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Abstract

On April 30, 2026, FDA proposed excluding semaglutide, tirzepatide, and liragl

from the 503B Bulks List, citing no clinical need for outsourcing facilities to

compound these drugs from bulk API. Combined with shortage resolution

(semaglutide in Feb 2025, tirzepatide stabilizing earlier in 2025), this closes botl

pathways that allowed industrial-scale compounding. Key data points and angle:s

Compounded GLP-1s reached roughly 30% of US supply at peak in 2024

50+ FDA warning letters issued to compounders and telehealth distributors
during 2025

Federal Register docket 2026-08552 contains the formal interpretation
503A patient-specific compounding remains legal but cannot replicate 503B

FDA explicitly rejects affordability and insurance access as constituting clin

need

Telehealth platforms (Hims, Ro, LifeMD) and cash-pay obesity clinics face fi

economic transition

Branded list prices: Wegovy ~$1,349/mo, Zepbound DTC ~$1,086/mo for lov

doses; compounded versions ran $200 to $400/mo
Litigation including 5th Circuit cases on FDA shortage authority is unresol
Foundational precedent for future high-cost branded drug access debates

503B framework was created in 2013 after the NECC meningitis disaster, wl
killed dozens
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The April 30 Proposal in Plain Languag

The Federal Register notice that dropped on April 30, 2026 looks technical at fit
glance. Forty-one pages, dense citations to 21 USC 353b, substance-by-substanc:
evaluation, comment period mechanics, the usual. But buried in the formality is
structural decision that ends an entire chapter of US pharmaceutical distributio
FDA proposed not to include semaglutide, tirzepatide, or liraglutide on the 503]
Bulks List, and the stated reason was that there is no clinical need for outsourci:
facilities to compound these drugs from bulk drug substances. The agency went
its way to clarify that supply-related issues like backorders are not what the stat
means by clinical need, because shortage compounding already has its own sepas

pathway under different rules.

That second sentence does most of the heavy lifting. It is the agency telling the

market, in plain language, that the regulatory exception that built the compounc
GLP-1 industry was always temporary and always tied to a specific statutory hoc
Once the shortage door closes, the bulks-list door has to actually swing open thr
a substantive clinical need finding. FDA looked at semaglutide, tirzepatide, and

liraglutide and said no, none of these qualify. There are FDA-approved products



work. Patients can be treated with them. Whether or not those patients can affo
them is, per the agency’s interpretation, a different problem with a different set

policy tools.

For anyone tracking how this would land, the timing was not surprising. FDA hs
been publicly escalating since early 2025. The February 2026 press release titled
Intends to Take Action Against Non-FDA-Approved GLP-1 Drugs was the expli
shot across the bow. Warning letters had been piling up at a steady cadence. Rec
tied to sterility lapses at compounding facilities had become regular news. The ¢
was telegraphing that the shortage-era enforcement discretion was running out.
April 30 notice is the formalization of that posture into a durable regulatory

determination, and it is the piece that converts a temporary enforcement envirot

into a structural rule that operators have to plan around for the long run.

How 503A and 503B Actually Work, an«
Why the Bulks List Matters

Compounding pharmacy law is one of those corners of healthcare where the tecl
distinctions matter enormously and almost no one outside the field gets them rij
The Federal Food, Drug, and Cosmetic Act splits compounders into two regulat
tracks. Section 503A covers traditional pharmacy compounding, where a license:
pharmacist prepares a drug for an individually identified patient pursuant toav
prescription. State boards of pharmacy do most of the front-line oversight. Volu
small per pharmacy, customization is the point, and the legal premise is that the
patient has a particular need that an approved product cannot meet. Think aller
dye, a unique pediatric dose, a topical formulation that does not exist commerci:

that kind of thing.

Section 503B is a different animal. It was created in 2013 after the New England
Compounding Center meningitis disaster, where contaminated steroid injection
killed dozens of people. Congress wanted a regulatory category for outsourcing
facilities that produce sterile compounded drugs in bulk for office use, without

patient-specific prescriptions, but under direct FDA inspection. To compound f



bulk drug substances under 503B, the facility needs one of two legal hooks. Eith
drug appears on FDA’s drug shortage list at the time of compounding, distributi
and dispensing, or the active ingredient appears on the 503B Bulks List that FD,
maintains under the clinical need standard. Without one of those hooks, bulk

compounding is not allowed.

