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Accelerated Approval Process Is Not Without Risk:
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On February 23, the Food and Drug Administration (FDA) withdrew approval of Pepaxto (melphalan flufenamide),

a drug that it had previously granted accelerated approval for treatment of multiple myeloma. The decision came

after a post-marketing, confirmatory study of Pepaxto failed to confirm the drug’s clinical benefit, and FDA

determined that available evidence demonstrated that Pepaxto was not shown to be safe or effective under its

conditions of use. Although accelerated approval remains an important pathway for sponsors to make treatment

options for serious and life-threatening illnesses available to patients as quickly as possible, sponsors should

consider the risks of marketing drugs without traditional FDA approval.

Background on Accelerated Approval

Accelerated approval is a pathway available to new drug products intended to treat serious or life-threatening

illnesses that provide a meaningful therapeutic benefit over existing treatments.[1] FDA has generally required

sponsors using the traditional New Drug Application (NDA) pathway to submit at least two well-controlled clinical

trials as “substantial evidence” that a drug is safe and effective.[2] But accelerated approval permits FDA to

approve an NDA based on clinical trial data showing either (a) an effect on a surrogate endpoint that is reasonably

likely, based on epidemiologic, therapeutic, pathophysiologic, or other evidence, to predict clinical benefit, or (b) an

effect on a clinical endpoint other than survival or irreversible morbidity.[3].

Sponsors of drugs granted accelerated approval are required to conduct post-marketing studies to verify and

describe the drug’s clinical benefit. More specifically, these studies are required to address uncertainty about the

relationship between the surrogate endpoint and the clinical outcome or between the observed benefit and the

ultimate outcome.[4] FDA may withdraw a drug’s accelerated approval if a sponsor fails to perform the required

post-marketing study diligently, the post-marketing study fails to verify the clinical benefit, any other evidence

demonstrates the product is not safe or effective, the sponsor fails to adhere to any post-marketing restrictions,

any post-marketing restrictions are found to be ineffective, or promotional materials are found to be false or

misleading.[5]

Until 2023, the procedure for FDA to withdraw an accelerated approval was undefined, except that the sponsor

was entitled to a hearing before withdrawal.[6] However, the Food and Drug Omnibus Report Act of 2022

(FDORA) formalized the procedure.[7] Now, FDA must provide the sponsor with a proposed withdrawal of

approval, an explanation, and an opportunity for a meeting. FDA then must allow the sponsor a written appeal with

a public comment period. After that, FDA must publish a summary of the comments and FDA’s response, and, if

the sponsor requests it, convene of an advisory committee.[8]
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Implementation of the New FDORA Procedures in FDA’s Withdrawal of Pepaxto

The Papaxto decision was the first time FDA implemented the formalized withdrawal procedure under FDORA.[9]

The applicant, Oncopeptides AB, submitted an appeal and met with the FDA commissioner’s designee. The

appeal contended that, contrary to FDA’s assertions, the post-marketing study, OCEAN, met the primary endpoint

of progression-free survival (PFS).[10] Oncopeptides also claimed that the “finding of a large age-dependent

heterogeneity on overall survival (OS) in the [active control] arm is highly significant and needs to be taken into

consideration when interpreting the overall survival results.”[11]

FDA disagreed, concluding that under the prespecified statistical analysis plan for the trial, the drug failed to

demonstrate statistical superiority with respect to either PFS or OS (and in fact showed a five-month deficit for

OS).[12] FDA rejected Oncopeptides’ contention that a potential (non-statistically significant) two-month

improvement in PFS justified keeping the drug on the market, explaining that the decrease in OS undermined that

potential benefit.[13] Even under Oncopeptides’ post-hoc analysis—which FDA usually considers only hypothesis

generating—there was a notable detrimental effect on OS.[14] For these reasons, FDA concluded that the

available evidence demonstrated that Pepaxto had not been shown to be safe or effective.[15] As a result, FDA

finalized its decision to withdraw Pepaxto’s accelerated approval.

FDA Does Not Withdraw Accelerated Approval Most of the Time, but It Happens More than You Might

Think

Although Pepaxto was the first withdrawal of an accelerated approval under FDORA’s formalized procedures, it is

one of many accelerated approvals that FDA has withdrawn since creating the pathway in 1992. In fact, as shown

in Table 1 below, over the course of the program, FDA has withdrawn accelerated approval of 41 out of 315 drugs

(13.0%), with cancer drugs being withdrawn most frequently (14.4%). While FDA has verified clinical benefits of,

and granted traditional approval to, most drugs granted accelerated approval (54.2%), a substantial number are

withdrawn, and nearly one-third (32.7%) have not been converted to traditional approval and/or have ongoing post-

marketing studies.

Table 1

 Status

Accelerated Approval Type Verified Ongoing Withdrawn Total

Infectious Disease (inc. vaccine) 45 14 9 68

Non-Malignant Hematological, Neurological, and

Other

23 26 4 53

Cancer[16] 103 63 28 194

Total 171 103 41 315

Accelerated approval may be a worthwhile option for sponsors looking to get a product on the market and into

patients’ hands as soon as possible, but it is far from foolproof. If FDA’s decision on Pepaxto is any indication,

the procedures formalized under FDORA may provide a more robust record of FDA’s decision to withdraw a

drug’s accelerated approval, but they are unlikely to substantially impact FDA’s decision-making. The ultimate

decision remains the same—FDA must determine whether the product has been shown to be safe and effective.
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The Impact to Litigation Risk

At first glance, FDA’s withdrawal of a drug’s accelerated approval would seem to create a scenario ripe for

litigation, with a drug removed from the market after gaining approval with less safety and efficacy data than

typically required. But it appears that there have not been lawsuits—products liability, consumer class action,

securities class action, or otherwise—arising directly from FDA’s decision to withdraw a drug’s accelerated

approval.[17]

There may be reasons for that. It could be difficult to bring a claim alleging fraudulent marketing of an accelerated

approval drug because, unlike for other drugs, FDA requires sponsors to submit its promotional materials to FDA

as part of the NDA approval process, providing sponsors some cover for their promotional messages at product

launch.[18] And label-based claims may be more difficult to prove because the label explicitly states that the

product has been granted accelerated approval.

That is not to say there has been no litigation involving drugs granted, or seeking, accelerated approval. Securities

litigation has arisen when patients experienced serious adverse events after a drug received accelerated approval,

but before the completion of required post-marketing studies.[19] Shareholders have also brought securities

claims for statements allegedly misrepresenting the likelihood of a drug achieving accelerated approval.[20]

The new withdrawal procedures under FDORA, implemented in the withdrawal of Pepaxto, probably do not

change the risk calculus. But they do leave more of a paper trail for plaintiffs’ counsel to allege lack of efficacy,

and the risk of litigation—always a possibility for accelerated approval drugs—certainly has not been reduced.

Conclusion

FDA’s withdrawal of Pepaxto under the new procedures implemented by FDORA likely does not represent a sea

change in the accelerated approval process or the associated risks. Instead, it is a reminder that, while

accelerated approval may be a good development strategy for sponsors, it is not without risk. Accelerated

approval is no sure thing, even after a drug enters the market, and FDA is taking seriously its post-marketing

monitoring role for drugs granted accelerated approval.
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