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PD-L1 and PD-L2 Downregulate Effector
(Cytotoxic and Natural Killer) T-Cell Functior

Tumor cell

MHC

Tumor-specific
antigen —=_

T-cell receptor

Activation

Inactivation

Block immune response




PD-L1 Expression on Tumor Cells Is Part of a Negative

Feedback Loop That Attenuates Imnmune Response
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Published on Merck Newsroom Home (http://www.mercknewsroom.com) on 6/16/16 6:45 am EDT

Merck’s KEYTRUDA® (pembrolizumab) Demonstrates
Superior Progression-Free and Overall Survival
Compared to Chemotherapy as First-Line Treatment in
Patients with Advanced Non-Small Cell Lung Cancer

Release Date:
Thursday, June 16, 2016 6:45 am EDT

Dateline City:
KENILWORTH, N.).

KEYNOTE-024 Studied Patients Whose Tumors Expressed High Levels
of PD-L1

KENILWORTH, N.J.--(BUSINESS WIRE)--Merck (NYSE:MRK), known as M5D outside the United States and Canada, today
announced that the KEYNOTE-024 trial investigating the use of KEYTRUDA® (pembrolizumab), in patients with previously
untreated advanced non-small cell lung cancer (NSCLC) whose tumors expressed high levels of PD-L1 (tumor proportion
score of 50 percent or more), met its primary endpoint. In this trial, KEYTRUDA was superior compared to chemotherapy for
both the primary endpoint of progression-free survival (PFS), and the secondary endpoint of overall survival (0S). Based on
these results, an independent Data Monitoring Committee (DMC) has recommended that the trial be stopped, and that
patients receiving chemotherapy in KEYNOTE-024 be offered the opportunity to receive KEYTRUDA.
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KNO024: Phase Ill Study Comparing Pembrolizumab vs Platinum-
Based Doublet in First Line, TPS 250% Stage IV NSCLC

Pembrolizumab
200 mg Q3W
Up to 2 years*

Off
> Study

Patients:

» Stage IVNSCLC

* Measurable disease

« ECOG PS 0-1

* TPS 250%

* ALK translocation negative

* No EGFR-sensitizing mut

* No untreated CNS
metastases

Platinum Doublet
Q3W, 4-6 cycles

Paclitaxel/Carboplatin
Pemetrexed/Carboplatin
Pemetrexed/Cisplatin
Gemcitabine/Carboplatin
Gemcitabine/Cisplatin
(nonsquamous Hx,
+/— pemetrexed maintenance)
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Primary Endpoint: PFS
Secondary Endpoints: OS, ORR
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