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Storage Temperature/ 
Conditions 

           20°C to 25°C (68°F to 77°F) 

Review Team 

Discipline  Primary  Secondary 

Drug Substance Karina Zuck Katherine Windsor 

Drug Product/ 
Labeling 

Molly Lee Dorota Matecka 

Manufacturing Golam Kibria 
James Norman/ 
Kshitij Patkar 

Biopharmaceutics N/A N/A 

Microbiology Shannon Heine Erika Pfeiler 

Other (specify): 
 
 

N/A N/A 

RBPM Anh-Thy Ly 

ATL Dorota Matecka 

Consults N/A 

 

2. Final Overall Recommendation  - Approval with QPA(s) 

3. Action Letter Information 

a. Expiration Dating:  

36 months at 20°C to 25°C (68°F to 77°F). Brief exposure to 15°C to 30°C (59°F 
to 86°F) permitted [see USP Controlled Room Temperature] 

 

b. Additional Comments for Action 
 
The proposed drug product, rezafungin for injection, is a sterile solid 
(cake or powder) supplied in a single-dose vial, which needs to be reconstituted 
and further diluted for intravenous infusion. As such, the drug product needs to 
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comply with applicable guidances and regulations to ensure that the excess solid 
in a vial is sufficient to allow for withdrawal and administration of the net 
container content of the drug product. Therefore, during the NDA review, the 
drug product specification was amended with two additional tests such as 
assay/gross content and assay of the drug product reconstituted solution (for 
details, refer to the Drug Product Chapter, below). It was agreed between the 
OPQ team and the Applicant that qualification and validation data for these 
additional tests would be provided via a postmarketing commitment (PMC). 
Therefore, the following CMC PMC should be included in the action letter: 
 
PMC 
Complete necessary qualification and validation studies of the current assay 
high-performance liquid chromatography (HPLC) analytical procedure to be used 
for the gross content and assay of reconstituted solution tests in the drug product 
specification. Update the relevant sections of Module 3 accordingly. 
 
Final Report submission: 08/2023 
 
The above change in the analytical procedures and validation of analytical data 
should be submitted as a CBE-0 supplement to your NDA. 
 

 
4. Basis for Recommendation:  

a. Summary of Rationale for Recommendation: 
 
The NDA has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the proposed drug substance and the drug 
product (rezafungin for injection). The manufacturing and testing facilities 
have been found acceptable and an overall “Approve” recommendation was 
entered into Panorama by the Office of Pharmaceutical Manufacturing 
Assessment (OPMA) on September 29, 2022. Therefore, this NDA is 
recommended for approval by the Office of Pharmaceutical Quality (OPQ). 

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

 
Recommendation by Subdiscipline: 
   Drug Substance      - Adequate 
   Drug Product  - Adequate with QPAs 
   Quality Labeling  - Adequate 
   Manufacturing  - Adequate 
   Biopharmaceutics - N/A 
   Microbiology  - Adequate 
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1.2.4 Section 16 (HOW SUPPLIED/STORAGE AND HANDLING) 

 

For oral prescription drug 
products, include gluten 
statement if applicable 

N/A  

Remove statements that 
may be misleading or 
promotional (e.g., 
“synthesized and developed 
by Drug Company X,” 
“structurally unique 
molecular entity”  

N/A  
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Storage conditions. Where 
applicable, use USP 
storage range rather than 
storage at a single 
temperature.  

REZZAYO (un-
reconstituted) vials 
should be stored at 
20°C to 25°C (68°F to 
77°F) [See USP 
Controlled Room 
Temperature]. 

 

Revise to align with current 
labeling best practice:  
 
REZZAYO vials should be 
stored at 20°C to 25°C (68°F 
to 77°F).  Brief exposure to 
15°C to 30°C (59°F to 86°F) 
permitted (see USP 
Controlled Room 
Temperature). 

Latex:   
 

 
 
 

 
 

 “Not made with 
natural rubber latex.  Avoid 
statements such as 

 

The vial stopper  
 natural 

rubber latex. 

We recommend revisions to 
this statement based on best 
labeling practices.  As 
shown, use the statement 
“Not made with natural 
rubber latex”  

  
 

 
 

 
 
 

 
 

 
 
 

. See 
proposed edits. 

Include information about 
child-resistant packaging  

N/A  

 

 

1.2.5 Other Sections of Labeling 
There may be other sections of labeling that contain product-quality related 

information.  For example, there are specific required/recommended warnings 

for certain inactive ingredients [e.g., aspartame, aluminum in large and small 
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3.2  Carton Labeling 
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Lot number and expiration 
date  

Not present on carton.  
Space indicated on container 
label, but format is not indicated.  

DMEPA comments to 
address these issues 

Storage conditions. If 
applicable, include a space 
on the carton labeling for 
the user to write the new 
BUD. 

Store at 20°C to 25°C (68°F to 
77°F)  

 

Store at 20°C to 25°C 
(68°F to 77°F). Brief 
exposure to 15°C to 
30°C (59°F to 86°F) 
permitted (see USP 
Controlled Room 
Temperature). 

For injectable drug 
products for parental 
administration, use 
appropriate package type 
term (e.g., single-dose, 
multiple-dose, single-
patient-use) 

Carton: 1 Sterile Single-dose 
Vial 
Container: Not included  
 

DMEPA comment to 
address missing 
package type from 
container label: 
 
Add the appropriate 
package type term (i.e., 
“Single-Dose Vial”) to the 
container label. 
Additionally, we 
recommend that the 
package type term be 
followed by the statement 
“Discard Unused Portion.”  
For example: “Single-Dose 
Vial – Discard Unused 
Portion” 

Other package terms 
include pharmacy bulk 
package and imaging bulk 
package which require “Not 
for direct infusion” 
statement. 

  

If alcohol is present, must 
provide the amount of 
alcohol in terms of percent 
volume of absolute alcohol 

N/A  

Bar code Not present on container label.  DMEPA comment to 
applicant: Add the linear 

barcode to your proposed 
container label per 21 CFR 
201.25(c)(2). 

   

                                                           
1 Guidance for Industry: Product Identifiers Under the Drug Supply Chain Security Act - Questions and 

Answers. 2021. Available from: https://www fda.gov/regulatory-information/search-fda-guidance-

documents/product-identifiers-under-drug-supply-chain-security-act-questions-and-answers. 
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