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OPQ Executive Summary Addendum
Date: 11/20/2024

This OPQ BLA executive summary addendum provides a correction for 
zanidatamab-hrii drug substance shelf life from  months at °C to  
months at °C.

1. Application/Product Information 

BLA number 761416 

Submission Type
Original Submission 
(Fast Track, Orphan Drug, Breakthrough Therapy 
Designation)

Regulatory Pathway NME 351(a)

Associated IND IND 

Review Designation Priority Review

Applicant Jazz Pharmaceuticals Ireland Limited

Indication
Treatment of patients with human epidermal growth 
factor receptor 2 (HER2)-positive, locally advanced 
(unresectable) or metastatic biliary tract cancer (BTC).

Rx/OTC dispensed Rx

Proprietary Name: ZIIHERA

Non-proprietary Name/Code Name: 
Zanidatamab-hrii 

Drug Product Name
OBP Naming: MAB HUMANIZED (IGG1) T350V, L351Y, 
F405A, Y407V (CHAIN A) & C220S, T350V, T366L, 
K392L, T394W (CHAIN B) ANTI P04626 
(ERBB2_HUMAN) [ZW25]

Drug Product 
Description

ZIIHERA (zanidatamab-hrii) for injection is a sterile, 
preservative-free, white, lyophilized powder supplied in 
300 mg strength in a single-dose  vial for 

Reference ID: 5482394

(b) 
(4)

(b) (4) (b) 
(4)

(b) (4)

(b) (4)

(b) (4)







       For use with OPQ-OBP-SOP-3104: OPQ-OBP-TEM-0010-07 [BLA executive summary non-annotated template]
Page 4 of 8

Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

 months at °C
• Intermediate Substance, if applicable: Not applicable
• For packaged products: 

o Drug Product: 24 months at 2-8°C
• Stability Option: 

o For stability protocols:
▪ We have approved the stability protocol(s) in your license 

application for the purpose of extending the expiration 
dating of your drug substance and drug product under 21 
CFR 601.12.

d. Exempt from lot release: 
• Yes
• ZIIHERA is exempted from lot release per FR 95-29960.

e. Draft Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, as applicable

Three PMCs from OPQA III are listed below:

1) To implement a two-tiered reference standard (RS) system consisting of 
primary and working RS (PRS and WRS), prior to the depletion of the 
current RS, through the submission of a prior approval supplement (PAS) 
per 21 CFR 601.12. Protocols including qualification of future PRS and 
WRS and requalification of PRS and WRS, should be included in the PAS.

Final protocol submission date: 01/2025

2) To update the drug substance and drug product release and stability 
specifications for zanidatamab to include a validated C1q binding ELISA 
method with justified quantitative acceptance criteria, as a surrogate 
method to control the complement dependent cytotoxicity (CDC) activity. 
The updated specifications, method validation data, and other supporting 
information will be submitted to the BLA as a PAS per 21 CFR 601.12.

Final report submission date: 06/2026

3) To develop, validate, and implement a test method for control of  
with justified quantitative acceptance criteria in the drug 

substance release specification for zanidatamab. The updated 
specification, method validation report, and any other supporting 
information will be submitted to the BLA as a PAS per 21 CFR 601.12.

Reference ID: 5482394
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   Microbiology - Adequate

c. Environmental Assessment (EA):
Categorical exclusion is claimed by the applicant and deemed acceptable.

d. Potency Assessment for Labeling:
As an initial matter, we determined that no U.S. standard of potency has
been prescribed for ZIIHERA (i.e., there is no specific test method described
in regulation for ZIIHERA that establishes an official standard of potency).
We next considered whether potency is a factor for ZIIHERA within the
meaning of 21 CFR 610.61(r), which requires a statement about potency on
the package (carton) label if “potency is a factor” and “no U.S. standard of
potency has been prescribed.” We have determined that potency is not a
factor for ZIIHERA for purposes of § 610.61(r) because lot variability is not a
concern for ZIIHERA as ZIIHERA’s manufacturing process is appropriately
controlled to ensure the consistency and quality of the final product.

5. Life-Cycle Considerations
a. Established Conditions based on ICH Q12 principles:  No

b. Drug Substance:
i. Protocols approved:

ii. Residual risk: None

iii. Future inspection points to consider: None

c. Drug Product:
i. Protocols approved:

Reference ID: 5482394

(b) (4)

(b) (4)



       For use with OPQ-OBP-SOP-3104: OPQ-OBP-TEM-0010-07 [BLA executive summary non-annotated template]
Page 8 of 8

Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

ii. Residual risk: None

iii. Future inspection points to consider: None

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request.

