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My main objectives today

STATE OF THE ART
The secret of being a bore...

IS to tell everything

Voltaire



Updated Treatment Algorithm for Advanced-Stage
NSCLC (2016)

Proposed Treatment Algorithm -
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Secondline Therapy
*With docetaxel, paclitaxel, gemcitabine, nhclitaxel, vinorelbine.
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The revolution




Key in-Market and Investigational
Agents for NSCLC

ALECENSA
ABRAXANE

MARKETEDAVASTIN

OPDIVO TARCEVA
VARGATEF ZYKADIA

Source: IMS Health R&D Focus ™, clinicaltrials.gov,
company websites Dec. 2014
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ADVANCED NSCLC

NINTEDANIB |RAMUCIRUMAB NIVOLUMAR
PEMETREXED | DOCETAXHL | ERLOTINI AFATINIB PEMBRO,
DOCETAXEL ATEZO







Lung cancer
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Inmune Checkpointantibodiesyou needto
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— / Anti-CTLA-4
JI‘ ,',J CTLA-4 is a major negative regulator of T cell activation and
s ~ inhibition of CTLA-4 can enhance T cell stimulation, resulting in
o more potent anti-tumour responses!
Killing of cancer cells Iplllmumab
(immune and cancer cells) .
Tremelimumab
. J L )
T cell targets for modulating activity - ~
Activating Inhibitory Anti-PDL1/PD1

R t R t c e .
S i PD-L1 expression on tumour cells and tumour-infiltrating

N - immune cells can inhibit T cell activity via its receptor PD-1,

ox4q o dampening the anti-tumour immune response. Inhibition of
Sl vLEE PD-L1 or its receptor PD-1 may restore T cell effector function?
CD137 == BTLA
CD27 VISTA Atezolizumab (anti-PDL1)
Durvalumab (anti-PDL1)
. . T Avelumab (anti-PDL1)
\\(/ \\(/ Nivolumab (anti-PD1)
9 Pembrolizumab (anti-PD1) y

Agonistic T cell Blocking
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CTLA-4 = cytotoxic T-lymphocyte-associated protein 4

PD-1 = programmed death 1; PD-L1 = programmed death ligand 1 2. Chen & Mellman. Immunity 2013
Please note that atezolizumab has not received regulatory approval in any country yet




CheckMate 017 (NCT01642004) - Study Design

* Primary Endpoint:

- DS

+ Stage llIIb/IV SQ NSCLC

+ 1 prior platinum doublet-based |
chemotherapy

+ ECOG PS 01

+ Pre-treatment (archival or
fresh) tumor samples required 3 B
Por Pl;-L1 analysi: v, ¢ 75 maim? — Correlation between PD-L1

until PD expression and efficacy
N= 272 —~ Safety
— Qualiry of life (LCSS)

+ Additional Endpoints:
~ Investigator-assessed ORR
— Investigator-assessed PFS

Patients stratified by region
and prior paclitaxeluse

« Stage NIBAV non-SQ NSCLC Nivolumab
3 maska [V QW * Primary Endpoint
* Pre-treatment (archival or recent) tumor L 1GKG TV vy . 0OS
samples required for PD-L1 = o
+ ECOG PS 01 ': « Additional Endpoints
* Failed 1 prior platinum doublet : 7 'F'f_ib
* Prior maintenance therapy allowed® '5 = g‘,-,g;[-y-
« Prior TKI therapy allowed for known = - Efficacy by tumor PD-L1
ALK translocation or EGFR mutation —> expression 5
N= 582 — Quality of life (LCSS)

Patients stratified by prior maintenance therapy
and line of therapy (second- vs third-line)
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CheckMate017 CheckMate057

BrahmerJ et al. NEnglJMed 2015 Borghaei H, et al. N Engl J Med 2015
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