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Co-packaged product 
information N/A 

 Device information: N/A 

Storage Temperature/ 
Conditions 

The drug product is stored at the refrigeration 
temperature condition (2º to 8ºC) with a proposed shelf-
life of 24 months. The drug product can be kept at room 
temperature for up to 90-days (3-months) after being 
removed from the refrigerator. 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Sharon Kelly Lawrence Perez 

Drug Product/ 
Labeling 

Zhengfang Ge Nina Ni 

Manufacturing Catherine Gilbert Yan Zheng 

Biopharmaceutics Leah Falade Tapash Ghosh 

Microbiology Catherine Gilbert Yan Zheng 

Other (specify): 
 N/A N/A 

RBPM Melinda Bauerlien 

ATL Nina Ni 

Consults N/A 

*: In the Amendment SN 0010, dated 07/28/2022,  Refer to the DP addendum review for 

details. 

2. Final Overall Recommendation  - Complete Response 

3. Deficiencies 

The drug product is manufactured and tested at two Pharmaceutics International 
Inc. (PII) facilities (FEI 3006503102 and FEI 1000513101, respectively). The 
cGMP inspection history review showed that both PII facilities have an OAI 
finding as of 10/2020 and a pOAI finding as of 09/2021. The pOAIs were 
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downgraded to VAI in 02/2022. A follow up cGMP inspection was begun for both 
sites in 05/2022. However, the inspections were paused due to facility shutdowns 
and could not be completed by the end of this review cycle. Thus, based on 
OPMA and ORA evaluations, a Withhold is recommended for both facilities. 
Satisfactory resolution of the facility deficiencies is required before this 
application may be approved. 

 

4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
OPQ recommends COMPLETE RESPONSE of NDA 216686 for 

commercialization of fosaprepitant injection, 150 mg/50 mL (3 mg/mL). The 

applicant has not provided adequate information on the proposed drug 

product to ensure the identity, strength, purity, and quality of the proposed 

product. The overall manufacturing inspection recommendation is 

WITHHOLD for the facilities associated with this application: Pharmaceutics 

International, Inc. (FEI 3006503102 and FEI 1000513101, respective). The 

proposed labeling and labels have adequate information to meet the 

regulatory requirements.   

 

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  - Inadequate 
   Biopharmaceutics - Adequate 
   Microbiology  - Adequate 

 
 Environmental Assessment:    Categorical Exclusion - Adequate 
 QPA for EA(s):     Yes 

5.   Life-Cycle Considerations 

Established Conditions per ICH Q12:  No 
Comments: N/A 

 

Comparability Protocols (PACMP):  No 
Comments: N/A 

 
 Additional Lifecycle Comments: N/A 
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R REGIONAL INFORMATION 
 
Environmental Assessment 
 
The applicant, Spes Pharmaceuticals Inc., claims a categorical exclusion from the 
requirement of preparing and submitting Environmental Assessment (EA) as provided for 
fosaprepitant in 21 CFR 25.31(a). 
 
The applicant explains that under 21 CFR 25.31(a), a categorical exclusion from the 
requirement to prepare an EA or an Environmental Impact Statement (EIS) is available 
for an agency action on NDA, ANDA, BLA, or a supplement to such applications, or 
actions on OTC monograph, if the action does not increase the use of the active moiety. 
The applicant states that per the FDA's current electronic listing of Approved Drug 
Products with Therapeutic Equivalence Evaluations (The Orange Book), there are 
currently 32 approved products marketed containing aprepitant as the active moiety, of 
which 12 are oral capsule and suspension products and 20 are parenteral products. 
 
Once approved, use of the proposed drug product would likely displace use of one or 
multiple of the currently marketed products, and thus would not increase the use of the 
active moiety in the environment. 
 
The applicant states that it will adhere to all Federal, State and Local environmental 
laws.  In addition, as required by 21 CFR 25.21, the applicant states that no extraordinary 
circumstances exist which would preclude the categorical exclusion. 
 

