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Some context

» Accelerated approval (AA) is an
Important public health tool, but it is not
a guarantee of benefit

» Benefit-risk assessment is the
foundation of regulatory decision making

» Generating quality evidence following
AA Is highly complex; regulating those
drugs iIs just as complex

 FDA has several tools to communicate
about drugs with AA (or any drug)
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Full prescribing information for Balversa will be posted here
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Abstract
On May 5, 2021 and March 19, 2025, the Food and Drug Administration (FDA) granted
accelerated and regular approval for i plus and pl based

chemotherapy for unresectable or metastatic human epidermal growth factor receptor-2 (HER2)
gastric or gastroesophageal junction carcinoma. Both approvals were based on KEYNOTE-811,

a ional trial, 1 plus and y

versus placebo plus trastuzumab and chemotherapy. Accelerated approval was granted based on

overall response rate (ORR) in the first 264 patients randomized, showing a statistically significant

improvement with pembrolizumab (74.4% vs. 51.9%, p= 0.00006). The final overall survival (OS)
i with a median OS of 20.0 months
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ZEPZELCA safely and effectively.
ZEPZELCA.

These highlights do not include all the information needed to use
See full prescribing information for

ZEPZELCA™ i in) for injection, for

HIGHLIGHTS OF PRESCRIBING INFORMATION . Hepatotoxicity: Monitor liver function tests prior to initiating
ZEPZELCA, periodically during treatment and as clinically indicated.
Withhold, reduce the dose

¢ permanently discontinue ZEPZELCA

based on severity.

. Embrye fetal harm. Advise females and males

Initial U.S. Approval: 2020

ZEPZELCA is an alkylating dn
astatic small cell lung
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response

and duration of response.

confirmatory trial(s). (1)
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———— INDICATIONS AND USAGE
indicated for the treatment of adult patients
incer (SCLC) with disease progression on or

ed approval for this indication
may be contingent upon verification and description of clinical benefit ina

DOSAGE AND ADMINISTRATION
e Recommended dosage: 3.2 my ry 21 days. (2.1)
*  Administer ZEPZELCA us an infravenous infusion over 60 minutes

use of reproductive potential of the potential risk to a fetus and to use an
effective method of contraception. (5.3)

ADVERSE REACTION: -

The most common adverse reactions, including laboratory abnormalities,
(220%) are leuk lymphopenia, fatigue, a, ia, increased
creatinine, increased alanine aminotransferase, increased glucose,
thrombecytopen: sed appetite, musculoskeletal pain
decreased albumin, constipation, dyspnea, decreased sodium, increased
aspartate aminotransferase, vomiting, cough, decreased magnesium and
diarrhea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Jazz
Pharmaceuticals, Inc. at 1-800-520-5568 or FDA at 1-800-FDA-1088 or
www . fid: medw




Communicating about drugs that receive
accelerated approval is highly variable

Drug

Fabrazyme
(agalsidase beta)

Tarpeyo

(budesonide)

Balversa
(erdafitinib)

Keytruda

(pembrolizumab)

Pralatrexate/
belinostat

Condition

Fabry disease
(rare)

IgA nephropathy/
kidney disease

Urothelial
carcinoma

Esophageal
cancer

Peripheral T-cell
lymphoma

An informal search of a sample of applications.

Accelerated
Approval

Full
(AA)

2003 2021
- 17 years -

2021 2023

- 2 years -

2019 2024

- b years -

2021 2025

- 4 years -

2009 Not yet

- 17+ years -

Approval

FDA posted information

» Full approval review + Benefit-Risk Framework (BRF)
» Updated label

* AA review + BRF
* No full approval review or press release
» Updated label

* AA review + BRF

« Full approval press release
* No full approval review

» Updated label

* AA review + BRF

* Press release , journal article re: full approval
» Updated label

* AA review + BRF
» 2023 Advisory Committee (slides, minutes, transcript)

» No material updates to labeling re: efficacy



https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/103979Orig1s5309.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2023/103979Orig1s5309.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2022/215935Orig1s000IntegratedR.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2022/215935Orig1s000IntegratedR.pdf
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-erdafitinib-locally-advanced-or-metastatic-urothelial-carcinoma
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal-junction-adenocarcinoma
https://www.fda.gov/drugs/resources-information-approved-drugs/fda-approves-pembrolizumab-her2-positive-gastric-or-gastroesophageal-junction-adenocarcinoma
https://pmc.ncbi.nlm.nih.gov/articles/PMC12970583/
https://www.fda.gov/advisory-committees/advisory-committee-calendar/november-16-2023-meeting-oncologic-drugs-advisory-committee-meeting-announcement-11162023
https://www.fda.gov/advisory-committees/advisory-committee-calendar/november-16-2023-meeting-oncologic-drugs-advisory-committee-meeting-announcement-11162023

Clarifying questions

* \What are we seeking to understand with the information?
* The reasoning of regulatory decision (FDA's benefit-risk assessment)

* Whether the treatment is right for a specific patient (individual benefit-risk assessment)

« \What is the greatest concern?

» Sufficiency of evidence _ o
v < Mainly regulatory and scientific issues

e Timeliness of information

* Availability of information < Mainly process and communication issues

» Accessibility of information



Potential opportunities

« Better inform regulatory decisions at the time of accelerated approval, by:

* More systematically assess the uncertainties introduced by AA

» More systematically assess the likelihood of generating useful evidence post AA

e Be more consistent with communications;
» Publicly posting the AA - full approval reviews and decisions

* Providing material updates when confirmatory trials are delayed or failed

« Strengthen value (for regulator and public) of the Benefit-Risk Framework:
 Be more structured and explicit about benefit and risk uncertainties at the time of AA

* Increase use of the BRF iteratively at points along the drug’s lifecycle
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