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The Obesity Medicine Association Position Statement on
compounded peptides

The Obesity Medicine Association recommends that anti-obesity
medications, and their formulations, undergo clinical trial testing for
efficacy and safety via processes overseen by the Food and Drug
Administration (FDA). The FDA does not approve compounded drugs
(e.g., compounded peptides), and without their review, the FDA cannot
assure that compounded drugs have the same safety, efficacy, and purity
of FDA-approved peptides that have gone through clinical trial testing. If
compounded peptides are prescribed, then they should be legally pro-
duced by source companies whose identities are readily disclosed, and
who have documented manufacturing processes compliant with over-
sight by applicable regulatory agencies.

1. Introduction

“Compounding” by a pharmacist or pharmacy is the custom formu-
lation of a medication to fit a unique patient need, not otherwise met with
a commercially available medicinal product. A goal of compounding is to
potentially enhance tolerability and/or adherence [1]. Compounding can
be defined as “the preparation, mixing, assembling, altering, packaging,
and labeling of a drug, drug-delivery device, or device in accordance with
a licensed practitioner's prescription, medication order, or initiative
based on the practitioner/patient/pharmacist/compounder relationship
in the course of professional practice” (https://www.pharmacist.com/Pr
actice/Patient-Care-Services/Compounding/Compounding-FAQs).

Examples of how a compounding pharmacist may customize medi-
cations include [1]:

e Customize the drug strength or dose

e Remove a component for which the patient may have an allergic re-
action (e.g., lactose, gluten, or dye)

e Add flavoring to a poorly tasting drug

e Create an alternative formulation vehicle (i.e., liquid or chewable
formulations instead of pills)
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e In certain cases, drug compounders may compound drugs during short-
ages (https://www.fda.gov/media/164522/download#: ~:text=%E2%
80%93%20Current%20law%20also%20allows%20drug,in%20short
age%20in%20certain%20cases.&text%20=%20In%20light%200f%
20COVID%2D19,t0%200btain%20FDA%2Dapproved%20drugs).

That said, the creation of compounded drugs is not intended to allow
pharmacists to mass produce, store, market, and sell replications of
patented medications. (https://www.hmpgloballearningnetwork.com/
site/thederm/article/5327).

2. Compounding pharmacies

Compounding pharmacies are (a) regulated by State Boards of
Pharmacy, (b) expected to comply with Current Good Manufacturing
Practice (CGMP) requirements, and (c) may receive Compounding
Accreditation  (https://www.pharmacist.com/Practice/Patient-Care-
Services/Compounding/Compounding-FAQs#:~:text=The practice of
compounding is,regulations outlined in Section 503A; htt
ps://www.fda.gov/drugs/human-drug-compounding/information-out
sourcing-facilities  https://www.achc.org/compounding-pharmacy/).
The United States Pharmacopeia (USP) issues process standards appli-
cable to compounding. While it may not directly test the efficacy and
safety of drugs, the USP does establish standards for how compounds
are made, tested, and verified (https://www.usp.org/compounding).
Conversely, it is the Food and Drug Administration (FDA) that has
oversight for the safety and integrity of the source drugs prepared by
compounding pharmacies (https://www.pharmacist.com/Practice/P
atient-Care-Services/Compounding/Compounding-FAQs). Since com-
pounded medications are not specifically FDA approved, this helps form
the rationale why compounded medications are intended to be pro-
duced and administered only for individual patients.

3. Evidence of efficacy and safety

Much research and development is involved in ensuring the bioavail-
ability, efficacy, safety, and regulatory approval (i.e., FDA) of medications,
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sometimes involving advanced and specialized formulations [2]. As such,
it is the responsibility of the compounding pharmacist to determine how
alteration of drugs (e.g., manipulation of polypeptides, salts) may affect
the safety and efficacy of drugs [3,4]. Additionally, before compounding
an FDA-approved medication, the compound pharmacist must first have
access to the FDA-approved medication. If the manufacturer of an
FDA-approved medication does not sell its medication to the compound
pharmacist, and if the drug to be used for compounding is produced by a
pharmaceutical company that did not undergo the FDA-approval process,
then the FDA cannot guarantee the safety, efficacy, and purity of the
compounded medication. If the evidence suggests the active drugs was
illegally manufactured, then the manufacturer of the FDA-approved
medication may respond with legal challenges for patent infringement,
especially if patients are harmed. Finally, potential liabilities may exist to
clinicians who prescribe compounded drugs, if evidence exists that the
compound prescribing was done outside the standards of the FDA (https://
newdrugloft.com/the-potential-risks-associated-with-compounded-sem
aglutide/and/or if the compounded drug caused injury (https://amed
news.com/article/20130211/profession/130219977/2/). Therefore,
before prescribing compounded medications, clinicians should secure
evidence to support that the source of the medication and the pharmacist
compounding the medication adhere to FDA standards, as well as evidence
that patients were informed that compounded medications are not FDA
approved, and may therefore may not have the efficacy and safety of
FDA-approved medications (https://amednews.com/article/20130211
/profession/130219977/2/).