Reference ID: 5053893

(b) (4)





Zhengfang
Ge

Digitally signed by Zhengfang Ge
Date: 7/12/2022 12:09:37PM
GUID: 508da7210002a030e76df4f60ccd142a

Nina
Ni

Digitally signed by Nina Ni
Date: 7/12/2022 03:09:12PM
GUID: 502d1ab500002afbbe642f8f37136920

Reference ID: 5053893



Memorandum   DEPARTMENT OF HEALTH AND HUMAN SERVICES 
    PUBLIC HEALTH SERVICE 
    FOOD AND DRUG ADMINISTRATION 
    CENTER FOR DRUG EVALUATION AND RESEARCH 
 
Date:   July 29, 2022 
 
From:   Zhengfang Ge, Ph.D. 
  Reviewer, Branch IV/ Division II/ONDP  
 
Through:  Nina Ni, Ph.D. 
  SPQA, Branch IV/ Division II/ONDP  
 
To:   Drug Product Quality Review #1 of NDA 216686 
 
Subject:  Revised Composition/Components in Amendment 0010 Dated 27-July-2022 
 
 
The applicant in this amendment  in the Components/Composition Tables in the 
Sections 2.3.P.1 and 3.2.P.1 Description and Composition of the Drug Product to be consistent 
with the Batch Formula in the Section 3.2.P.3.2  

 in the manufacture process.  The revised Components/Composition provided in the 
Attachment is adequate.   
 
Recommendation:  
 
This NDA remains recommended for approval from the drug product quality perspective.  
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Primary Labeling Assessor Name and Date: 

Zhengfang Ge, Ph. D. 
Reviewer, BRANCH IV/DIVISION II 

OFFICE OF NEW DRUG PRODUCT  

 

Secondary Assessor Name and Date: 

I concur with Dr. Zhengfang Ge’s assessment of the currently proposed labeling/labels. 

 

Nina Ni, Ph. D. 
SPQA, BRANCH IV/DIVISION II 
OFFICE OF NEW DRUG PRODUCT  

Reference ID: 5053893



Zhengfang
Ge

Digitally signed by Zhengfang Ge
Date: 9/22/2022 04:31:03PM
GUID: 508da7210002a030e76df4f60ccd142a

Nina
Ni

Digitally signed by Nina Ni
Date: 9/26/2022 10:55:03AM
GUID: 502d1ab500002afbbe642f8f37136920

Reference ID: 5053893

28 Page(s) have been Withheld in Full as B4 (CCI/TS) immediately following this 
page 





 

2 

 

 

solution for injection. The Sponsor further relies on the Agency’s findings of safety and efficacy 
from the LD, EMEND® for injection and related drug approvals. 
 
The Applicant submitted a formal request to bridge the proposed drug product and the LD based 
on 21 CFR 320.24(b)(6). 
 
The Biopharmaceutics review focuses on the waiver request for Fosaprepitant Injection, 150 
mg/50 mL.  A scientific bridge between the LD and the proposed drug product has been 
established under 21 CFR 320.24(b)(6) due to the following reasons: 
 

1. The proposed drug product and the LD are both administered by IV infusion.  

2. The proposed undiluted drug product and the reconstituted LD are compositionally 
similar and have comparable physicochemical properties.  

3. Although the proposed product has a higher pH and osmolarity than the LD, nonclinical 
studies demonstrated that administration of the proposed fosaprepitant injection product 
results in comparable ADME and PK profiles when compared to administration of the 
LD.  

The adequacy of the nonclinical data to support acceptance of the new excipient sulfobutyl ether 
– beta cyclodextrin at its proposed concentration and demonstrate that the differences between 
the proposed product and the LD will not impact the safety of fosaprepitant injection for the 
prevention of CINV was reviewed by the Pharm/Tox group as described in Section 5.  
 
RECOMMENDATION: 
 
From a Biopharmaceutics perspective, NDA-216686-ORIG-1 for Fosaprepitant Injection, 150 
mg/50 mL is recommended for approval. 
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Table 3.  Effect of Fosaprepitant Injection on the pH of Human Whole Blood in Vitro 
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