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1. Application/Product Information 
BLA number 761467

Submission Type Original Submission 

Regulatory Pathway NME 351(a) 

Associated IND/BLA BLA 125514; IND 161465, IND 110080, IND 116833

Review Designation Priority Review (via voucher)

Applicant Merck Sharp & Dohme LLC

Indication All adult and pediatric (12-17 years old) solid tumor 
indications currently approved for pembrolizumab IV 
BLA 125514

Rx/OTC dispensed Rx

Proprietary Name: Keytruda Qlex

Non-proprietary Name/Code Name: 
pembrolizumab and berahyaluronidase alfa-pmph 

Drug Product Name

OBP Naming:  MAB HUMANIZED (IGG4) ANTI Q15116 
(PDCD1_HUMAN) [MK3475]; RPROTFRAG P38567 
(HYALP_HUMAN) HYALURONIDASE PH-20 [RHUPH20] 
[MK3475A]

Drug Product 
Description

Keytruda Qlex is supplied as a fixed dose combination of 
pembrolizumab and berahyaluronidase alfa in a single-
use vial as a solution for injection for subcutaneous (SC) 
administration. The drug product formulation is 165 
mg/mL pembrolizumab and 2000 U/mL 
berahyaluronidase alfa in  mg/mL histidine,  
mg/mL histidine hydrochloride monohydrate,  
mg/mL methionine,  mg/mL sucrose, and  
mg/mL polysorbate 80, at a pH of 5.3-5.9.
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Pembrolizumab (MK-3475) is a humanized IgG4 kappa 
monoclonal antibody (mAb) that binds to the PD-1 
ligands, PD-L1 and PD-L2, to the PD-1 receptor on T 
cells, thereby inhibiting T cell proliferation and cytokine 
production. Berahyaluronidase alfa (MK-5180), a novel 
variant of human hyaluronidase PH20, is included to 
enhance dispersion and allow SC administration of 
pembrolizumab.

Dosage Form Solution for injection

Strength • 790 mg pembrolizumab and 9600 units 
berahyaluronidase alfa/  mL

• 395 mg pembrolizumab and 4800 units 
berahyaluronidase alfa/  mL

Route of 
Administration

Subcutaneous injection

Primary Container 
Closure System

 clear glass vials with  
stopper and aluminum seal with plastic flip-off cap.

Device Information N/A

Co-packaged 
Product Information

N/A

Discipline Primary Secondary

Drug substance Eun Hee Koh Anshu Rastogi

Drug product Kun Dong Anshu Rastogi

Immunogenicity 
Assay 

Eun Hee Koh Anshu Rastogi

Facility Chani Broner (DS)
Bingchen Du (DP)

Zhong LiOPQ Review Team

Microbiology Chani Broner (DS)
Bingchen Du (DP)

Denise Miller
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• Intermediate Substance, if applicable: N/A
• For packaged products: 

o Component: N/A
o Component: N/A

• 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 berahyaluronidase alfa drug substance and 
drug product under 21 CFR 601.12.

d. Exempt from lot release: 
• Yes
• Rationale, if exempted: Keytruda Qlex is exempted from lot release per 

FR 95-29960.

4. Basis for Recommendation
a. Summary:

Keytruda Qlex is indicated for the treatment of all adult and pediatric (12-17 
years old) solid tumor indications currently approved for pembrolizumab IV 
under BLA 125514. Keytruda Qlex is supplied as a fixed dose combination of 
pembrolizumab and berahyaluronidase alfa in a single-use vial as a solution 
for injection for subcutaneous (SC) administration. Pembrolizumab (MK-3475) 
is a humanized IgG4 kappa monoclonal antibody (mAb) that binds to the PD-
1 ligands, PD-L1 and PD-L2, to the PD-1 receptor on T cells, thereby 
inhibiting T cell proliferation and cytokine production. Berahyaluronidase alfa 
(MK-5180), a novel variant of human hyaluronidase PH20, is included to 
enhance dispersion and allow SC administration of pembrolizumab. The drug 
product is supplied as single dose vials containing 165 mg/mL 
pembrolizumab and 2000 U/mL berahyaluronidase alfa in  mg/mL 
histidine,  mg/mL histidine hydrochloride monohydrate,  mg/mL 
methionine,  mg/mL sucrose, and  mg/mL polysorbate 80, at a pH of 
5.3-5.9.

