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Introduction




Lung cancer- last century
disease

"On one point, however, there is complete
consensus of opinion and that is that primary
malignant neoplasms of the lung are among the
rarest form of disease."

Adler J. Primary malignant growths of the lung and bronchi, Longmans. New York
1912

BRONCHOGENIC
CARCINOMA HAS
BECOME one of the most
important and most lethal
lesions to which civilized
man Is heirr.

Ochsner A. The ethiology of bronchogenic carcinoma. Dis., Chest.

1964. 45: 586-590.



Statistics

® 20% of all cancer-related deaths are due
to lung cancer

® Mortality from lung cancer higher than
from colon, breast and prostate cancer
combined



Non small cell lung
cancer
stage Il
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Overall Survival with Durvalumab versus Placebo
after Chemoradiotherapy in Stage Ill NSCLC:
Updated Results from PACIFIC

Scott J. Antonial, Augusto Villegas?, Davey Daniel3, David Vicente?®, Shuji Murakami®, Rina Hui®, Takayasu Kurata’, Alberto
Chiappori?,
Ki Hyeong Lee®, Maike de Wit®, Byoung Chul Cho!%, Maryam Bourhaba'?, Xavier Quantin?, Takaaki Tokito!3, Tarek Mekhail4,
David Planchard?>, Young-Chul Kim?6, Christos S. Karapetis!’, Sandrine Hiret!8, Gyula Ostoros!?, Kaoru Kubota??, Jhanelle E.
Gray?,
Luis Paz-Ares?, Javier de Castro Carpefio??, Corinne Faivre-Finn23, Martin Reck??, Johan F. Vansteenkiste?®, David R. Spigel®®,
Catherine Wadsworth?’, Giovanni Melillo?®, Maria Taboada?®, Phillip A, Dennis®®, Mustafa Ozguirog|u®
H. Lee Moftitt Cancer Center and Research Institute, Tampé, FL, USA; 2Cancer SpeC|a|’|sts of N&rth Florida, Jacksdnville, FL, USA; 3 T&hnessBe Oncology, Chattanooga,
TN, and Sarah Cannon Research Institute, Nashville, TN, USA; “*Hospital Universitario Virgen Macarena, Seville, Spain; °Kanagawa Cancer Center, Yokohama, Japan;
6Westmead Hospital and the University of Sydney, Sydney, NSW, Australia; ’Kansai Medical University Hospital, Hirakata, Japan; 8Chungbuk National University
Hospital, Chungbuk National University College of Medicine, Cheongju, Korea; ®Vivantes Klinikum Neukoelln, Berlin, Germany; 1°Yonsei Cancer Center, Yonsei
University College of Medicine, Seoul, Korea; 'Centre Hospitalier Universitaire de Liége, Liege, Belgium; 2CHU Montpellier and ICM Val d’Aurelle, Montpellier, France;
BKurume University Hospital, Kurume, Japan; Florida Hospital Cancer Institute, Orlando, FL, USA; 1>Gustave Roussy, Villejuif, France; 1®*Chonnam National University
Hwasun Hospital, Chonnam National University Medical School, Gwangju, Korea; ’Flinders University and Flinders Medical Centre, South Australia, Australia; 81CO -
Site René Gauducheau, Saint Herblain, France; ?National Koranyi Institute of Pulmonology, Budapest, Hungary; 2°Nippon Medical School Hospital, Tokyo, Japan;
21Hospital Universitario 12 de Octubre, CiberOnc, Universidad Complutense and CNIO, Madrid, Spain; 22Hospital Universitario La Paz, Madrid, Spain; 2The University
of Manchester and The Christie NHS Foundation Trust, Manchester, UK; 2*Lung Clinic, Airway Research Centre North (ARCN), German Center for Lung Research,
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28AstraZeneca, Gaithersburg, MD, USA; 2°AstraZeneca, Cambridge, UK; 3%Istanbul University — Cerrahpasa, Cerrahpasa School of Medicine, Istanbul, Turkey



PACIFIC: Study Design

Phase 3, Randomized, Double-blind, Placebo-controlled, Multicenter, International Study?

Unresectable, Stage IIl NSCLC

without progression after Durvalumab Primary endpoints
definitive platinum-based 10 mg/kg q2w for * PFS by BICR
cCRT (=2 cycles) up to 12 months using RECIST
N=476 v1.1'

e OS

18 years or older

WHO PSscoreOor1

2:1 randomization,

If available, archived pre-cCRT stratified by age, sex, and Key secondary

. endpoints
tumor tissue for PD-L1 ' '
ort smoking history - ORR, DoR and
testing
TTDM by BICR
e PFS2 by
All-comers population investigator
(i.e. irrespective of PD-L1 status) » Safety
e PROs

N=713 randomized

*Using the Ventana SP263 immunohistochemistry assay

'Defined as the time from randomization until the date of objective disease progression or death by any cause in the
absence of progression. BICR, blinded independent central review; cCRT, concurrent CRT; PFS2, time to second
progression; RECIST, Response Evaluation Criteria in Solid Tumors; TTDM, time to death or distant metastasis.

