intended for use in sterile drugs
– The manufacturer’s original invoice said the product was not for pharmaceutical use

See FDA alert: https://www.fda.gov/drugs/human‐drug‐compounding/fda‐highlights‐concerns‐
using‐dietary‐ingredient‐glutathione‐compound‐sterile‐injectables

2017: Eye Injections of a Compounded Drug
Linked to Vision Problems in 43 Patients


At least 43 patients received eye injections of a
drug containing triamcinolone (steroid) and
moxifloxacin (anti‐infective) compounded by a
Texas pharmacy



Patients experienced various symptoms, including
vision impairment, poor night vision, loss of color
perception, and significant reductions in best‐
corrected visual acuity and visual fields

See FDA alert: https://www.fda.gov/drugs/human‐drug‐compounding/fdas‐investigation‐
guardians‐compounded‐triamcinolone‐moxifloxacin‐drug‐product
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Other Policy Topics:

CURRENT GOOD
MANUFACTURING PRACTICE
(CGMP) FOR OUTSOURCING
FACILITIES

Outline






Importance of pharmaceutical quality
Requirements for current good manufacturing practice (CGMP)
How the guidance describes a risk‐based approach
Overview of CGMP expectations for all outsourcing facilities (OFs)
Proposed policies that vary by risk

Drug Quality and Security Act (DQSA)
 September 2012 CDC investigated a multistate outbreak of
fungal meningitis in 20 states
 Case Count: 751
 Deaths: 64

 DSCA
 Amended Section 503A of FD&C Act
 Implemented new Section 503B of FD&C Act
• Compounders can register with FDA as an OF
• Outsourcing facilities are not exempt from CGMPs
• Outsourcing facilities are inspected by FDA according to a risk‐
based schedule
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Requirements for CGMPs
Under section 501(a)(2)(B) of the FD&C Act, a drug is deemed
adulterated if:
[T]he methods used in, or the facilities or controls used for, its
manufacture, processing, packing, or holding do not conform to or are
not operated or administered in conformity with current good
manufacturing practice to assure that such drug meets the requirements
of this Act as to safety and has the identity and strength, and meets the
quality and purity characteristics, which it purports or is represented to
possess . . . . (emphasis added)

Requirements for CGMPs
Section 501 of the FD&C Act, as amended by the Food and Drug
Administration Safety and Innovation Act, states:
For purposes of paragraph (a)(2)(B), the term “current good
manufacturing practice” includes the implementation of oversight and
controls over the manufacture of drugs to ensure quality, including
managing the risk of and establishing the safety of raw materials,
materials used in the manufacturing of drugs, and finished drug
products. (emphasis added)

Requirements for CGMPs
 FDA intends to promulgate more specific CGMP regulations
for OFs
 Until these final regulations are promulgated, OFs are subject
to the CGMP requirements in parts 210 and 211
 Until regulations are promulgated, guidance provides for
conditions under which FDA generally does not intend to take
regulatory action against an OF regarding certain CGMP
requirements during this interim period
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What are CGMPs?
 Basic CGMP principles:
 Drug quality is built into the drug by paying attention to
facility design and production process
 Drug quality cannot be tested into the product
• Vast majority of all drug analytical testing is
destructive
• Quality of non‐tested units is inferred by test results,
but not confirmed
 Assume nothing about anything; verify or validate
everything

What are CGMPs?
 Current Good Manufacturing Practice (CGMP) regulations are the
main regulatory standard for ensuring quality for drug products
 CGMPs provide for systems that assure proper design, monitoring,
and control of manufacturing processes and facilities, including






establishing strong quality management systems
obtaining appropriate quality raw materials
establishing robust operating procedures
detecting and investigating product quality deviations
maintaining reliable testing laboratories

Assessment Question
 Which of the following systems are critical aspects of CGMPs to assure
proper design, monitoring, and control of manufacturing processes and
facilities?
establishing strong quality management systems
obtaining appropriate quality raw materials
establishing robust operating procedures
All of the above
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CGMP – Draft Guidance for OFs
 2014 draft guidance focused on sterility assurance of sterile drug
products and safety more generally, with respect to strength (e.g.,
subpotency, superpotency), and labeling or drug product mix‐ups
 Revised draft issued in December 2018, in part, to:
 Include considerations for non‐sterile products
 Propose policies that better reflect the size and scope of OF operations
(e.g., addressing smaller volume production)
 Help encourage additional compounders to register as outsourcing
facilities in light of the changes described above