The potency of pembrolizumab is evaluated through a chemiluminescent 
competitive binding ELISA that evaluates the ability of pembrolizumab to 
compete with PD-1 ligand (PD-L1) for binding to PD-1. The method detects 
levels of PD-L1 bound to PD-1/Fc (PD-1) immobilized on an ELISA plate, in 
the presence of increasing concentrations of pembrolizumab. Luminescence is 
measured using a microplate reader and resulting inhibition response curves 
are analyzed with curve fitting software (e.g., SoftMax Pro). The EC50 values 
generated from this assay are a measurement of the ability of pembrolizumab 
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 facilities proposed for pembrolizumab 165 mg/ml DS and 
berahyaluronidase alfa manufacture, respectively, and BSP Pharmaceuticals 
S.p.A, Latina Scalo, Italy (FEI: 3007255826) proposed for DP manufacture. All 
proposed manufacturing and testing facilities are acceptable based on their 
currently acceptable CGMP compliance status and recent relevant inspectional 
coverage. The BLA is recommended for approval from a product quality, 
facility, microbiology, and sterility assurance perspectives.

b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate
   Drug Product - Adequate
   Immunogenicity Assay - Adequate   
   Facilities - Adequate
   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 Keytruda Qlex (i.e., there is no specific test method 
described in regulation for Keytruda Qlex that establishes an official standard 
of potency).  We next considered whether potency is a factor for Keytruda 
Qlex 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 Keytruda Qlex for purposes of § 610.61(r) because 
lot variability is not a concern for Keytruda Qlex as Keytruda Qlex’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 (Pembrolizumab 165 mg/mL):
i. Protocols approved:

1. Protocol for qualification of primary and secondary reference 
standards (RS program cross-referenced to BLA 125514)

2. Pembrolizumab 165 mg/mL stability protocol

Reference ID: 5658943
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: August 26, 2025 

Assessor: Vicky Borders-Hemphill, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Kun Dong, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIII 

Application: BLA 761467 

Applicant: Merck Sharp & Dohme LLC 
US License 0002 

Submission Date: January 23, 2025 

Product: Keytruda Qlex (pembrolizumab and berahyaluronidase alfa-pmph) 

Dosage form(s): injection 

Strength and 
Container-Closure: 

395 mg pembrolizumab and 4,800 units berahyaluronidase alfa-
pmph per 2.4 mL (165 mg/2,000 units per mL) solution in a single-
dose vial 
 
790 mg pembrolizumab and 9,600 units berahyaluronidase alfa- 
pmph per 4.8 mL (165 mg/2,000 units per mL) in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for Agency 
assessment 

Recommendations: The prescribing information and medication guide (submitted on 
August 25, 2025), and container labels and carton labeling 
(submitted on August 20, 2025) were assessed and found to be 
acceptable (see Appendix C) from an OPQA III Labeling perspective. 
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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 medication guide (submitted on August 25, 2025), and 
container labels and carton labeling (submitted on August 20, 2025) were assessed and found 
to be acceptable (see Appendix C) from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  
Prescribing Information (submitted on January 23, 2025 
\\CDSESUB1\EVSPROD\bla761467\0001\m1\us\01-crt-uspi-mk3475a-i-original.docx) 
 
Medication Guide (submitted on January 23, 2025 
\\CDSESUB1\EVSPROD\bla761467\0001\m1\us\01-crt-usmg-mk3475a-i-original.docx) 
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2 Pages of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately following this 
page 
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