ClinicalTrials.gov number: NCT02125461



Overall Survival* (ITT)

OS HR =0.68
83.1 99.73% Cl, 0.469-0.9971
P=0.00251

No. of events / Median OS
No. of patients (95% Cl)
(%) months

Probability of Overall Survival
o
(@) ]

| Durvaluma  183/476 (38.4)  NR (34.7-NR)
|

I I I I [ [ I [ [ ridty o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time from Randomization (months)
No. at Risk

Durvalumab 476 464 431 415 385 364 343 319 274 210 115 57 23 2 0 0



Updated Progression-free Survival by BICR* (ITT)

PFS HR = 0.51
95% Cl, 0.41-0.63"

0.9 No. of events / Median PFS
0.8 No. of patients (95% Cl)
(%) months

(o)
55.7% Durvaluma  243/476 (51.1) 17.2 (13.1-

49.5% b 23.9)

o
~
!

©
RN
|

I I I I I I I I [ I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Time from Randomization (months)

Probability of Progression-free Survival

No. at Risk
Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23 1 0



Subgroup Analysis by PD-L1 Status

PFS HR (95% CI) 0S HR (95% Cl)

All patients HH o
=25% —— —
PD-L1 status (pre-specified) =A% —— —e—1
Unknown —t— ——
21% —— ——
PD-L1 status (post-hoc) 1-24% —a— —
1% —t—i ————oi
026 05 100 200 026 050 100 200
- o i -
Durvalumab better Flacebo better Durvalumab better Flaceba bettar

e Important facts regarding PD-L1 status:
— PD-L1 testing was not required
— 37% of patients with unknown PD-L1 status
— PD-L1 status was obtained pre-CRT (getting a sample post-CRT medically not feasible)

— PD-L1 expression-level cutoff of 1% was part of an unplanned post-hoc analysis requested by
a health authority



Updated Time to Death or Distant Updated Incidence of
Metastasis (TTDM) by BICR* (ITT)  New Lesions by BICR* (ITT)

Median TTDM

(95% Cl)
0 1.0+ months
@
G 0.97 Durvaluma  28.3 (24.0- Patients with any 107 (22.5) 80 (33.8)
20.8— b 34.9) new lesion, n (%)
E0.7- Lung 60 (12.6) 44 (18.6)
2061 Lymph nodes 31 (6.5) 27 (11.4)
5 0.5
2 Brain 30 (6.3) 28 (11.8)
0.4
a 03, Liver 9(1.9) 8 (3.4)
3024 Bone 8 (1.7) 7 (3.0)
= TTDM HR = 0.53
§0.1 1 95% Cl, 0.41-0.68 Adrenal 3(0.6) 5(2.1)
(o]
£ 00 — T T T T T T T T T T T Other 10 (2.1) 5(2.1)

0O 3 6 9 12 15 18 21 24 27 30 33 36 39

No. at Risk Time from Randomization (months)

Durvalumaly76 419 357 316 259 223 194 163 129 92 46 25 1 O



Phase Il Trial of Concurrent
Chemoradiation with Consolidation
Pembrolizumab in Patients with
Unresectable Stage Ill NSCLC

Hoosier Cancer Research Network LUN 14-179

Greg Durm', Sandra Althouse?, Ahad Sadig?, Shadia Jalal!, Salma Jabbour*, Robin Zon®, Goetz
Kloecker®, William Fisher’, Karen Reckamp?, Ebenezer Kio?, Robert Langdon'®, Bamidele
Adesunloye'', Ryan Gentzler'?, and Nasser Hanna'

! Indiana University Simon Cancer Center, ¢ Indiana University Department of Biostatistics, ¢ Fort Wayne Medical Oncology and
Hematology, * Rutgers Cancer Institute of New Jersey, > Michiana Hematology/Oncology, ¢ University of Louisville James Graham Brown
Cancer Center, 7’ |U Health Ball Memorial Hospital, ® City of Hope Comprehensive Cancer Center, ¢ Goshen Center for Cancer Care, ¢
Nebraska Methodist Hospital, ' IU Health Arnett Cancer Center, ' University of Virginia Cancer Health System
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Consolidation Pembrolizumab Following CCRT
for Unresectable Stage Ill NSCLC: LUN 14-179

ﬁoncurrent Chemoradiatich [ Repeat imaging (CT or PET) ]
Cis/Etop I 28-56 days later

Carl?oRl Pac / \

OR SD or Response
Cis/Pemetrexed l

\_ 59.4.66.6 Gy )

Subjects can receive up to 2 cycles
of consolidation chemotherapy at

l Patient Enrolled

[ Not Eligible] [ Pembrolizumab 200mg\
IV every 3 weeks for up

the discretion of treating physician \ to12 months

#ASCO18
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Time to Metastatic Disease or Death

No. of Events/No. of Patients: 34/ 91
Median (95% CI) in months: 22.4 (17.9, NR)
12-Mo (95% CI) %: 74.7 (63.8, 82.8)

18-Mo (95% CI) %: 60.0 (47.4, 70.5)

_| 24-Mo (95% CI) %: 49.9 (34.8, 63.2)
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Overall Survival

Overall Survival (%)

No. of Events/No. of Patients: 29/ 92
Median (95% CI) in months: NR (22.4, NR)
12-Mo (95% CI) %: 81.0 (71.2, 87.7)
18-Mo (95% Cl) %: 68.0 (56.3, 77.2)

_| 24-Mo (95% CI) %: 61.9 (48.1, 73.0)

6 9 12 15 18
Months

No. at Risk 54 36
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Progression Free Survival

No. of Events/No. of Patients: 44/ 90

Median (95% CI) in months: 17.0 (11.9, NR)