How the Guidance Describes a Risk-Based Approach
 Retain robust production controls regardless of risk
 Higher‐risk compounding vs lower‐risk compounding
 Higher volume/product vs lower volume/product
 Sterile vs non‐sterile
 Manual manipulations vs. use of automated equipment

 Lower‐risk compounding allows for enforcement policies that:
 Reduce end‐product release testing
 Reduce stability testing and reserve sample retention

OVERVIEW OF CGMP EXPECTATIONS
FOR OUTSOURCING FACILITIES (OF)
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Quality Unit





Quality unit is responsible for… almost everything
Establishment of procedures
Release of lots
Investigations into failures/complaints

Facility Design
 Design of facility should consider the products produced
 Minimize product mix‐ups and contamination
 Enable aseptic production for sterile products
 Sterile drugs should be produced only in ISO 5 or better air quality as
determined under dynamic conditions (must be qualified)
 Designed and operated with cascading air quality
 Air cleanliness classification of the area surrounding the ISO 5 zone
should, at a minimum, meet ISO 7 standards under dynamic
conditions

Environmental Monitoring
 Frequency and methods of environmental and personnel control and
monitoring commensurate with risk to quality
 Aqueous non‐sterile drug production – temperature and humidity
monitored daily and air (viable and nonviable) and surfaces (viable
particles) should be monitored periodically
 Aseptic sterile drug production environment should be monitored at
least daily during production
 Monitoring of product residue may be necessary to ensure that cleaning
program is effective or containment is maintained
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Personnel
 People will protect the product: no exposed skin within aseptic
processing room, all outer gowning items sterile (sterile production)
 Personnel monitoring program (sterile production)
 Routine program for daily/shift monitoring of operators’ gloves and an
appropriate schedule for monitoring other critical sites of the gown
during or immediately after aseptic operations
 Establish and justify limits based on criticality of the operation
 Investigate results that exceed established levels or demonstrate
adverse trend

Equipment
 Appropriate equipment for intended use that isn't reactive,
additive, or absorptive to alter safety identity strength quality
or purity
 Keep it clean, sanitized, or sterilized to prevent contamination
of the product
 Keep it maintained
 Electronic equipment: calibrated, inspected to ensure proper
performance

Controls for containers and closures
 Ensure suitable for intended use
 Containers and closures should be appropriate so as not to
harm the product
 Product remains sterile and/or uncontaminated
 Examined upon receipt, stored under quarantine until
released
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Controls for Components
 Establish specifications
 Test all aspects of quality for each shipment of each lot or may test
identity only and rely on qualified supplier’s COA
 To be eligible for the exemptions provided in section 503B of the
FD&C Act:
 Each bulk drug substance (i.e., active pharmaceutical ingredient (API))
used in compounding must be “accompanied by a valid certificate of
analysis” (section 503B(a)(2)(D) of the FD&C Act)
 Bulk drug substance must be manufactured by an establishment that
is registered under section 510 of the FD&C Act (section 503B(a)(2)(C)
of the FD&C Act)

Controls for Components
FDA generally does not intend to take regulatory action against an OF
regarding identification or testing of each lot of a product under 21 CFR
211.84 that is to be used as a source material and is an approved human
finished drug product if all of the following conditions are met:
 Product purchased directly from manufacturer registered and listed under
section 510 of the FD&C Act and has not been repacked or otherwise
altered since initial manufacture. . .
 Label of each lot examined to verify product meets required specs before
use
 No portion of lot subject to recall for reasons that make it unsuitable for
use
 Shipment’s package integrity verified upon receipt before use

