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1. Application/Product Information  

NDA Number 220787 

Applicant Name Wockhardt BIO AG 

Drug Product Name ZAYNICH* (cefepime and zidebactam) for injection  

Dosage Form Powder for solution (for injection) 

Proposed Strength(s) 
3 grams/vial  
(2 grams of cefepime and 1 gram of zidebactam) 

Route of Administration  Intravenous 

Maximum Daily Dose 6 grams of cefepime and 3 grams of zidebactam  

Rx/OTC Dispensed  Rx 

Proposed Indication 

Treatment of patients 18 years of age and older with 
complicated urinary tract infections (cUTI) including 
pyelonephritis, with and without concurrent 
bacteremia. 

Drug Product Description White to pale yellow sterile powder  

Co-packaged product 
information 

N/A 

Device information N/A 

Storage Temperature/ 
Conditions 

Refrigerated at 2°C to 8°C (36°F to 46°F); excursions 
are permitted to 25°C (77°F).  
Retain the vial in the outer carton prior to and after 
reconstitution to protect it from light. 

Review Team 

Discipline Primary Secondary 

Drug Substance Karina Zuck 
Katherine 
Windsor 

Drug Product  
Jessica 
Zarenkiewicz 

Akshata 
Nevrekar 

Drug Product 
Labeling 

Jessica 
Zarenkiewicz 

David Claffey 
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Manufacturing Mirtha Millones Bo Jiang 

Biopharmaceutics N/A N/A 

Microbiology Shannon Heine Neal Sweeney 

Other (specify) N/A N/A 

RBPM Janell Artis 

ATL Akshata Nevrekar 

Consults N/A 

* The drug product name is pending DMEPA review 

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

a. Expiration Dating: Based on the stability data submitted to date, the expiry dating 
period for ZAYNICH (cefepime and zidebactam) for injection shall be 24 months from 
the date of manufacture when stored refrigerated at 2°C to 8°C (36°F to 46°F) with brief 
excursions permitted up to 25°C (77°F). The vial should be retained in the outer carton 
prior to and after reconstitution to protect it from light. 

 
b. Additional Comments for Action:  
The following Post-Marketing Commitments (PMC) should be included in the action 
letter: 
 
PMC #4999-4: Drug product review team 
 
Method revalidation studies for the analytical procedure used for the determination of 

, and submission 
of results of the revalidation of the analytical method after incorporation of internal 
reference standard. Report on method equivalency comparing the results of the existing 
method and the revalidated method for the determination of . 
 
Final Report: September 2026 
 
The final report should be submitted as a prior approval supplement.  
The final report submission should be identified as “Final Report Submission for PMC 
4999-4” in addition to being identified as a “Prior Approval Supplement”. 
 
PMC #4999-5: Joint PMC between Drug Product and Non-clinical review team 
 
Submission of results of the leachable impurity assessment on the 21-month long-term 
stability samples from three registration drug product batches. Any leachables present 

Reference ID: 5801666

(b) 
(4)

(b) (4)

(b) (4)



 

 Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 

 
 

OPQ-ALL-TEM-0040  Page 3 of 7    

Revision:00        Effective Date:26 Sep 2023 

above the Safety Concern Threshold (SCT) of 5 mcg/day will be identified. Toxicological 
risk assessments and permitted daily exposure (PDE) values for all identified leachables 
occurring at levels that exceed  mcg/mL corresponding to a daily exposure of 5 
mcg/day will be provided. PDE determinations will follow the recommended methods 
described in the ICH Q3C(R9) and ICH Q3D(R2) guidances and full method details for 
each PDE determination will be submitted to the FDA, including all PDE calculations, 
determinations of LOELs, NOELs, and uncertainty factors, and the sources of all 
supporting literature and/or study findings. 
 
Final Report: July 2026 
 
The final report should be submitted as a prior approval supplement.  
The final report submission should be identified as “Final Report Submission for PMC 
4999-5” in addition to being identified as a “Prior Approval Supplement”. 
 
 
PMC #4999-6: Joint PMC between Drug Product and Process review team 
 
Three batches of the drug product will be manufactured at the target fill weight of  
of the labeled claim and with  individual fill weight specification limits, including 
evaluation of low filling speed of  VPM in one batch and high filling speed of  VPM in 
a separate batch.  
 
