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October 11, 2016 

 

Robert M. Califf, M.D. 

Commissioner 

Food and Drug Administration 

Department of Health and Human Services  

WO 2200  

10903 New Hampshire Avenue  

Silver Spring, MD 20993-0002 

 

Janet Woodcock, M.D. 

Director 

Center for Drug Evaluation and Research 

Food and Drug Administration 

Department of Health and Human Services 

WO51/Room 6133 

10903 New Hampshire Avenue 

Silver Spring, MD 20993-0002 

 

Division of Dockets Management (HFA-305) 

Food and Drug Administration 

5630 Fishers Lane, Room 1061 

Rockville, MD 20852 

 

Re: Compounded Drug Products That Are Essentially Copies of a Commercially Available 

Drug Product Under Section 503A of the Federal Food, Drug, and Cosmetic Act: Draft 

Guidance for Industry (Docket No. FDA–2016–D–1309) 

 

Dear Drs. Califf and Woodcock: 

 

Public Citizen, a consumer advocacy organization with more than 400,000 members and 

supporters nationwide, submits these comments regarding the Food and Drug Administration’s 

(FDA’s) draft guidance document on compounded drug products that are essentially copies of a 

commercially available drug product under section 503A of the Federal Food, Drug, and 

Cosmetic Act (FDCA). 

 

The draft guidance document explains the FDA’s policies regarding the following condition 

under section 503A(b)(1)(D) that must be met for a compounded drug product to qualify for the 

exemptions under section 503A of the FDCA:  
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The drug must be compounded by a licensed pharmacist or a licensed physician who 

“does not compound regularly or in inordinate amounts (as defined by the Secretary) any 

drug products that are essentially copies of a commercially available drug product.” 

 

In general, we support the policies expressed in the draft guidance document. In particular, the 

proposed guidance appropriately seeks to tightly limit, under section 503A, pharmacy 

compounding of drug products that are essentially copies of a commercially available drug 

product. Stringent limits on such pharmacy compounding under section 503A are critically 

important to protecting public health for the following reasons highlighted by the FDA in its 

draft guidance:  

 

 [Compounded drugs] pose a higher risk to patients than FDA-approved drugs. 

Compounded drug products are not FDA-approved, which means they have not 

undergone FDA premarket review for safety, effectiveness, and quality. In addition, 

licensed pharmacists and licensed physicians who compound drug products in accordance 

with section 503A are not required to comply with CGMP [current good manufacturing 

practice] requirements. Furthermore, FDA does not interact with the vast majority of 

licensed pharmacists and licensed physicians who compound drug products and seek to 

qualify for the exemptions under section 503A of the FD&C Act for the drug products 

that they compound because these compounders are not licensed by FDA and generally 

do not register their compounding facilities with FDA. Therefore, FDA is often not aware 

of potential problems with their compounded drug products or compounding practices 

unless it receives a complaint such as a report of a serious adverse event or visible 

contamination.
1
 

 

 The restrictions on making drugs that are essentially copies [of commercially available 

drug products] ensure that pharmacists and physicians do not compound drug products 

under the [section 503A] exemptions for patients who could use a commercially available 

drug product. Such a practice would create significant public health risks because patients 

would be unnecessarily exposed to drug products that have not been shown to be safe and 

effective and that may have been prepared under substandard manufacturing conditions. 

FDA has investigated serious adverse events in patients who received contaminated 

compounded drugs when a comparable approved drug, made in a facility subject to 

CGMP requirements, was available.
2
 

 
 In addition to these immediate public health risks, section 503A’s limitations on 

producing a drug product that is essentially a copy of a commercially available drug 

product protects the integrity and effectiveness of the new drug and abbreviated new drug 

                                                
1
 Food and Drug Administration. Compounded drug products that are essentially copies of a commercially available 

drug product under Section 503A of the Federal Food, Drug, and Cosmetic Act: Draft guidance for industry. July 
2016. 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM510154.pdf. 
July 2016.  Accessed October 4, 2016. 
2
 Ibid.  