Reference ID: 5482394



--------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically. Following this are manifestations of any and all
electronic signatures for this electronic record.
--------------------------------------------------------------------------------------------
/s/
------------------------------------------------------------

JUN LIU
11/20/2024 01:16:38 PM

MARIA T GUTIERREZ LUGO
11/20/2024 01:31:31 PM

Signature Page 1 of 1

Reference ID: 5482394



 
Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality  
Office of Product Quality Assessment III 

 

Page 1 of 22 

LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: November 4, 2024 

Assessor: Liming Lu, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Emine Guven-Maiorov, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XV 

Application: BLA 761416 

Applicant: Jazz Pharmaceuticals Ireland Limited 

Submission Date: March 29, 2024 

Product: Ziihera (zanidatamab-hrii) 

Dosage form(s): For injection 

Strength and 
Container-Closure: 

300 mg lyophilized powder in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for the 
approval of Ziihera (zanidatamab-hrii) for treatment of patients with 
human epidermal growth factor receptor 2 (HER2)-positive, locally 
advanced (unresectable) or metastatic biliary tract cancer. 

Recommendations: The prescribing information, patient information, container labels, 
and carton labeling are acceptable from an OPQA III labeling 
perspective. 

 

Materials Considered for this Label and Labeling Assessment 

Materials Assessed Appendix Section 

Proposed Labels and Labeling A 

Evaluation Tables B 

Acceptable Labels and Labeling C 

n/a = not applicable for this assessment 
 
 
DISCUSSION 
We assessed the proposed labels and labeling for compliance with applicable requirements in 
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for 
consistency with recommended labeling practices (see Appendix B). 
 
CONCLUSION 
The prescribing information and patient information (submitted on November 1, 2024), 
container labels (submitted on October 18, 2024), and carton labeling (submitted on October 
22, 2024) were assessed and found to be acceptable (see Appendix C) from an OPQA III 
Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  



 

Page 2 of 22 

 Prescribing Information and Patient Information (submitted on March 29, 2024) 
\\CDSESUB1\EVSPROD\bla761416\0006\m1\us\uspi.docx  

 Container Labels (submitted on March 29, 2024) 

\\CDSESUB1\EVSPROD\bla761416\0006\m1\us\draft-vial-label.pdf  
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21 CFR 610.61 (add the US license number for consistency with the carton labeling), 
21 CFR 610.64 (Name and address of distributor may appear and use a qualifying 
phrase for consistency with the carton labeling, when applicable) 

 Yes 

☐ No 

☐ N/A 

 

Comment/Recommendation: For biologic products, the name of Applicant in Field 2 of 
the form FDA 356h is the name of the person or legal entity to whom the license will be 
issued. Ensure that the manufacturer name and address appear exactly as intended for the 
US license holder. Confirm “Jazz Pharmaceuticals Ireland Limited” is the manufacturer.  
Revise the licensed manufacturer to appear as: 
Manufactured by:  
Jazz Pharmaceuticals Ireland Limited 
Address as listed on line 5 of Form FDA 356h 
US License No. 2167 
 
Clarify the role of  If this is the drug product facility, which is not required 
but can be listed as: “Manufactured at: Drug Product Facility Name and address”.  
 
The applicant has confirmed that “Jazz Pharmaceuticals Ireland Limited” is the manufacturer 
and revised manufacturer information as requested. was deleted from the 
label as it is the drug substance and drug product manufacturing facility, which is acceptable 
from OPQA III labeling perspective. 

 
 
APPENDIX C.  Acceptable Labels and Labeling 
To note, additional non-product quality-related revisions may be submitted at a future date 
within this review cycle. Product quality-related information in this version of the labeling is 
acceptable from OPQA III labeling perspective. 
  