Production and Process Controls
 Ensure consistent production of a drug that meets quality
standards
 Written procedures, including any changes, for how you’re
going to make it
 Procedures followed and documented at the time of
performance through batch records. Any deviations justified.
 Validate aseptic production or terminal sterilization method,
as applicable
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Laboratory Controls
 Establish “scientifically sound” specifications, standards,
sampling plans, test procedure
 Ensure methods and equipment are suitable for intended
use and produce valid results
 Design sampling/testing procedures to ensure
components, in‐process materials, and drug products
conform to specifications
 Follow written procedures and document the results

Packaging and Labeling Controls
 Ensure protection of drug product
 Labeling controls to prevent product mix‐ups
 Adequate controls established for issuing labels
 Adequate separation between labeling and packaging operations of
different products
 Labeled finished drug product examined for accuracy before release

Release Testing
 Appropriate specifications established for each drug product
(address attributes necessary to ensure quality of finished
product)
 Finished drug products tested to determine whether they
meet final product specifications before their release for
distribution
 Quality control unit responsible for ensuring testing is
conducted and confirming product meets specifications
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Proposed Enforcement Policies
Release Testing: Non‐Sterile
 Reduced testing based on the following conditions:
 Solid dosage form (assumed low water activity)
 Low water activity
 Batch size <60 units
 Starting from FDA‐approved product
 Product tested for strength by method that is highly specific (e.g.,
high performance liquid chromatography (HPLC))

Other
Appropriate
Specificationsf

Tests for
Specified
Microorganismse

Microbial
Enumeration
(bacteria and
fungi)e

Appearance

AET/Preservativ
e Contentd

Strength

Identity

Conditions

pH

Batch Release Test
○ Test for which FDA generally does not intend to take regulatory action under the conditions
listed
● Test expected to be performed, if applicable
Content
Uniformityc

Table A. Conditions Regarding Batch
Release Tests for Non-Sterile Drug
Products

Tests are conducted according to these conditions …
1. Batch size <60 units,a if omitted tests are performed once 60 units are producedb
○
○
○
○
1a. Starting from FDA-approved product
○
○
○
●
○
○
○
○
○
1b. Starting from bulk drug substance
●
●
○
●
○
2. Batch size ≥60 units or once 60 units are producedb and considering the following characterizations of water activity:
●
●
●
●
2a. Water activity >0.6
●
●
●
●
●
●
○
○
○
2b. Water activity ≤0.6 (other than solid dosage forms)
●
●
●
●
●
○
○
○
○
2c. Solid dosage forms
●
●
●
●
●
… unless conditions 3 or 4 also apply. If so, choosing the least stringent option for each test among applicable conditions would be consistent with the
enforcement policy set forth in this appendix.
3. Product tested for strength by method that is highly specific
●
●
●
●
○
●
●
●
●
(e.g., HPLC) and uses a reference standard
4. Compounded drug product is single dilution of FDA-approved
drug product, or is made from one or more dilutions of FDAapproved drug product performed per labeling dilution
instructions and using automated equipment calibrated
immediately before and after production

○

○

●

●

●

●

●

●

●

a

Proposed Enforcement Policies
Release Testing (Non‐sterile): Example 1
If all of the following conditions apply:
 Batch size is >60 units
 Water activity is ≤0.6 (it is not a solid dosage form)
 Product is tested for strength by a method that is highly specific (e.g., high
performance liquid chromatography (HPLC)) and uses a reference
standard
Then from Table A, conditions 2b and 3 apply:
Under those conditions, FDA generally does not intend to take regulatory
action regarding batch release tests for identity, AET/preservative content,
microbial enumeration, or tests for specified microorganisms if the OF
assessed strength, content uniformity, pH, appearance, and the other
appropriate specifications for that product.
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pH

Color

Clarity

Visible
Particulates

Subvisible
Particulates

Other
Appropriate
Specificationsd

2. Batch size <60 units, if omitted tests are performed once 60 units are producedb
3. Batch <10 units compounded pursuant to prescription for single patient and label bears
BUD per Table D in Appendix B, if omitted tests are performed once 60 units are producedb

Sterility

Tests are conducted according to these conditions ...
1. Batch size ≥60 unitsa or once 60 units are producedb

Endotoxinc

Conditions

Strength

Batch Release Test
○ Test for which FDA generally does not intend to take regulatory action under the conditions listed
● Test expected to be performed