12-Mo (95% CI) %: 60.2 (48.7, 69.9)

18-Mo (95% CI) %: 49.9 (38.2, 60.5)

_| 24-Mo (95% CI) %: 44.6 (32.2, 56.3)

[ I I I T I I I I I I

I
0 3 6 9 12 15 18 21 24 27 30 33
Months

No. at Risk 90 76 63 52 45 37 21

Progression Free Survival (%)
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Conclusions

* This trial confirms that consolidation Pembrolizumab following
CCRT in stage lll NSCLC is feasible and safe in the majority of
patients

» Consolidation Pembrolizumab following CCRT substantially
improves TMDD and PFS compared to historical control

* Preliminary OS data is promising and suggests a major
improvement in survival for this patient population

s 208ASCO #45C
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Stage Ill conclusions

® Consolidation immunotherapy after definitive
radiochemotherapy in stage lll NSCLC showed positive
results both in PFS and OS

® First drug durvalumab is registered in this indication

® Otherimmunotherapeutics are evaluated in this
setting

® There are ongoing trials in sequential
radiochemotherapy



Non small cell lung

cancer
stage Ill C and IV




E1594: chemotherapy plateau
in advanced NSCLC

Cisplatin / paclitaxel
Cisplatin / gemcitabine
Cisplatin / docetaxel
Carboplatin / paclitaxel

Survival (%)

o) 5 10 15 20 25 30

Months

Schiller JH, et al. N Engl J Med 2002;346:92-8



Advanced NSCLC algorithm
before immunotherapy

Stage IV PS 0-2 St. lll radiotherapy not eligible

Adenocarcinoma, Large cell,
NSCLC NOS

Squamous cell ca Genetic alterations analysis
EGFR, ALK ...

Targetted therapy

Chemotherapy
(pemetreksed)

Chemotherapy




Non small cell lung cancer
stage IV

first line
monotherapy




MReck ESMO 2016.
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KEYNOTE-024: Pembrolizumab vs

Platinum-Based Chemotherapy as
First-Line Therapy for Advanced NSCLC

With a PD-L1 TPS 250%

Martin Reck,! Delvys Rodriguez-Abreu,? Andrew G. Robinson,®Rina Hui,* Tibor Csészi,> Andrea Fiilop,°

Maya Gottfried,” Nir Peled,® Ali Tafreshi,® Sinead Cuffe, ' Mary O'Brien," Suman Rao, ' Katsuyuki Hotta,
Melanie A. Leiby,™ Gregory M. Lubiniecki,* Yue Shentu,’ Reshma Rangwala,’ and Julie R. Brahmer™

on behalf ofthe KEYNOTE-024 investigators

"Lung Cliinic Grosshanzdori, Airway Research Center North (ARCN), member of the German Center for Lung Research (DZL), Grosshansdorf, Germany; Hospial Universiario Insular
de Gran Canaria, Las Paimas, Spain; “Cancer Cenfre of Southeasiern Onfario af Kingsion General Hospial, Kingston, ON, Canada; “Wesmead Hospial and the University of Sydney,
Sydney, NSW, Australia; ®Jasz-Nagykun-Szoinok County Hospial, Szoinok, Hungary; ®0rszagos Koranyi TBC és Puimonologiai Intézet, Budapest, Hungary; "Meir Medical Cener,
Kiar-5aba, lzrael; *Davidof Cancer Center, Tel Aviv University, Petah Tikva, Isragl; *Southern Medical Day Care Centre, Wollongong, NSW, Australia; 5t James's Hospial and Cancer
Trials Ireland (formerfy ICORG - Al Ireland Cooperaive Oncology Research Group), Dublin, Ireland; "'The Royal Marsden Hospial, London, UK; *MedStar Frankin Square Hospial,
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Brahmer WCLC 2017
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Updated Analysis of KEYNOTE-024: Pembrolizumab
Versus Platinum-based Chemotherapy for Advanced
NSCLC With PD-L1 TPS 250%

Julie R. Brahmer,! Delvys Rodriguez-Abreu,? Andrew G. Robinson,® Rina Hui,*
Tibor Csészi,” Andrea Filép,® Maya Gottfried,” Nir Peled ® Ali Tafreshi,® Sinead Cuffe, ™

Mary O’'Brien," Suman Rao,'? Katsuyuki Hotta,’ Antonio Riccio, Jing Yang,™
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'Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, f'u‘ll] USA; “Hospital Universitanio Insular de Gran Canana, Las Palmas,
Spain; *Cancer Centre of Southezstern Ontario at Kingston General Hospital, Kingston, ON, Canada; *Westmead Hospital and the University of Sydnay,
Sydney, NSW., Australia; “Jasz-Magykun-3zalnok County Hospital, Szolnok, Hungary; *Orszagos Koranyi TBC és Pulmonoldgiai Intézet, Budapest,
Hungary: "Meir Medical Center, Kfar-Saba, Israel: *Davidoff Cancer Center, Tel Aviv University, Petah Tikva, Isragl; *Southem Medical Day Care Centre,
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the German Center for Lung Research (DZL), Grosshansdorf, Germany.

IASLC |




MReck ESMO 2016.

PD-L1 Expression and Pembrolizumab

« PD-L1 TPS cutpoint of 50% was identified in KEYNOTE-001 using independent
training and validation sets’

« FDA-approved and CE-marked companion diagnostic: PD-L1 IHC 22C3 pharmDx (Dako)

Negative TPS 1%-49%

. ongress
1, GaronEB etal, N Engl J Med. 2015;372:2018-2028. M :
PD-L1 =taining images fromHerbstRS et al. J Clin Oncol, 2016;34{15_suppl} abzstri030.