 Prescribing Information and Patient Information (submitted on November 1, 2024) 
\\CDSESUB1\EVSPROD\bla761416\0041\m1\us\114-labeling\draft\labeling\draft-
labeling-text-ms-word.docx  

 Container Labels (submitted on October 18, 2024) 
\\CDSESUB1\EVSPROD\bla761416\0035\m1\us\114-labeling\draft\carton-and-
container\draft-container-label.pdf  

 Carton Labeling (submitted on October 22, 2024) 
\\CDSESUB1\EVSPROD\bla761416\0037\m1\us\114-labeling\draft\carton-and-
container\draft-carton.pdf  

(b) (4)

(b) (4)

(b) (4)

1 Page of Draft Labeling has been Withheld in Full as 
b4 (CCI/TS) immediately following this page
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BLA Executive Summary
Assessment Date: 10/10/2024

1. Application/Product Information 

BLA number 761416 

Submission Type
Original Submission 
(Fast Track, Orphan Drug, Breakthrough Therapy 
Designation)

Regulatory Pathway NME 351(a)

Associated IND IND 

Review Designation Priority Review

Applicant Jazz Pharmaceuticals Ireland Limited

Indication
Treatment of patients with human epidermal growth 
factor receptor 2 (HER2)-positive, locally advanced 
(unresectable) or metastatic biliary tract cancer (BTC).

Rx/OTC dispensed Rx

Proprietary Name: ZIIHERA

Non-proprietary Name/Code Name: 
Zanidatamab-hrii 

Drug Product Name
OBP Naming: MAB HUMANIZED (IGG1) T350V, L351Y, 
F405A, Y407V (CHAIN A) & C220S, T350V, T366L, 
K392L, T394W (CHAIN B) ANTI P04626 
(ERBB2_HUMAN) [ZW25]

Drug Product 
Description

ZIIHERA (zanidatamab-hrii) for injection is a sterile, 
preservative-free, white, lyophilized powder supplied in 
300 mg strength in a single-dose  vial for 
reconstitution and further dilution stored at 2ºC to 8ºC 
(36ºF to 46ºF). Each vial contains zanidatamab-hrii (300 
mg),  succinate (4.3 mg), succinic acid (4.3 
mg), sucrose (567 mg), and polysorbate 20 (0.63 mg), 
pH 4.6. After reconstitution with 5.7 mL of Sterile Water 

Reference ID: 5471885
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o For stability protocols:
▪ We have approved the stability protocol(s) in your license 

application for the purpose of extending the expiration 
dating of your drug substance and drug product under 21 
CFR 601.12.

d. Exempt from lot release: 
• Yes
• ZIIHERA is exempted from lot release per FR 95-29960.

e. Draft Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, as applicable

Three PMCs from OPQA III are listed below:

1) To implement a two-tiered reference standard (RS) system consisting of 
primary and working RS (PRS and WRS), prior to the depletion of the 
current RS, through the submission of a prior approval supplement (PAS) 
per 21 CFR 601.12. Protocols including qualification of future PRS and 
WRS and requalification of PRS and WRS, should be included in the PAS.

Final protocol submission date: 01/2025

2) To update the drug substance and drug product release and stability 
specifications for zanidatamab to include a validated C1q binding ELISA 
method with justified quantitative acceptance criteria, as a surrogate 
method to control the complement dependent cytotoxicity (CDC) activity. 
The updated specifications, method validation data, and other supporting 
information will be submitted to the BLA as a PAS per 21 CFR 601.12.

Final report submission date: 06/2026

3) To develop, validate, and implement a test method for control of  
 with justified quantitative acceptance criteria in the drug 

substance release specification for zanidatamab. The updated 
specification, method validation report, and any other supporting 
information will be submitted to the BLA as a PAS per 21 CFR 601.12.

Final Report Submission: 03/2026

4. Basis for Recommendation
a. Summary:

Reference ID: 5471885
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d. Potency Assessment for Labeling:
As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for ZIIHERA (i.e., there is no specific test method described 
in regulation for ZIIHERA that establishes an official standard of potency).  
We next considered whether potency is a factor for ZIIHERA within the 
meaning of 21 CFR 610.61(r), which requires a statement about potency on 
the package (carton) label if “potency is a factor” and “no U.S. standard of 
potency has been prescribed.” We have determined that potency is not a 
factor for ZIIHERA for purposes of § 610.61(r) because lot variability is not a 
concern for ZIIHERA as ZIIHERA’s manufacturing process is appropriately 
controlled to ensure the consistency and quality of the final product.  
 

5. Life-Cycle Considerations 
a. Established Conditions based on ICH Q12 principles:  No

b. Drug Substance:
i. Protocols approved:

 

ii. Residual risk: None

iii. Future inspection points to consider: None 

c. Drug Product:
i. Protocols approved:

ii. Residual risk: None

iii. Future inspection points to consider: None

Reference ID: 5471885
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FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request.

Reference ID: 5471885
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