The bulks list is intentionally narrow. FDA’s 2019 guidance lays out an evaluatic
framework that case-by-case asks whether there is a clinical reason an outsourci
facility needs to compound from bulk rather than use an approved product. The
agency has made clear that inclusion on the list does not mean FDA has reviewe:
compounded drug for safety or efficacy the way it would an NDA. It just means 1
agency thinks there is some legitimate clinical justification for the bulk pathway
exist for that ingredient. As of the April 30 notice, FDA has decided that justific
does not exist for the three GLP-1 substances driving the obesity market. With

shortages resolved, both doors close at once. There is no longer a legal architect

that supports outsourcing facilities producing GLP-1s at scale, full stop.

The Shortage Window That Built the
Parallel Market

The compounded GLP-1 boom did not come from a regulatory loophole anyone
planned. It came from a demand explosion that overwhelmed manufacturer capa
Semaglutide demand surged after the Wegovy 2021 approval and the off-label us
Ozempic for weight loss, and tirzepatide followed the same trajectory after Mou
in 2022 and Zepbound in 2023. Novo Nordisk and Eli Lilly could not produce en
auto-injector pens or vials to meet the demand, and by late 2022 these drugs wet
the FDA shortage list. That designation flipped the legal switch. Outsourcing

facilities and 503A pharmacies could now compound semaglutide and tirzepatid
from bulk API without violating the prohibition on essentially copies of approve

drugs.

What followed was textbook regulatory arbitrage at industrial scale. API came i1

through approved foreign manufacturers and a long tail of less reputable source



Outsourcing facilities formulated the drug into multi-dose vials, often paired wi
B12 or other additives that arguably differentiated the compounded version fror
branded reference. Telehealth platforms built consumer-facing acquisition funn
contracted with prescribing clinicians, and routed orders to compounding
pharmacies. Cash-pay obesity clinics offered compounded GLP-1s at price point
ran from roughly $200 to $400 per month, against branded list prices north of §
per month. Becker’s reported at one point in 2024 that compounded versions
accounted for around 30% of total US GLP-1 supply, which is a staggering numt

a category technically operating outside the standard drug approval system.

Then the shortages started to resolve. FDA stabilized tirzepatide first, with

enforcement discretion for 503B facilities running until March 19, 2025. Semag]
came off the shortage list in February 2025, with separate timeframes for 503A a
503B. The agency was careful and methodical because they knew operators had |
real businesses on the assumption that shortage status would persist. There was
transition period, lawsuits, and a cluster of court fights about whether the short
resolution was premature. Through all of that, the question of what would happ
the bulks-list side stayed open. The April 30 proposal is the answer. It is the bac
of a sequence that started with a manufacturing shortfall in 2022 and ends with

reasserting that approved products are the default.

Clinical Need vs Economic Need, and W
That Split Travels Beyond Obesity

Strip away everything else and this is the conceptual move that matters. FDA ha
decide whether the inability of patients to afford branded semaglutide or tirzep:
counts as a clinical need that justifies industrial-scale compounding from bulk

substances. The agency said no. Not because patient affordability does not matte
not because there is no clinical condition to treat. Obesity is a recognized diseas
GLP-1 receptor agonists have substantial evidence behind them. Coverage gaps
real, particularly with Medicare’s longstanding prohibition on covering anti-obe
drugs and with most commercial plans either excluding GLP-1s for weight loss «

imposing aggressive prior authorization. None of that is in dispute.



What FDA is saying is narrower and more durable. The clinical need standard u
section 503B asks whether there is a clinical reason an outsourcing facility need
compound a drug from bulk rather than use an FDA-approved product. The rele
comparison is between the compounded version and the approved version, not

between the compounded version and no treatment at all. If approved products «
are available, and can be used to treat the condition, then the clinical justificatic
bulk compounding evaporates regardless of what the approved product costs at
pharmacy counter. Affordability becomes a payer problem, an employer probler
Medicare statutory problem, or a manufacturer pricing problem. It does not bec

an FDA problem solved through bulk compounding.

The reason this matters far beyond GLP-1s is that the same logic applies to any
cost branded drug where access is gated by price rather than supply. If FDA had
blinked and conceded that affordability constitutes clinical need, the bulks list 7
effectively become a shadow generic pathway available before patent expiry. Eve
drug with sticker shock and a relatively tractable synthesis could become a cand
That is not what Congress designed in 503B and not what FDA was willing to ra
The decision is going to get cited by FDA staff and outside counsel for the next
decade in any case where someone tries to argue that economic barriers justify b
compounding of an approved drug. It also creates a useful counterweight in poli
debates around Medicare drug price negotiation and 340B expansion, because it
reinforces the principle that price-driven workarounds need to come from the

payment side of the system, not the manufacturing side.

There is a quieter implication for biosimilars and generics policy too. The
compounding pathway has always been a kind of pressure valve when approval
timelines lag market need. FDA effectively saying that the valve cannot be opene
economic pressure pushes more weight onto the formal abbreviated approval
pathways and on whatever the agency does with biosimilar interchangeability

standards over the next few years.