Brahmer WCLC 2017

KEYNOTE-024 Study Design (NCT02142738)

Key Eligibility_Criteria Pembrolizumab
» Untreated stage IV NSCLC 200mg IV Q3W
* PD-L1 TPS 250% (2 years)
« ECOG PS5 0-1 -

* No activating EGFR mutation or
ALKfranslocation

» No untreated brain metastases Platinum-Doublet gl Pembrolizumab

» No active autoimmune disease Chemotherapy® 200 mg Q3W
requiring systemic therapy (4-6 cycles)

for 2 years

End Points Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cigplatin®

: - Paclitaxel + carboplatin
Independent central review) B +|:arfmplatin

Key secondary: OS Gemcitabine + cisplatin
Secondary: ORR, safety

Exploratory: DOR

*Optional pemetrexed maintenance therapyfor nonsquamous disease. Permittedfor nonsquamous disease only.
“Prior fo the DMC recommendation and amendment 6, which permittedthose in the chemotherapyarmto be offered pembrolizumab (based on interim analysis 2 data), patients

were eligible for crossoverwhen PD was wc|r|ﬁrn1edtn.rtll|nded independent central radiology review.




MReck ESMO 2016.

Prog_r GSSIon-Free Events, Median, HR P
Survival n mo (9% C)

100 Pembro 73 10.3 0.50 <0.001

90- Chemo 116 6.0 (0.37-0.68)
80- 162%

PFS, %
wn
=]

9 12 15 18
No. at risk Time, months

154 104 89 44 22 3 1
151 99 70 18 9 1

: ONgTess
AzzessedperRECIST vi.1 by blinded, independent central review. M ;
Data cut-off; May 3, 2016,



Brahmer WCLC 2017

Overall Survival: Updated Analysis

Events,n HR (93% Cl)

100
a0 | Pembrolizumab?® 73 0.63
' 0.47-0.86)
. 70.3% Chemothera 96 ( - b
80 54,89 Py P=0.002
701 1 51.5%
2 801  34.5% Median (95% CI)
R e pec ¥ ggecgmssacsanssscssansas r ---------------------- 30.0 mo (18.3 mo-NR)
404 | 14.2 mo (9.8 mo-19.0 mo)
30- i
20- |
: e
0 : . . ! . . . ’. . . .
0 3 6 9 12 15 18 21 24 271 30 33
No. at rick Time, months
Pembro 154 136 121 112 106 96 89 g3 52 22 5 0

Chemo 151 123 107 B8 g0 70 61 55 a1 16 5

Effective crossoverrate from chemotherapyto anti-PD-L1 therapy, 62.3% (82 patients crossed overto pembrolizumab during the study and 12 received anti-PD-L1 therapy

outside of crossover). "Nominal Pvalue. NR, not reached.
Data cutoff July 10, 2017.




Pembrolizumab vs Platinum-Based
Chemotherapy as First-Line Therapy
for Advanced/Metastatic NSCLC With a
PD-L1 TPS 21%: Open-Label, Phase 3
KEYNOTE-042 Study

Gilberto Lopes,' Yi-Long Wu,? Iveta Kudaba,® Dariusz M Kowalski,* Byoung Chul Cho,?
Hande Z Turna,® Gilberto Castro, Jr,” Vichien Srimuninnimit,® Konstantin K. Laktionov,’
Igor Bondarenko,'® Karou Kubota,' Gregory M Lubiniecki,? Jin Zhang,'2 Debra Kush, 2
Tony Mok'?

'Sylvester Comprehensive Cancer Center at the University of Miami, Miami, FL, USA; “Guangdong General Hospital and Guangdong Academy of
Medical Sciences, Guandong, China; Riga East Clinical University - Latvian Oncology Center, Riga, Latvia; “The Maria Sklodowska-Curie Memorial
Cancer Centre and Institute of Oncology, Warsaw, Poland; “Yonsei Cancer Center, Seoul, South Korea; “Instanbul University Cerrahpasa Medical
Faculty, Istanbul, Turkey; “Instituto do Cancer do Estado de Sao Paulo, Sao Paulo, Brazil; ®Siriraj Hospital, Bangkok, Thailand; °NN Blokhin Russian
Cancer Research Center, Moscow, Russia; "°Dnipropetrovsk Medical Academy, Dnipro, Ukraine; '"Nippon Medical School Hospital, Tokyo, Japan;
“Merck & Co., Inc., Kenilworth, NJ, USA; "“The Chinese University of Hong Kong, Shatin, Hong Kong PRC
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KEYNOTE-042 Study Design

Key Eligibility Criteria - Pembrolizumab

» Untreated locally advanced or . 200 mg Q3W
metastatic NSCLC of any histology for up to 35 cycles

*PD-L1 TPS 21%

*No sensitizing EGFR or ALK alterations =~ Randomize
*ECOGPS 0 or 1 (H

* No untreated or unstable CNS

{ Carboplatin AUC 5 or 6 Q3W/+
LNV EL

metastases Paclitaxel 200/m, jm-’-" W:

L " L] L] . r
* No history of pneumonitis that required . \-J*- .
systemic corticosteroids - carpoplatin AUC 5/or:6/Q5W +
Pemetrexedi500img/m=Q3W=