Final Report: January 2027 
 
The following information will be submitted to the Agency for three batches: 
• Drug product release testing data for all three batches 
• An Excel spreadsheet with individual fill weight results, mean, and standard deviation 

for each IPC check, and statistics summary for the fill weight data including all the 
rejected units for each batch 

• Chronological and distribution plots of the individual fill weight results 
• Process capability analysis with respect to the proposed LSL/USL of , 

including both Cpk and Ppk calculation using “Sigma within” and “Sigma total”, 
respectively. 

• Tentative filled vial rejection limit based on available batch data will be included in the 
intended MBR. Excursions beyond the proposed limit will be investigated to identify 
the root cause. The tentative rejection limit will be finalized based on manufacturing 
batch data from a statistically significant number of commercial batches.  

 
The final report should be submitted as a prior approval supplement.  
The final report submission should be identified as “Final Report Submission for PMC 
4999-6” in addition to being identified as a “Prior Approval Supplement”. 
 
 

4. Basis for Recommendation: 
 

Reference ID: 5801666

(b) (4)

(b) (4)

(b) (4)

(b) 
(4)

(b) 
(4)

(b) (4)



 

 Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 

 
 

OPQ-ALL-TEM-0040  Page 4 of 7    

Revision:00        Effective Date:26 Sep 2023 

a. Summary of Rationale for Recommendation: 

 

This NDA provides for a 505(b)(2) application of cefepime and zidebactam, to be 

indicated for patients 18 years of age and older with complicated urinary tract infections 

(cUTI) including pyelonephritis, with and without concurrent bacteremia.  

The Applicant has developed an injectable dosage form for intravenous administration 
referring to Maxipime (cefepime for injection (NDA 050679) as the Listed Drug (LD) for 
this application. The LD is discontinued (not discontinued or withdrawn for safety or 
effectiveness reasons) in US, manufactured by Hospira Inc.   
 
OPQ recommends an approval of NDA 220787 ZAYNICH* (cefepime and zidebactam), 
for injection 3 grams/vial (2 grams of cefepime and 1 gram of zidebactam) packaged in a 
single dose glass vial. The overall manufacturing inspection recommendation for this NDA 
is Approve, as entered in Panorama by the Office of Pharmaceutical Manufacturing 
Assessment (OPMA) on May 14, 2026. 
 
Drug Substance: Adequate 
Cefepime for injection, USP, is a sterile dry mixture of cefepime hydrochloride, USP 
(sterile bulk) and L-arginine. The applicant cross references the CMC information for 
cefepime for injection (sterile bulk) drug substance to DMF  
which was last reviewed  and found adequate by Dr. J. Nogueira 
from the CMC perspective and  by Dr. D. Bridge from the 
microbiology perspective. 
Zidebactam is a white to pale yellow powder. The quality information for zidebactam is 
submitted in the NDA and found Adequate.  
The NDA includes supportive information for the drug substance batches used in the 
manufacture of the proposed drug product, including a nitrosamine risk assessment. The 

 of the zidebactam is controlled in the drug substance specification. 
The information submitted for the drug substance is found to be adequate on May 5, 2026 
(Refer to the Drug Substance review).  
 

Drug Product: Adequate with PMCs 

The drug product is a sterile, single-dose powder for injection for intravenous use. Each 
vial contains two grams of cefepime (present as cefepime hydrochloride monohydrate) 
and one gram of zidebactam (present as zidebactam dihydrate). L-arginine is added to 
the formulation . The cefepime hydrochloride is 
provided to the drug product manufacturer  

.  
 
The drug product is a white to pale yellow powder packaged in a 50 mL USP Type I clear 
glass vial with a 20 mm  rubber stopper and 20 mm flip-off seal. The maximum 
daily dose is three vials of drug product (one vial every eight hours) corresponding to a 
total dose of six grams of cefepime and three grams of zidebactam. 
 
The drug product manufacturing consists of  

. An overfill  has been included in the vial to allow 
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withdrawal of complete labelled dose and to align with the manufacturing capability of the 
filling process and assay of the drug substance on as is basis.  
 
The proposed drug product is to be reconstituted with Sterile Water for Injection, 0.9% 
Sodium Chloride, 5% Dextrose, and Lactated Ringer’s solution. The reconstituted product 
is further diluted with 0.9% Sodium Chloride, 5% Dextrose, and Lactated Ringer’s 
solution. The compatibility and stability information for the drug product with the proposed 
reconstitution agents and diluents was found adequate to support the administration and 
in-use storage instructions in the prescribing information (PI). 
 
