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 After initial approval by the U.S. Food and Drug Administration (FDA),
approximately one-third of drugs undergo clinical trials in new patient
populations towards additional indications.1-2

* Research into new indications provides patients with expanded treatment

: I el : Initial Indication:
options and promotes accessibility by facilitating payer reimbursement.

Orphan Designation

« The Inflation Reduction Act of 2022 (IRA) introduces price setting for drugs
with the highest gross total spending in the Medicare program at 9 and 13
years post-initial FDA approval for small molecules and biologics,
respectively.

Figure 1. Descriptive Statistics: Drugs Selected for Analyses

( Clinical trials towards a new indication were registered, on average, 3\1

years after initial approval.
OBJECTIVE :

« To describe the landscape of post-FDA approval clinical development for
high-spend Medicare Part D small molecule drugs and illustrate the
potential impact of the IRA on research and development (R&D)
Investments towards subsequent indications.

METHODS 14
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Subsequent indications based on post-approval clinical trials received
FDA approval, on average, 7.5 years after a drug was first approved by
the FDA.

 Nearly a quarter (n = 10, 24.4%) of the subsequent indications received
\ FDA approval more than nine years after the initial approval. /

Brand name, small molecule
drugs in the 50 highest gross
Medicare Part D spending in
2020 were included if they
had at least one additional
Indication that began clinical
trials after initial FDA
approval.
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Subsequent indications that
began clinical trials - as 0
identified by the posting date
to clinicaltrials.gov - after the
drug’s initial FDA approval
were included in the final
analytical sample.
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Figure 2. Time from first FDA approval to posting of post-approval clinical trials
toward subsequent indications and FDA approval of subsequent indications.
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Figure 3. Case study illustration of investment in clinical
trials toward additional indications, FDA approvals, and the
phases of the CMS price negotiation program.
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 The case study above features investments in clinical trials towards

additional indications in an oncology product. Pre-approval trials began in
three distinct populations, including two different cancers.

 Two indications based on trials that began 2-3 years post-approval were

not FDA approved until seven and nine years after the initial approval.

« Another two clinical trials towards subsequent indications began during

what is now, under the IRA, the price negotiation period (year 7).

CONCLUSIONS & POLICY IMPLICATIONS

« A significant amount of drug development occurs after initial FDA approval.
 Among drugs studied, post-approval clinical trials started on average 3

years after initial approval, with subsequent indications receiving FDA
approval 7.5 years after the drug’s initial approval.

« Given the relative timing of post-approval clinical trials, FDA approval, and
Medicare’s drug pricing negotiation period, the IRA will likely meaningfully
reduce manufacturer incentives to invest in clinical trials toward
subsequent indications for small molecule drugs, which could result in
unintended consequences on patient access to medicines.
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