Stratification Factors
» Region (east Asia vs rest of the world)
*ECOG PS (0 vs 1) End points
» Histology (squamous vs nonsquamous) * Primary: OS in PD-L1 TPS >50%, >20%, and >1%
*PD-L1 TPS (250% vs 1-49%) * Secondary: PFS and ORR in TPS >50%, >20%,

and >1%; safety in TPS >1%

2pemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.

sresenrenan. 2018 ASCO #_ASCD]E presenten By:  Gilberto Lopes

Slides are the property of the author,
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Frequency of PD-L1 TPS Categories:
TPS 21% Population

100 - * Pembrolizumab  ® Chemotherapy
90 -

46.9%  47.1%

17.9% 16.5%

TPS 1-19% TPS 20-49% TPS 250%

Data cutoff date: Feb 26, 2018.
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Overall Survival: TPS 250%

Events HR (95% ClI) P

Pembro 157(525 0) 0.69 0.0003
wma 199 (0.56-0.85)

Median (95% Cl)

12.2 mo (10.4-14.2)

18 24

No. at Risk MOI'IthS

Data cutoff date: Feb 26, 2018.
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Overall Survival: TPS 21%

Events HR (95% ClI) P

Pembro 371 (58.2%) 0.81 0.0018
e g (0.71-0.93)

Median (95% Cl)

12.1mo (11.3-13.3)

18 24

No. at Risk MOI'IthS

637
DS/

Data cutoff date: Feb 26, 2018.
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Overall Survival: TPS >21-49% (Exploratory Analysis?)

Events HR (95% ClI)

1004, Pembro 214 (63.3%)  0.92

60- Med|an (95% CI)

40 ey ' 1T _ 12.1 mo {11 0-14.0)
20+ %MMLLH T TR
10+
0

0 | ' ' 24

No. at Risk MOI’IthS

G
= e | f"

2No alpha allocated to this comparison.
Data cutoff date: Feb 26, 2018.
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Checkmate 026:
Phase Ill Nivolumab vs Chemotherapy in First-line
NSCLC!

Key Eligibility Criteria

- Nivolumab _ _
Stage. IV or recu.rrent NSCLC 3malkg IV Q2W Disease progression or

*No prior systemic therapy for unacceptable toxicity
advanced disease n=271

*No EGFR/ALK mutations Tumor scans

sensitive to available targeted Q6W until wk
inhibitor therapy PT-DC 48 then

° 0, _| 12
>1% PD-La : (HIStOlOgy Q12W
* CNS metastases if treated b .
dependent) Disease

prior to randomization, with Maxi fe )
return to baseline for at least 2 aX|mL:m 0 Progression
cycles

weeks prior to randomization

Crossover
nivolumab“
(optional)

n=270

Secondary Endpoints:

Stratification factors at Primary Endpoint: )
randomlzatlon:. « PFS (25% PD-L1+)° PFS (1% PD-L1+)
* PD-L1 expression (<5% vs * OS (22% PD-L1+ and =5% PD-
25%)° * ORR (25% PD-L1+)d
* Histology (squamous vs
nonsquamous)

Nivolumab is currently not approved for 1L advanced/metastatic NSCLC.

aDako 28-8 validated; archival samples obtained <6 months before enrollment were permitted. °Squamous: Gemcitabine 1250 mg/m? + cisplatin 75
mg/m?; Gemcitabine 1000 mg/m? + carboplatin AUC 5; Paclitaxel 200 mg/m? + carboplatin AUC 6. Non-squamous: Pemetrexed 500 mg/m? + cisplatin 75
mg/m?; Pemetrexed 500 mg/m? + carboplatin AUC 6--option for pemetrexed maintenance therapy. “No washout required before crossover. Tumor
response assessment for PFS and ORR per RECIST vi.1 as determined by independent central review.

1. Socinski M et al. Oral presentation at ESMO 2016. 2. Hellmann MD et al. Oral presentation at ASCO 2016. 3001.



Checkmate 026: PFS and OS (25% PD-
"‘ L1+)

Nivolum Chemo

) ab n=212
100 vaotl)uma Chemo 100 - n=211
. n=212
=t Median OS, 144 | 13.2
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Biomarker
for Nivolumab in NSCLC: CheckMate 026

« &

Low/medium TMB

NivolumabChemotherapy
n=111 n =94

Median PFS, mo 4.1
(95% Cl)

6.9

(2.8,54) (5.5,8.6)

HR =1.82 (95% CI: 1.30, 2.55)

Chemotherapy

Nivoll{mab

High TMB
NivolumabChemotherapy
100 p§— n =47 n =60 100 4
90] A Median PFS, mo 9.7 5.8 90 -
(95% ClI) (5.1, NR) (4.2, 8.5)
80 - 80 -
HR = 0.62 (95% CI: 0.38, 1.00)
70 1 70 -
~ 60 1 60 -
S~
v 50 Nivolumab 50 1
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O 40- 401
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Chemotherapy
20 1 2 e 20 1
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No. at Risk Months
Nivolumab 47 30 26 21 16 12 4 1 111
Chemotherapy 60 42 22 15 9 7 4 1 94
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12 15 18 21 24
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Non small cell lung cancer
stage IV

first line
combination therapy
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KEYNOTE-021 Cohort G

Q3W for 2 years
Study Population +
Pemetrexed 500 mg/m?

