
Summary Memo

Date March 24, 2026
From Michael Dimyan, MD

Natalie Getzoff, MD
Emily Freilich, MD

NDA/BLA # 217026
eCTD Sequence 0080 and 0086
Supplement # 8
Material Reviewed Submissions in eCTD sequences 0080 and 

0086
Date Received September 30, 2025
PDUFA Goal Date March 30, 2026
Sponsor Acadia Pharmaceuticals, Inc
Proprietary Name (non-proprietary name) Daybue (trofinetide)
Indication For the treatment of Rett syndrome in adults 

and pediatric patients 2 years of age and 
older

Action Recommended Approval

1. Executive Summary
On March 10, 2023, Daybue (trofinetide) was approved for the treatment of Rett syndrome in 
adults and pediatric patients 2 years of age and older (NDA 217026).  Trofinetide (NNZ-2566) is 
a synthetic analog of the tripeptide glycine-proline-glutamate (GPE) that was initially developed 
under IND 114319 for the treatment of Rett syndrome. The initial IND was submitted on 
November 20, 2012, and was allowed to proceed on December 20, 2012. 
On October 8, 2021, FDA issued a Pediatric Written Request, pursuant to Section 505A of the 
Federal Food, Drug, and Cosmetic Act (the Act), as amended by the Food and Drug 
Administration Amendments Act of 2007 (FDAAA), for three studies, a double-blind, placebo-
controlled study of trofinetide to assess efficacy and safety in children 5 years old and older, a 
chronic open-label study to assess long term safety, and an open-label pharmacokinetic study 
to assess extrapolation of efficacy to children between the ages of 2 and 5 years.

The original 2023 approval for the treatment of Rett syndrome was based on the final clinical 
study report (CSR) for the first study (ACP-2566-004),  and the interim CSRs for the second two 
studies. On January 24, 2025, the Applicant submitted the final complete CSRs for both Study 2 
and Study 3 (under IND 114319 sequences 0221 and 0222), which were reviewed by the 
Division..

In the current submission, received September 30, 2025, the Applicant has submitted a labeling 
supplement proposing updating labeling to include the final sample sizes based on all studies 
being complete, along with the final CSR for a second chronic open-label study (ACP-2566-
004). Based on the clinical review, the final CSRs reveal no significant changes in efficacy or 
safety and confirm the final sample sizes of the studies to be reported in the USPI, and the team 
recommends approval . We agree with the recommendation of the team that this labeling 
supplement should be approved.
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In addition, this submission included a request for pediatric exclusivity based on completion of 
the Pediatric Written Request. The request was reviewed by the Division and by the Pediatric 
Exclusivity Board and was granted on February 18, 2026.

2. Introduction and Background
Trofinetide (NNZ-2566) is a synthetic analog of the tripeptide glycine-proline-glutamate (GPE) 
that was developed under IND 114319 for the treatment of Rett syndrome. The initial IND 
was submitted on November 20, 2012, and was allowed to proceed on December 20, 2012.
On October 8, 2021, FDA issued a Written Request to submit information from the three 
studies described below:

1. Study 1: A randomized, double-blind, placebo-controlled, parallel-group study of 
trofinetide for the treatment of female patients aged 5 to <20 years with Rett syndrome.

2. Study 2: A long-term safety study of trofinetide for the treatment of females with Rett 
syndrome.

3. Study 3: An open-label, safety, and pharmacokinetics study of trofinetide for 
the treatment of females two to five years of age with Rett syndrome.

On March 10, 2023, Daybue (trofinetide) was approved for the treatment of Rett syndrome 
in adults and pediatric patients 2 years of age and older. Data from a single, adequate, and 
well-controlled, clinical trial (Study ACP-2566-003, PWR Study 1) was the primary basis of 
support of the effectiveness of trofinetide for the treatment of Rett syndrome, with an interim 
study report from study ACP-2566-004 (PWR Study 2) providing long-term safety data, 
along with its subsequent continuing longer-term extension study ACP-2566-005, and an 
interim study report from study ACP-2566-009 (PWR Study 3) providing the data required 
for extrapolation for patients aged two to five years.

As part of the original NDA application, the Sponsor submitted a Request for Pediatric 
Exclusivity Determination on July 12, 2022. On December 22, 2022, the Agency advised, and 
the Sponsor agreed, to withdraw their Request for Pediatric Exclusivity Determination until all 3 
studies and completed, and all subjects in Study 3 had accumulated safety data with at least 
one year of treatment with trofinetide.

On January 24, 2025, the Applicant submitted the final complete clinical study reports (CSRs) 
for both Study 2 and Study 3 (under IND 114319 sequences 0221 and 0222) which were 
reviewed by the Division.1 In its review, the Division found no significant changes in the overall 
safety profile of the drug, given that the long-term study ACP-2566-004 was near completion at 
the time of submission and was stopped after marketing approval. In addition, 13 of the 15 
subjects completed ACP-2566-009 with >12 months of treatment and also did not change the 
overall benefit/risk analysis. 

In the current submission, received September 30, 2025, the Applicant has submitted a labeling 
supplement incorporating updated clinical trial experience with final sample sizes based on 
study completion and draft annotated labeling. Based on an information request from the 
Agency, on March 13, 2026, the Sponsor submitted the final CSR for study ACP-2566-005, the 
second long term extension for Study 1.

1 https://darrts.fda.gov/darrts/ViewDocument?documentId=090140af807add29 
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