KEYNOTE-189



KEYNOTE_1 89 (PD1/PDL1-126)

Pembro/Pem/Platinum

* 410 allocated
» 405 treated®

« 137 (33.8%) ongoing

« 268 (66.29%) discontinued
- 150 (37.0%) radiographic PD
- 78 (19.3%) AEs
- 16 (4.0%) consent withdrawal
- 11 (2.7%) clinical PD
- 9(2.2%) physician decision
— 4 (1.0%) new anticancer tx

616 patients
randomly allocated

21 subsequent therapy
» 30.5% of ITT

» 45.8% excluding
those still on therapy

Crossovere

67 in-study pembro
+

18 off-study anti-PD-{L)1

413% of ITT

50.0% excluding those
still on therapy

Placebo/Pem/Platinum

« 206 allocated
« 202 treated®

» 36 (17.89%) ongoing

* 166 (82.2%) discontinued
-~ 119 (58.9%) radiographic PD
- 21(10.4%) AEs
—~ 8 (4.0%) consent withdrawal
- 13 (6.4%) clinical PD
- 3 (1.5%) physician decision
- 2(1.0%) new anticancer tx




Primary Endpoint: OS, PFS
— PD1/PDL1-126
KEYNOTE 1 89 ( / ) Secondary Endpoint: ORR, DOR, Safety
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A New Era for NSCLC Treatment!

ALK rearrangements Crizotinib (first ALK Crizotinit.) shown to
identified in NSCLC Inhibitor) shown to be be superior to
: effective in ALK cytotoxic therapy in
positive NSCLC 1L ALK positive
| NSCLC

1997 2000 2004 2006 2007 2008 2009 2010 2011 201

Legend
. o Pp— Bevacizumab shown
activity with cytotoxic
Angiogensis therapy in 1L NSCLC Alectinib shown
to be superior to
B Genomic crizotinib in 1L
Targeted Therapy ALK positive
. Immunotherapy e

R S Herbst ef al. Nature 553, 446-454 (2018)

1L = First-line; 2L ~ Second Line



Keynote 21: Phase 2 study of carboplatin and pemetrexed with
or without pembrolizumab for advanced, non-squamous NSCLC

Pembro + Chemo
Chemo alone

Median PFS

| e 13.0 Mos

PFS: 0S:
HR 0.53 [95% C1 0.31-0.91}; p=0.010 HR 0.90 [95% CI| 0.42-1.91]; p=0.39
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Keynote 21: Phase 2 study of carboplatin and pemetrexed with
or without pembrolizumab for advanced, non-squamous NSCLC

Pembro + Chemo

Chemo alone Overall Survival

Data Cut-Off: May 31, 2017 os:

100, 7% : HR 0.59 [95% CI1 0.34-
90 69% : 1.05): p=0.03
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Keynote 189: Schema (616 patients)

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

+« ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors
- PD-L1 expression
(TPS* <1% vs 21%)
« Platinum
(cisplatin vs carboplatin)
« Smoking history
(never vs former/current)

YaleNewHavenHealth Yal

Smilow Cancer Hospital

- P:umwmd aoom.r 200 mg Q3W for
— Carboplatin AUC SOR . up to 31 cycles
| Cisplatin 75 mg/m? e
Q3W for 4 cycles —
R
(2:1)
Placebo (normal saline) + Placebo (normal saline)
‘ Pemetrexed 500 mg/m? + for up to 31 cycles
Carboplatin AUCS5OR * Lt
N = 206 Cisplatin 75 mg/m? Pemetrexed
Q3W for 4 cycles 500 mg/m? Q3W ;
Pembrolizumab PD® ;
200 mg Q3W e
for up to 35 cycles

cancer "Percentage of tumor cells with membranous PD-L1 staining assessed using the PD-L1 IHC 22C3 pharmDx assay. "Patients
CENTER could crossover during the induction or maintenance phases. To be eligible for crossover, PD must have been verified by
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Keynote 189: Met All Primary Endpoints

. 12-mo rate
| 69.2%

Response Rate

A28.5
P <0.00001

|

47.6%

OsS: Median (95% CI)
HR 0.49 [95% CI: 0.38-0.64); s NR (NE-NE)

p <0.00001 | 11.3 mo (8.7-15.1)
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Summary of Adverse Events

Pembro/Pem/Platinum Placebo/Pem/Platinum
N =405 N =202

All cause 404 (99.8%) 200 (99.0%)
Grade 3-5 272 (67.2%) 133 (65.8%)
Led to death 27 (6.7%) 12 (5.9%)
Led to discontinuation

All treatment? 56 (13.8%) 16 (7.9%)
Any treatment 112 (27.7%) 30 (14.9%)

Immune mediated 92 (22.7%) 24 (11.9%)
Grade 3-5 36 (8.9%) 9 (4.5%)
Led to death 3 (0.7%) 0

YaleNewHavenHealth Y3 @ cances

Smilow Cancer Hospital




Keynote 189: Results by PD-L1 status (Exploratory)

Pembro/Pem/Platinum
a0 4 Chemo/Pem/Platinum .

P < 0.0001

I

TPS 1.49%
(Includes all CRs)
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Keynote 189: Results by PD-L1 status (Exploratory)

Pembro/Pem/Platinun
Chemo/Pem/Platinum

P* < 0.0001
P = 0.0001 |

P* = 0.00565

ORR, % (95% ClI)

TPS 1.49%
(Includes all CRs)
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KEYNOTE-189 (TPS 250%) vs KEYNOTE-024

KEYNOTE-189 KEYNOTE-024"
HR (95% CI): 0,42 (0.26-0.68); P = 0.0001° HR (95% CI): 0.63.(0.47-0.86); P = 0.002%
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KEYNOTE-189 (TPS 230%) vs KEYNOTE-024

KEYNOTE-189 KEYNOTE-024"
HR (95% CI): 0,42 (0.26-0.68); P = 0.00012 HR (95% Cl): 0.63.(0.47-0.86); P = 0.002%
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