‘Untreated stage IlIB or IV + Carboplatin AUC
nonsquamous NSCLC 5 mg/mL/min Q3W for 4 Pemetrexe
*No activating EGFR mutation or cycles d
ALK translocation 500 mg/m?2
*Provision of a sample for PD-L1 : — Q3w
assessment? permitted
*ECOG PS 0 or 1 as
*No untreated brain metastases Pemetrexed 500 mg/m?2 g::tlzier::;
*No ILD or pneumonitis + Carboplatin AUC
requiring systemic steroids 5 mg/mL/min

Q3W for 4 cycles

End Points —

*Primary: ORR (RECIST v1.1 per blinded, independent central review)
*Key secondary: PFS

*Other secondary: OS, safety, relationship between antitumor activity and PD-L1
TPS

aRandomization was stratified by PD-L1 TPS <1% vs 21%.




Progression-Free Survival
(RECIST v1.1 by Blinded, Independent Central

Rayigw) 57% 52% Event HR (95%
5 90- 37%: 29% : s, n/N Cl)
> : :
> 807 Pembro + 0.54
2 70- PC 26160 (0.33-
o 60 : : 0.88)
£ 50- é L PC glone, , 40/63 P=
: § § 0.00672
§ 40- . :
IF) 30' : () [ |
0 edian (95% CI : ;
© 201 [19.0 (8.5-NR) g g T
g 10{ | 8.9 (6.2-11.8) =
o 0 —r 1 r r 1 r r 1 T T | e T - r T 1

0 3 6 9 12 15 18 21 24 27
No. at risk Time, months

60 51 43 32 24 22 17 9 1 0

63 42 35 25 18 13 8 5 1 0

aP value is descriptive (one-sided P < 0.025).

Data cut-off: May 31, 2017.



Overall Survival
Data Cut-off: August 8, Data Cut-off: December 31,

: 1 : 2
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7% 702017
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Overall Survival, %
Lo3B8383I88B

Median Follow-Up: 18.7 mo

Event HR (95%

. . s,nIN ¢l
Median (95% ClI ) + _
NR (22.8-NR) g § p?;mbm 20/60° (8 352_
20.9 (14.9-NR) = s 1.05)

e PC alone 31/63P P=0.032
3 6 9 12 15 18 2 24 27
No. at risk TIITE, months
60 57 55 5" 46 44 36 22 7 1
63 58 57 LY 43 39 29 18 9 0

1. Langer CJ, et al. Lancet Oncol. 2016;17(11):1497-1508. 2. Papadimitrakopoulou VA, et al. 2017. J Clin Oncol. 35(suppl):

abstract 9094.



Gandhi KN189 AACR 2018

KEYNOTE-189: Randomized,
Double-Blind, Phase 3 Study of
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Gandhi KN183

KEYNOTE-189 Study Design (ncTo2s7sese) =

Key Eligibility Criteria
* Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

* ECOG PS50 or1

* Provision of a sample for
PD-L1 assessment

» No symptomatic brain
mefastases

* No pneumonitis requiring
gystemic steroids

Stratification Factors

» PD-L1 expression
(TPS2<1% vs 21%)

* Platinum

(cisplatin vs carboplatin)
» Smoking history

(never vs former/current)

Pembrolizumab 200 mg +
Pemetrexed 500 mg/im? +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mgim? +
Carboplatin AUC 5 OR

Cisplatin 75 mg/m?
Q3W for 4 cycles

Pembrolizumab
200 mg Q3W for
up fo 31 cycles
+
Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed

500 mg/m? Q3W

Pembrolizumab

200 mg Q3W

for up to 35 cycles

=Percentage oftumor cells withmembranous PO-L1 staining assessed using the PO-L1 IHC 22C3 pharmDx assay tPatients could crossover during the induction or maintenzsnce phases.
To be eligible for crossover, PO must have been verified by blindsd, independent central radiologic review and all safety criteria had to be mat.



Gandhi KN183

AACR 2018
Frequency of PD-L1 TPS Categories

50 - .

45 m Pembro/Pem/Platinum

40 | u u Placebo/Pem/Platinum

391 31.0%308y  31.2% 32.2% 220"

28.2%

o O
1 1

Frequency, %

— = MNP W
o

o O O On
L5 11

<1% 1-49% >50% Not evaluable

Mot evaluable refersto specimens withan inadequate number of tumor cells or no tumor cells seen; these patients wereincluded in the PD-L1 TPS «1% group for randomization
stratification but excluded from analyses of efficacy by TPS. Data cutoffdate: Nov 8, 2017



Overall Survival, ITT

100+
90+
80+
70+
60-
50

Events

Gandhi KN183
AACR 2078

HR (95% Cl) P

Pembro/Pem/Plat 31.0%
Placebo/Pem/Plat 52.4%

60.2%
49.4%

0S. %

40+
30-
20+
10+

0

0

No. at Risk

410
206

Data cutofidate: Nov &, 2017,

3 6 9 12 15 18 21
Months

arT a7 27a Tha 71 18 I

183 149 104 59 25 3 0

0.49 <0.00001
(0.38-0.64)

Median (95% Cl)
NR (NE-NE)
11.3 mo (8.7-15.1)



Gandhi KN183

AACR 2078
No. of Deaths/ No. of Deaths/
Subgroup  No. of Patients Hazard Ratio (95% Cl) Subgroup  No. of Patients Hazard Ratio (95% CI)
Cverall 2351616 — Overall 235616 ——
Age ; Baseline brain mets |
<Goyr 133/312 — Yes 51108 —a—
265 yr 102/304 T No 184/508 — —
Sex E i
i PD-L1 TPS |
Female 02/253 —i 19 125/383 .
ECOGPS e I
1 1597246 —— 0% ez o
Smoking status E Platinum |
Current/former  211/543 —— Carboplatin -~ 176/445 ——
Never 24/T3 i ; Cisplatin 29T ——
0.1 0.5 1 0.1 0.5 1
* - * -
Pembro/Pem/Plat  Placebo/Pem/Plat Pembro/Pem/Plat  Placebo/Pem/Plat

Better Better Better Better

Data cutofidate; Mov &, 2017.