Many anti-obesity medications can be classified as small molecules
(e.g., sugars, lipids, amino acids, fatty acids, phenolic compounds, or
alkaloids) or biologics (mostly polypeptides) [5]. Small molecules typi-
cally have simple structures are somewhat nonspecific in their targets,
and administered orally. Biologics are more complex, more specific in
their target and are most often administered parenterally. (https://schola
rblogs.emory.edu/techtransfer/2021/02/the-differences-between-small
-molecule-drugs-and-biological-drugs/) Several Food and Drug Admin-
istration (FDA) approved anti-obesity medications are polypeptides. If
anti-obesity medication polypeptides are <40 amino acids, then they are
no longer considered a “biological product” by the FDA (https://www.fe
deralregister.gov/documents/2020/02/21/2020-03505/definition-o
f-the-term-biological-product). If pharmacists and pharmacies compound
anti-obesity medication polypeptides <40 amino acids in a way that may
be perceived as an attempt to replicate patented therapies, and if the
source compound is not legally purchased for compounding, then this
may be in violation of standards set by the FDA, as well as standards set
by USP and/or CGMP. Regarding patent issues: “Compounding does not
include making copies of commercially available drug products, as this is
not allowed by law.” (https://www.pharmacist.com/Practice/Patien
t-Care-Services/Compounding/Compounding-FAQs).

If obesity medicine clinicians and their patients choose to work with a
compounding pharmacist, then the clinician should:

e Ensure the compounding pharmacy and pharmacist are adherent to
the applicable State Board of Pharmacy and compliant with standards
of UPS and CGMP

Determine if the compounding pharmacy is Accredited

Verify safeguards such that the source anti-obesity medications and
their formulations have undergone adequate clinical trial testing for
efficacy and safety

Document that patients were informed that compounded medications
are not FDA approved and may not have the safety, efficacy, or purity
compared to medications produced by manufacturers who adhere to
FDA standards

4. Patient perspective

Patients with obesity often face challenges with access, availability,
and affordability of some of the more effective anti-obesity medications.
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Some of these obstacles can be addressed via completion of authorization
approval documents, or application for financial aid through the phar-
maceutical company website. From a broader perspective, the Obesity
Medicine Association is engaged in advocacy for more widespread in-
surance coverage of anti-obesity medications [6]. Patients considering
the use of compounded peptides should go through an adequate
informed consent process, including an awareness of potential risk,
benefits, and limitations of compounding. (https://www.hmpgloball
earningnetwork.com/site/thederm/article/5327).

5. Conclusions

In the interest of “primum non nocere” (i.e., first do no harm), the
Obesity Medicine Association recommends:

o Anti-obesity medications and their formulations should undergo
clinical trial testing for efficacy and safety as overseen by the FDA
The components of compounded peptides should be legally produced
by source companies whose identities are readily disclosed, and who
have documented manufacturing processes compliant with oversight
by applicable regulatory agencies (i.e., the FDA for example, if the
source component is a prescription drug) (https://www.fda.gov/pat
ients/learn-about-drug-and-device-approvals/drug-development
-process#:~:text=Drugs%20are%20tested%200n%20people,they%
20are%?20safe%20and%20effective. &text%20=%20FDA%20review
%20teams%20thoroughly%20examine,or%20not%20to%20approve
%20it.&text%20=%20FDA%20monitors%20all%20drug%20and,for
%20use%20by%20the%20public.

Prescribers and patients should avoid use of compounded poly-
peptides from undisclosed sources

Prescribers should be cautious of compounded peptides where the
safety, efficacy, quality, and purity of the source molecule, and their
combination with other molecules, cannot be assured. At minimum,
patients should be informed of potential limitation of compounded
peptides.
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