The Quiet Pharmaceutical Layer the
Compounding Boom Built



What grew up around compounded GLP-1s during the shortage years was not re
pharmacy business. It was a parallel pharmaceutical supply chain with its own A
sourcing, its own manufacturing capacity, its own clinical workflow, and its own
customer acquisition stack. At the bottom you had API manufacturers, mostly ir
China and India, supplying semaglutide and tirzepatide bulk drug substance to
based compounders. The middle layer was the outsourcing facility itself, often F
registered, formulating the API into injectable solutions in standard vial sizes w
standardized dosing schedules. On top of that sat a network of prescribers, som
employed by telehealth platforms and sometimes contracted independently, doit
brief virtual visits and writing prescriptions. And on top of that sat the consume
brands, running paid social campaigns and SEO funnels that converted weight-1

searches into recurring monthly revenue.

The unit economics worked because every layer was operating at a fraction of br
pricing. API came in cheap. Outsourcing facility production at volume drove un
costs down further. Telehealth visits were short and high throughput. The const
brands took meaningful margin and still landed at price points that branded prc
could not touch. The system looked like a SaaS business strapped onto a pharma
backbone, and from a financial-modeling standpoint, that is essentially what it v
CAC, LTV, monthly recurring revenue, churn, and gross margin all worked the v

they would in any direct-to-consumer subscription category.

What is interesting structurally is that this stack bypassed almost everything the
traditional pharma commercialization model relies on. There was no formulary

placement. There was no rebate negotiation with PBMs. There was no employer
coverage decision. There was no prior authorization. There was no copay accumi
drama. Patients did not even need insurance, since the entire model was cash pa
From a payer’s perspective, the compounded GLP-1 market was invisible to the

standard utilization management infrastructure. From a manufacturer’s perspec
was leakage that did not show up in script data the same way and that competed
the marginal patient who would otherwise have either gone without or pushed h

for branded coverage.



When FDA closes the bulks-list pathway, the entire layered structure loses its st
foundation. Outsourcing facilities cannot produce at the same scale or under the
economics. The cost advantage that powered the consumer funnels evaporates.

Telehealth platforms either pivot to branded-drug fulfillment under wildly diffe
unit economics or shrink into the narrower 503A patient-specific corner. The sh
infrastructure that took roughly 30% of national GLP-1 supply at peak does not

graceful path to maintain that share inside the new regulatory frame.

What Happens to Telehealth, Cash Pay
Clinics, and the Consumer Funnel

Hims and Hers, Ro, LifeMD, Noom, and the long tail of weight-loss focused tele
companies built their growth narratives over the past two years on compounded
1 access. Some of them were more careful than others about how they described
supply, but the underlying economics were similar. A consumer signed up, paid
monthly fee that bundled the prescriber visit and the medication, and received
compounded semaglutide or tirzepatide on a recurring shipment cadence. That
bundle was the entire product. The medication was not a line item that could be
swapped for a branded equivalent without breaking the price point and the

conversion funnel.

When the supply moves to branded only, the math gets ugly fast. Wegovy lists at
roughly $1,349 per month at full cash price. Zepbound came down to roughly $1
per month under Lilly’s direct-to-consumer pricing for the lower doses, with via
based fulfillment that helps but does not solve the gap. Compounded versions h:
been selling around $200 to $400 per month in many telehealth funnels. That is
three to five times price increase if the consumer is asked to pick up the differer
and conversion rates do not survive that kind of move. The companies will try, a
they have already started shifting messaging toward branded fulfillment, but the
entire funnel was calibrated on a different price point. Lifetime value, customer

acquisition payback periods, and cohort retention all reset.



There is a possible workaround for some of these platforms in the form of
partnerships with the branded manufacturers themselves. Lilly has experimente
direct-to-consumer pricing through its own LillyDirect channel, and Novo has
signaled interest in similar approaches for Wegovy. Telehealth platforms could
position themselves as the prescribing and engagement layer on top of branded
fulfillment, taking a smaller dollar margin per script but with a more durable su
foundation. That is a real path, but it converts these companies from being arbit
operators on a unique supply pool into being distribution partners for the branc
manufacturers. Different business, different valuation framework, different leve

in the relationship.

The cash-pay obesity clinics in the physical world face an even sharper transitios
clinic that was selling monthly compounded GLP-1 protocols at a few hundred «
per visit cannot pivot easily to branded products without either losing the price
advantage or becoming a much smaller, much more medical practice. Some will -
toward broader cardiometabolic care models that wrap GLP-1 prescribing into ¢
wider service. Some will fold. The ones that survive at scale will likely be the on

build genuine clinical service lines beyond the medication itself.
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