Gandhi KN183

. AACR 2018
Overall Survival by PD-L1 TPS
TPS <1% TPS 1-49% TPS 250%
HR HR HR
Events  (95% Cl) [ Events  (95% Cl) pe Events  (35% Cl) pe
Pembro/Pem/Plat  38.6% 0.59 0.0095 28.9% 0.55 0.0081 25.8% 0.42 0.0001
Placebo/Pem/Plat  55.6%  (0.26-0.92) 48.3%  (0.34-0.90) 51.4%  (0.26-0.68)
100 4 i 61.7% 100 - i 71.5% 100 E 73.0%
o - 152.2% 50 4 | 50.9% 90 4 | 48.1%
A - 1 - | A0 - |
70l - 70+ , 704
B0 B0 ; B0
Al w901 . s 8l
© m © 1 | ©
30 i 304 § 0
04 Median (95% CI) | 204 Median (95% CI) | 204 Median (35% Cl)
;0 152 mo (123.NE) | 104 R (NE-NE) i ;g4 MR (NENE)
12.0 mo (7.0-NE) 12.9 mo (8.7-NE} | 10.0 mo (7.5-NE)
I:I 1 I I II I I 1 D I I 1 E I 1 1 l:l 1 1 I | I 1
0 3 6 9 12 15 18 2 0 3 6B 9 12 15 18 2 0 3 6 9 12 15 18 21
) Months ) Months ) Months
No. at Risk No. at Risk No. at Risk
127 113 104 79 42 W B 0 128 119 108 84 &5 2 5 0 132 722 114 96 &% 25 B 0
B3 &4 45 320N B 1O 58 A4 47 32 17 5 1 0 T00OB4 A0 3/ 19 13 40

=Nominal and one-sided. Data cutoffdate: Nov &, 2017.



Gandhi KN183

Progression-Free Survival, ITT pce 1
(RECIST v1.1, BICR) e oo P

100 Pembro/Pem/Plat  59.5% 0.52 <0.00001
(0.43-0.64)
90+

80+
70+
60-

50 I - S Median (95% CI)
| 8.8 mo (7.6-9.2)
4.9 mo (4.7-5.5)

Placebo/Pem/Plat 80.6%

 34.1%
17.3%

PFS., %

0 3 6 9 12 15 18 2
MNo. at Risk Months

410 322 206 143 Bl 17 ] I

20R 141 ulll 4 16 3 1 0
BICR, blinded, independent central review. Data cutoff date: Noy &, 2017.



Gandhi KN183
AACR 2078

Progression-Free Survival in Key Subgroups
(RECIST v1.1, BICR)

No. of Deaths/ No. of Deaths/
Subgroup  No. of Patients Hazard Ratio (95% Cl) Subgroup  No. of Patients Hazard Ratio (95% CI)
Cverall 410/616 = Overall 410/616 -
Age ; Baseline brain mets |
<Boyr 224/312 —& Yes 311108 —a—
255 yr 1861304 {— No 329/508 - -
Sex E i
: PD-L1 TPS |
Male 2361363 :_._ =104 146/190 i+
Female 174/253 —i 19 581388 —
ECOGPS e |
] 158/966 —— 1-49% 114/186 —i—
1 950/246 EP. 250% 1241202 —
Smoking status E Platinum |
Currentfformer  365/543 —- Carboplatin -~ 299/445 Rl
Never 45/73 —— Cisplatin 11171 ——
0.1 05 1 0.1 05 1
* > + -
Pembro/Pem/Plat  Placebo/Pem/Plat Pembro/Pem/Plat  Placebo/Pem/Plat

Better Better Better Better

BICR, blinded, independent central review. Data cutoff date: Noy &, 2017.



Progression-Free Survival by PD-L1 TPS

(RECIST v1.1, BICR)

TPS <1% TPS 1-49Y%
HR HR
Events  (95% Cl) p= Events  (95% CI) p
Pembro/Pem/Plat  72.4% 0.75 0.0476 54.7% 0.55 0.0010
Placebo/Pem/Plat  85.7%  (0-53-1.03) 759%  (0.370.81)
100 - 119.1% 100+ | 37.5%
o] - 1 15.7% a0 4 1 19.6%
il A7 |
704 70 - |
o A0- IR
4 B0 WRR |
& 40 B 40- |
404 30- | L
U=\ Median (35% CI) 20 median @5% C) T
1046.1 mo (4.9-7.6) 1049.0 mo (7.1-11.3) |
] 5.1 mo (4.5-6.9) ] 4.9 mo (4.7-6.9) |
1 3 6 9 12 15 o 3 6 9 12 15 18 2
) Months ) Months
No. at Risk No. at Risk
127 88 B0 M 12 3 128 101 8 47 21 B 2 0D
B3 44 T 168 4 0 8 4 23 1 6 10 0

