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distribution of the substance, its metabolites or degradation products in the environment.  

Reviewer comment:  There is no information in this supplement indicating that any additional 
environmental information is warranted, and the claim of categorical exemption is accepted.

Clinical Supplies Dispensed to Patients

In the Phase Ib study in patients with advanced solid tumors (Protocol KEYNOTE-012) the clinical 
material used was  MK-3475, 50 mg/vial. In the Phase II study in patients with recurrent or 
metastatic gastric or gastroesophageal junction adenocarcinoma (Protocol KEYNOTE-059) the clinical 
material used was  MK-3475, 100 mg/vial.

Reviewer comment: Pembrolizumab used for these trials was sourced from commercial material.

5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human Studies

Reviewer comment: There are no new immunogenicity data presented in this efficacy supplement for the 
indications studied. However, the updates to the screening/confirmatory assay for anti-pembrolizumab 
antibodies and the assay to detect neutralizing antibodies are reviewed below and are found to be 
acceptable.

Reports  201 Version 1.01 Validation Report Addenda 4 and 5

New negative control (addendum 5) and positive control (addendum 4) samples were created and qualified 
for this previously validated MSD-based ADA assay for pembrolizumab. Previously, the negative control 
was created from a pool of human sera from individuals purchased from  (lot 

). This time,  separate lots were ordered from the same vendor as the original pool with 
the intent to create a much larger negative control pool for future use. Prior to their combination, the 
aliquots of all  lots were analyzed for comparability to the original NC pool. All pools except for one 
(NC pool 7) generated relative light unit (RLU) values and signal-to-noise ratios (SNR) that were within 
% of the original pool. Because NC pool 7 produced values that were 18% higher than the current NC 

pool (p-value < 0.05), it was excluded. 

New low- and high- positive control samples (LPC and HPC) were created using this new NC pool as a 
matrix at levels defined for this method (7 ng/mL and 500 ng/mL, respectively.) They were not found to be 
comparable and were re-prepared, as the error was found to be most likely due to a measurement error of 
the samples. To this end, a new preparation was created at the same target concentrations and when tested, 
passed all acceptance criteria. These new NC, LPC, and HPC will be banked and used for the assay.

Report  202 Version 2.00 Validation Report (  Project Code )

This report details the validation of a new assay to detect neutralizing antibodies against pembrolizumab. 
The previous assay assessed the neutralizing capacity of samples  
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