Identity

Table B. Conditions Regarding Batch Release
Tests for Sterile Drug Products

•
○

•
○

•
•

•
•

•
○

•
•

•
•

•
○

•
○

•
○

○

○

○

•

○

•

•

○

○

○

… unless conditions 4, 5, or 6 also apply. If so, choosing the least stringent option for each test among applicable conditions would be consistent with the enforcement policy set forth
in this appendix.
4. Product tested for strength (potency) by method that is highly specific (e.g., HPLC) and uses
○
•
•
•
•
•
•
•
•
•
a reference standard
5. For solutions or total parenteral nutrition (TPN) only:
- Compounded drug product is single dilution of FDA-approved drug product, or is made from
one or more dilutions of FDA-approved drug product performed per labeling dilution
instructions and using automated equipment calibrated immediately before and after
production
- OR - Bulk solution but not finished drug product is tested for identity and strength immediately
before filling into final and prelabeled drug product containers

○

○

•

•

•

•

•

•

•

•

•

•

○

•

•

•

•

•

•

•

- OR –
- Drug product is multicomponent injectable drug product (e.g., TPN product, cardioplegia
solution) compounded from APIs produced only by FDA-registered manufacturers, finished
product is compounded using automated equipment with validated software, and equipment is
calibrated immediately before and after each personnel shift
6. Product is terminally sterilized using validated sterilization cycle that uses physical,
h i l
bi l i l i di t

Stability/Expiration Dating
 Stability program to determine appropriate storage conditions
and expirations dates
 Stability testing used to ensure a drug product will retain its
quality and remain sterile, if applicable, through the labeled
expiration date

Proposed Enforcement Policies
Stability Testing
 Two approaches to establishing expiration date for label
 Use “default Beyond Use Date (BUD)”
• Tables in guidance; BUDs vary based on factors such as
storage condition, whether sterility testing conducted, risk of
microbial growth
 Conduct limited stability testing (subset of testing performed by
commercial manufacturers)
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Proposed Enforcement Policies
Stability Testing
 Approach varies based on risk of volume/product
 Based on aggregate batch size in 6‐month reporting period (5,000
units non‐sterile; 1,000 units sterile)
 Default BUD available to use, if below this batch size
 If above this batch size or a longer BUD is desired, conduct
limited stability testing

Reserve Samples (21 CFR 211.170)
 Appropriately identified reserve sample that is representative
of each lot or batch of drug product must be retained
 Stored under labeled conditions

Proposed Enforcement Policies
Reserve Samples
 Proposed enforcement policy based on level of production (high
volume/product)
 Once >10,000 units are produced of a given drug product
formulation and its container‐closure system in a 6‐month reporting
period, reserve samples are collected from production of each
subsequent 1,000 units for the remainder of the current reporting
period and for the entire subsequent 6‐month reporting period
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Proposed Enforcement Policies
Reserve Samples (continued)
 Reserve sample is retained and stored under the labeled storage
conditions and in the same immediate container‐closure system in
which the drug product is marketed or in one that has essentially
the same characteristics
 Reserve sample is held for at least 30 days following the expiration
date
 Reserve sample consists of at least the quantity of drug product
necessary for all tests required at release, except for sterility and
pyrogen testing

Assessment Question
FDA’s draft guidance includes proposed enforcement policies
regarding release testing, stability testing, and reserve
samples?
True
False

KEY TAKEAWAYS


Key Takeaway
FDA is currently considering its policies on compounding drug products in hospital and
health‐system settings.



Key Takeaway
In order to qualify for the exemptions under Section 503A, a compounder cannot compound,
regularly or in inordinate amounts, drug products that are essentially copies of a
commercially available drug product. A compounded drug product is not considered
essentially a copy if a prescriber determines that there is a change, made for an identified
individual patient, which produces for that patient a significant difference from the
commercially available drug product.



Key Takeaway
Outsourcing facilities are not exempt from current good manufacturing practice (CGMP).
FDA issued a revised draft guidance regarding CGMPs for outsourcing facilities.
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Questions?

Thank You
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