From a drug product quality perspective, the submitted information on the drug product 
composition, physical stability, compatibility with proposed diluents, specifications, 
analytical methods, nitrosamine risk assessment,  elemental impurities, 
container closure system, and stability data were reviewed and found acceptable. 
The information submitted for the drug product is found to be adequate on May 20, 2026 
(Refer to the Drug Product review).  
 
However, there are several issues that will be addressed through additional PMCs. During 
the review cycle, nitrosamine testing was added to the drug product specification, and the 
testing is proposed to be conducted at a facility different from the facility used for method 
development. Due to the proposed method transfer and based on advice from the Agency 
for optimization of the analytical method, method revalidation utilizing an internal 
reference standard will be conducted at the new testing site. Method equivalency report 
comparing the results of the existing method and the revalidated method for determination 
of  will confirm that the results submitted remain reliable (PMC 1). 
An interim report was provided during the review cycle with leachable impurity testing 
data using samples from the 21-month stability time point to support the proposed shelf-
life. The interim report had incomplete assessment for all potential leachable impurities in 
the drug product.  This PMC # 2 requests a final study report with comprehensive 
leachable impurity testing data and supportive non-clinical data for any identified 
leachable impurity above the Safety Concern Threshold (SCT). 
 
As a part of PMC #3 from OPMA review team, release data from three new batches of 
the drug product manufactured to support the proposed overfill  is required from a 
drug product perspective. 
(Refer PMCs above with final report submission timelines) 
 
Labeling: Adequate 
The proposed quality related labeling information, which includes detailed drug product 
preparation and administration instructions, container labels, and carton labeling have 
been found adequate and meet the regulatory requirements.  
(Refer to the Quality Labeling review) 
 
Biopharmaceutics: N/A 
 

Microbiology: Adequate 

Reference ID: 5801666

(b) (4)

(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:26 Sep 2023 

The information submitted for microbiology is found adequate on March 4, 2026 (Refer to 
the Microbiology review).  
  
Process: Adequate with PMCs 

The manufacturing process consists of  

 

 

The overall information submitted for the drug product manufacturing was found adequate 

on 5/18/2026 (Refer to process and facility review in Panorama) 

The original registration batches were manufactured at target fill weight (TFW) of  

of the labeled claim, with individual fill weight limits to  of the TFW In response to 

FDA quality deficiencies the firm revised the TFW to  of the labeled claim and 

individual fill weight limits to  of the TFW with no supporting batch data provided. 

Therefore, a PMC is issued to request additional batch manufacturing data to 

demonstrate that the  process is adequately controlled with the revised 

target fill weight and  fill weight limits. (Refer PMC #3) 

 

Facilities: Adequate 

The overall manufacturing inspection recommendation for this NDA is Approve, as 
entered in Panorama by the Office of Pharmaceutical Manufacturing Assessment 
(OPMA) on May 14, 2026. 
 

Summary:  
The information submitted for the drug substance, drug product, manufacturing process, 
microbiology and facilities is adequate for this review cycle. However, there are several 
issues that will be addressed through additional PMCs. These issues include revalidation 
of the analytical method transferred to a new site for testing along with submission of 
method equivalency data between the existing method and the new method (PMC# 4999-
4). Submission of a final report for leachable impurity assessment in the drug product 
batches nearing expiry (PMC# 4999-5) and manufacturing new drug product batches at 
the proposed overfill ) and revised  limits and submission of all process 
and drug product release data for the same (PMC# 4999-6). (Please refer to PMCs 
above) 
 
Therefore, OPQ recommends an Approval (with PMCs) of NDA 220787 for 
ZAYNICH* (cefepime and zidebactam) for injection packaged in a single dose glass 
vial.  
 
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 
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   Manufacturing  - Adequate with QPAs 
   Biopharmaceutics - N/A 
   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: N/A 
 
Application Technical Lead Name and Date: Akshata Nevrekar; 5/20/2026 
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1.0 PRESCRIBING INFORMATION1 

Assessment of Product Quality Related Aspects of the Prescribing Information: 

1.1 HIGHLIGHTS OF PRESCRIBING INFORMATION  

                                                      
1 Labeling Review Tool (LRT) (March 2022), including use of consistent terminology for dosage form and unit 

of measure for strength in the product title and DOSAGE FORMS AND STRENGTHS heading in Highlights, 
in the DOSAGE AND ADMINISTRATION, DOSAGE FORMS AND STRENGTHS, DESCRIPTION, and HOW 
SUPPLIED/STORAGE AND HANDLING sections (see page 2 of LRT) 
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