http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM510154.pdf
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approval processes that Congress put in place to protect patients from unsafe, ineffective, 

or poor quality drugs. Furthermore, sponsors may be less likely to invest in and seek 

approval of innovative, life-saving medications if a compounder could, after a drug is 

approved, compound “substitutes” that have not had to demonstrate safety and 

effectiveness and are not produced in accordance with CGMP requirements or labeled 

with adequate directions for use. 
3
 

 
 The copies restriction also protects FDA’s drug monograph process. FDA has an ongoing 

process for evaluating the safety and effectiveness of certain over-the-counter (OTC) 

medications, and if the Agency determines that an OTC drug meets certain conditions 

and is generally recognized as safe and effective, it will publish a final monograph 

specifying those conditions. Products that comply with a final monograph may be 

marketed, but manufacturers are required to meet CGMP standards. Restrictions in 

section 503A prevent compounders from producing drugs without having to comply with 

monograph standards, or CGMP requirements.
4
 

Public Citizen strongly agrees with all these reasons. We recommend that the reason excerpted in 

the third bullet above be modified by inserting “may be less expensive because they” in line 123 

on page 4 of the draft guidance, after “that.” (We note that similar language was included in the 

FDA’s draft guidance document on compounded drug products that are essentially copies of 

approved drug products under section 503B of the Federal Food, Drug, and Cosmetic Act.)   

 

Public Citizen offers the following comments regarding specific provisions of the proposed 

guidance document:  

 

A. Defining “commercially available drug product” 
 

Public Citizen agrees with FDA’s proposed policy that a drug product that has been discontinued 

and is no longer marketed should not be considered a commercially available drug product.  

 

However, we believe the second condition for the FDA not considering a product to be 

commercially available — “the drug product appears on the FDA drug shortage list in effect 

under section 506E of the FD&C Act” — should be revised to include the following additional 

stipulation: that the commercially available drug cannot be readily obtained for the patient within 

the time frame necessary to meet the patient’s medical needs. We note that a drug product’s 

presence on the FDA drug shortage list does not necessarily mean the drug is unavailable to all 

patients who might need it. For the reasons stated in the draft guidance document, it would 

always be preferable to treat a patient with an FDA-approved drug that appears on the drug 

shortage list if it can be obtained in time to meet the patient’s medical needs.  

    

 

 

                                                
3
 Ibid. 

4
 Ibid. 
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B. Defining “essentially a copy of a commercially available product” 

 

1. What is “essentially a copy”? 

 

a. Same active pharmaceutical ingredient (API) 
 

Public Citizen agrees that having the same API as a commercially available drug product is one 

factor that should be used in defining a compounded drug product as essentially a copy of a 

commercially available product. 

 

b. The API(s) have the same, similar, or an easily substitutable dosage strength  

 

We agree that the dosage strength of a compounded drug product is an important factor for 

determining whether that product is essentially a copy of a commercially available product. We 

also agree that a compounded product should be considered essentially a copy of a commercially 

available drug product if the API(s) in the compounded drug product contains the same, similar, 

or an easily substitutable dosage strength.  

 

However, we believe that a 10 percent difference in dosage strength between a compounded 

product and a commercially available product is too narrow a range for defining the compounded 

product as having a similar dosage strength. We recommend that the threshold for determining 

similarity be increased to at least 25 percent, which would provide sufficient variation to prevent 

compounded drugs from competing with commercially available drug products. 

 

With regard to drugs of easily substitutable dosage strength, we note that sterile products that are 

to be administered by injection can almost always be easily substituted for a commercially 

available product that contains the same API(s) and utilizes the same route of administration. 

This is because the dosage strength of an injectable compounded drug product can easily be 

adjusted upwards or downwards with precision simply by administering a higher or lower 

volume of the product. This type of fine-tuned adjustment in dosage is generally much simpler 

with an injectable product compared with a tablet or other routes of administration. 

 

Therefore, for sterile drug products that are to be administered by injection, the guidance should 

specify that any dosage strength should be considered easily substitutable. This would mean that 

any sterile injectable drug product that contains the same API(s) and utilizes the same route of 

administration as a commercially available drug product generally would qualify as essentially a 

copy of that product. 

