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Median OS (months)

Lung cancer

Pushing the boundaries T what have we achieved?
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Clinical and Translational Oncology (2019) 21:3-17

Stage IV NSCLC (no targetable alterations)

|

CT, chemotherapy; 5CC, squamous; BSC, best supportive care
(*) combination of immunotherapy + CT may be considered®
# Not EMA approved

Majem M et al. Clin Trans Oncol 2019
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Stage IV NSCLC (no targetable alterations)
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CT, chemotherapy; 5CC, squamous; BSC, best supportive care
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Stage IV NSCLC (no targetable alterations)
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CT, chemotherapy; 5CC, squamous; BSC, best supportive care
(*) combination of immunotherapy + CT may be considered®
# Not EMA approved

Majem M et al. Clin Trans Oncol 2019



KEYNOTE-024 Study

Key Eligibility Criteria
Alntreated stage IV.NSCLEC

PD-L1 TPS O50%
ECOG PS 01 1

Ao activating EGER mutation or: ALK
translocation

Mo untreated brain metastases
Mo active autoimmune disease

reguiring systemic therapy.

End Points

Primary: PES (RECIST v1.1, blinded
independent central review)

Key secondary: OS

Secondary: ORR, safety

Exploratory: DOR

aQptional pemetrexed maintenance therapy for nonsquamous disease. PPermitted for nonsquamous disease onl

Pembrolizumab

200 mg IV Q3W
CACES))

Platinum-Doublet Pembrolizumab

Chemotherapy? 200mg Q3W
(47 6 cycles) for 2 years

Pemetrexed + carboplatin®
Pemetrexed + cisplatin®
Paclitaxel + carboplatin

Gemcitabine + carboplatin
Gemcitabine + cisplati

NAL ARTICLE ”

Pembrolizumab versus Chemotherapy for
PD-L1-Positive Non—Small-Cell Lung Cancer

¢Prior to the DMC recommendation and amendment 6, which permitted those in the chemotherapy arm to be off




Confirmed Objective Response Rate: KEYNOTE-024 Study
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Assessed per RECIST v1.1 by blinded, independent central review.

Data cut-off: May 9, 2016. ReckM, et al. NEJM 201



Updated Analysis of KEYNOTE-024:
. . Pembrolizumab Versus Platinum-Based
Overal I Su rV|Va| . Upd ated Chemotherapy for Advanced Non-Small-Cell

Lung Cancer With PD-L1 Tumor Proportion Score

An aIyS|S " of 50% or Greater

todriguez-Abreu, MD?; Andrew G.

n, MD’; Rina Hui, MBBS, PhD"; Tibor Csdszi, MD®; Andrea
: Sinead Cuffe, MD'®; Mary O'Brien, MD**; Suman Rao, MD*2;
'S, Jing Yang, PhD'S; M. Catherine Pietanza, MD'S; and

Events, n HR (95% CI)

100 ;
Pembrolizumab 73 0.63
904 . (0.471 0.86)
80 | Chemotherapy 96 P =0.002
1o ! ' 51.5% Median (95% CI)
_ 6o i ' 34.5% 30.0 mo (18.3n0¢NR)
; I i n IO 14.2 mo (9.8 mq19.0
0 mo)
401 : -
30" : :
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201 E | Pembrolizumab
! ! N =82, 62,3%
101 : :
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0 3 6 9 12 15 18 21 24 27 30 33
Time, months
No. atrisk
Pembro 154 136 121 112 106 96 89 83 52 22 5 0

Chemo 151 123 107 88 80 70 61 S5 31 16 S 0 JCO 2019



A 70.3 No. of Events HR (95% CI)
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Updated Analysis of KEYNOTE-024:
Pembrolizumab Versus Platinum-Based
Chemotherapy for Advanced Non-Small-Cell
Lung Cancer With PD-L1 Tumor Proportion Score
of 50% or Greater

Martin Reck, MD, PhD'; Delvys Rodriguez-Abreu, MD?; Andrew G. Robinson, MD’; Rina Hui, MBBS, PhD*; Tibor Csoszi, MD®; Andrea
Filop, MD®; Maya Gottfried, MD; Nir Peled, MD, PhD*; Ali Tafreshi, MD®; Sinead Cuffe, MD*°; Mary O'Brien, MD**; Suman Rao, MD*%;
Katsuyuki Hotta, MD, PhD'*; Kristel Vandormael, MSc'*; Antonio Riccio, PhD'®; Jing Yang, PhD'S; M. Catherine Pietanza, MD'*; and
Julie R. Brahmer, MD*¢

No. of Events  HR (95% CI)

Pembrolizumab 73

Chemotherapy 96 0.63 (0.47 to 0.86)
Crossover-adjusted

chemotherapy 96 0.49 (0.34 to 0.69)

Median OS (months) (95% CI)
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No. at risk:

Time (months)

Pembrolizumab 154 136 112 106 96 89 a3 B2 22 5 0
. Chemotherapy 151 107 88 80 70 61 55 31 16 5 0
A. Treatment-naive cohort
Events, Median, mo 36-mo 48-mo
n/N (95% Cl) R Rate,%  Rate, %
Total 69/101 22.3 (17.1 to 32.3) 49.0 36.8 27.2

Overall Survival, %
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Adverse Events

Update 2019
-

Treatment related 73.4% 76.60%
GradeO 3 26.6% 31.2%
Discontinuation 7.1% 13.6%
Grade 5 <1% 1.3%
Immune related 29.2% 33.8%
(All cause)

ReckM etal. NEJM: 3752016
ReckM et al. JCO 2019



Malk. ELCC 2019

KEYNOTE-042 Study Design

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Key Eligibility Criteria N = 637
* Untreated locally advanced or
metastatic NSCLC of any histology

*PD-L1 TPS 21%2
* No sensitizing EGFR or ALK alterations Randomize
-ECOG PS0 or1 1:1

* No untreated or unstable CNS
metastases

* No history of pneumonitis that required
systemic corticosteroids N = 637

Carboplatin AUC 5 or 6 Q3W +
Paclitaxel 200 mg/m?2 Q3WP
OR
Carboplatin AUC 5 or 6 Q3w +
Pemetrexed 500 mg/m? Q3W®

Stratification Factors forupto 6 cycles

* Region (east Asia vs rest of the world) End .nlnts -

+ECOG PS (0 vs 1) * Primary: OS in PD-L1 TPS 250%, 220%, and 1%

» Histology (squamous vs nonsquamous) * secondary: Froand URRIN | Fo 2oU%, 22U,

*PD-L1 TPS (250% vs 1%—49%)]) and z1%; safety in TPS=1%

Current analysis planned to occur ~45 months after

CNS, central nervous system. StUdy Etart
spzceszedin formalin-fixed tumor samples using PD-L1 HC 22C3 pharmDx assay (Agilent Technologies, Carpinteria, CA, USA), with expression measured using TPS (defined as the
percentage of tumor cells with membranous PD-L1 staining). 4

“Pemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.
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Mok. ELCC 2019 Fhois. =L 2073

Progression-Free Survival: TPS 250% Progression-Free Survival: TPS 220%*
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*P = 0.0260 (endpoint not met) PFS differences were assessed sequentially in patients with PD-L1 TPS =50%, =20%, and 1% using the strafified log-rank test (one-sided P= 0.01977,
0.02022, and 0.02085, respectively).
Data cutoffdate: September 4, 2018,
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