 

c. Same route of administration 
 

We agree with the FDA’s proposal to not consider a compounded drug product with the same 

API and similar or easily substitutable strength to be essentially a copy of a commercially 

available drug product if the compounded drug product and the commercially available drug 

product have different routes of administration. 
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d. Same characteristics of two or more commercially available drug products 

 

Public Citizen strongly endorses the FDA’s intention to consider a compounded drug product to 

be essentially a copy of a commercially available drug product if the compounded drug product 

contains the same APIs as two or more commercially available drug products in the same, 

similar, or easily substitutable strength and if the compounded drug product and the 

commercially available drug products have the same route of administration.  

 

However, we are concerned with the exception in cases where there is documentation of a 

change that will produce a significant difference for an individual patient. If applied broadly, this 

exception could be used to justify almost any combination product, as the prescriber could 

simply indicate that the combination is easier to administer than two separate products, 

increasing convenience and possibly medication compliance.  

 

We therefore ask that the final guidance clarify that the convenience of administering fewer 

products would not alone be sufficient to produce a significant difference for an individual 

patient in the context of combination products. 

 

2. Statement of significant difference 

 

Under section 503A(b)(2) of the FDCA, a compounded drug product is not essentially a copy of 

a commercially available drug product if a change is made for an identified individual patient 

and the prescribing practitioner has determined that the change will produce a significant 

difference for that patient.  

 

We support the proposed policy that if a compounder intends to rely on such a determination 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. 

 

Finally, we strongly agree that other factors, such as lower price, are not sufficient to establish 

that a compounded drug product is not essentially a copy of the commercially available drug 

product. 

 

3. Documentation of shortage 

 

See our comment in A above. 

 

4. Defining “regularly or in inordinate amounts” 

 

A drug product is not eligible for the exemptions in section 503A if it is prepared by a 

pharmacist or physician who compounds “regularly or in inordinate amounts (as defined by the 

Secretary)” any drug products that are essentially copies of a commercially available drug 

product. 
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Public Citizen agrees with the FDA’s conclusion that “Under the statutory scheme, only very 

rarely should a compounded drug product that is essentially a copy of a commercially available 

drug product be offered to a patient.”  

 

We generally agree that the factors identified by the FDA on page 13 of the draft guidance 

document, lines 361-371, provide reasonable examples of circumstances that could form the 

basis for concluding that a compounded drug that is essentially a copy of a commercially 

available drug product has been compounded regularly or in inordinate amounts. We note, 

however, that the use of the word “routinely” in line 364 is not helpful for further explaining the 

term “regularly.”  

 

Finally, regarding the compounding, under section 503A, of drug products that are essentially 

copies of a commercially available drug product, we support the FDA’s proposal to consider the 

filling of four or fewer prescriptions for the relevant compounded drug product in a calendar 

month not to involve compounding “regularly or in inordinate amounts.” 

 

5. Recordkeeping 

 

We agree with the FDA’s proposed policy that licensed pharmacists and physicians seeking to 

compound drug products under section 503A should maintain records to demonstrate compliance 

with section 503A(b)(1)(D) and that such records should include:  

 

(a) notations on prescriptions for identified individual patients for whom a prescriber has 

determined that the compounded drug has a change that produces a significant difference; 

and 

 

(b) records of the frequency with which they have compounded drug products that are 

essentially copies of commercially available drug products and the number of 

prescriptions that they have filled for compounded drug products that are essentially 

copies of commercially available drug products, to document that such compounding has 

not been done regularly or in inordinate amounts. 

 

In closing, the guidance document, when finalized after appropriate revisions are made, should 

place appropriately stringent limits on pharmacy compounding under section 503A of drug 

products that are essentially copies of a commercially available drug product. Public Citizen 

encourages the FDA to promptly issue final guidance on this topic.  
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Thank you for the opportunity to comment on these important public health matters. 

 

Sincerely, 

 

 
 

Michael Carome, M.D. 

Director 

Public Citizen’s Health Research Group 

 

 
 

Sarah Sorscher, J.D., M.P.H. 

Attorney 

Public Citizen’s Health Research Group 