=Nominal and one-sided. BICR, blinded, independent central review. Data cutoffdate: Nov & 2017,

PFS, %

Gandhi KN189

AACR 2078
TPS 250%
HR
Events  (35% Cl) pe
51.5% 0.36 <0.00001
a0.0% (025052
1o |44.9%
504 115.4%
A0 |
70- |
BO-
A0-
40-
30-
20 Median (95% CI}
1049.4 mo (9.013.8)
; 4.7 mo (3.1-6.0)
0 3 B 3 12 15 18 2
) Months
No. at Risk
132 112 85 B0 23 T 1 0
o4 %o 5 2 10



Response Rate and Duration, ITT
(RECIST v1.1, BICR)

100 -
%0 -
80 -
70 -
80 -
50 -
40 |
%0 -
20 -
10 -
0 -

ORR, % (95% CI)

sAn additional 27 (6.6%) patients in the pembro/pem/plat arm and 25 (12.1%) in the placebo/pemiplat arm did not have =2 evaluable sets of radiographic images.

A28.5
P <0.0001

47.6%

18.9%

Pembro/Pem/Plat Placebo/Pem/Plat

BICH, biinded, independent central review. Data cutoff date: Nov &, 2017.

Gandhi KN183

AACR 2078
Pembro/ Placebol
BestResponse,? Pem/Plat Pem/Plat
n (%) (N =410) (N = 2060)
CR 2(0.5%) 1(0.5%)
PR 193(47.1%) 38(18.4%)
SD 152(37.1%) 106(51.5%)
PD 36 (8.8%) 36 (17.5%)
Pembrol Placebol
Duration of Pem/Plat Pem/Plat
response, mo (N =193) (N = 39)
Median 11.2 7.8
Range 1.1+t018.0+ 2.1+t0 16.4+




Gandhi KN183
AACR 2078

Response Rate by PD-L1 TPS
(RECIST v1.1, BICR) Pembro/Pem/Platinum [}

Placebo/Pem/Platinum [}

100 -

X0 1 P2 < 0.0001
0 P2 = 0.0001 |
70 - | —

60 1  pa=0.0055
50 { |

ORR, % (95% CI)

14.3% 20.7% 22.9%

TPS <1% TPS$1-49% TPS 250%
(Includes all CRs)

2Nominal and one-sided.
BICH, biinded, independent central review. Data cutoff date: Nov &, 2017.
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IMpower130: efficacy and safety from a
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Investigator-assessed PFS (ITT-WT) FEEM

1004
904 PFS (%) | 6months | 12 months
80 Atezo + CnP 56.1% 29.1%
70+ CnP 42.5% 14.1%
.;g“ 60+ Median follow-up: ~19 mo
0 50f-------=--"
& ! HR: 0.64
401 'l (95% CI: 0.54, 0.77)
304 1 | P < 0.0001
o
J o
20 o
I I
101 Median: 5.5mo 1 1 Median: 7.0 mo
04 (95%Cl:44,59) | | (95%CL:62,7.3) e
T T T LI T - T 1 T T 1 L] 1 LI T LI T LI T 1 T T T T T T T T
012345678 910111213141516 17 18 1920 21 22 23 24 25 26 27 28 29 30
) Months after randomisation
Number at risk

Atezo+CnP 451 432 383 351 329 281 242 213 183 157 138 132 119108 83 78 62 60 41 36 29 23 13 12 7 4
CnP 228 214 174 150 136 110 90 75 61 48 40 35 20 23 18 15 7 6 &5 5 3 3 2 2 1 1 {

Cappuzzo et al. IMpower130 - efficacy and safety

htip/bitly2C2uz08  ©

2018

IMpower130 study design
f Patients with \

Induction treatment Maintenance treatment
chemotherapy-naive (4 or 6 21-day cycles)
stage IV -
fon-squarmous NSCLC AT invest.irrae:;rl-l:st'slessed %
carboplatin + nab getor il S
I ) loss of clinical benefit 2
Stratification: paclitaxel (CnP) or toxicity =
. Sex ——— | 8
+ Baseline liver o . 4 ) ]
. est supportive . >
metastases L Carboplatin + nab PP Treat until PD $
© PO wmour aclitaxel (CnP)? care or ortoxicity || 5
expression P pemetrexed q3w »
| —
D —
(ITT: N=723;

\ ITT-WT: n=679) /

«  Co-primary endpoints: investigator-assessed PFS and OS (ITT-WT population)
+ ITT-WT population: randomised patients excluding those with EGFR or ALK genomic alterations

+ Key secondary endpoints: OS and PFS (ITT population and by PD-L1 expression), ORR and safety
+ ITT population could be formally tested for OS/PFS if ITT-WT OS was positive

Atezo 1200 mg IV q3w; carboplatin area under the curve 6 mg/mL/min q3w; nab-paclitaxel 100 mg/m? IV days 1, 8, 15
PD-L1 status tested with VENTANA SP142 IHC assay. Data cut-off: 15 March 2018.

= Crossover to receive atezo at PD was permitted only for patients enrolled to protocol versions 1-4 ‘Capplizz0 oLl IMPOWEI 30 “Bfiacy A saloly

http://bitly2C2uzQ8

0S (ITT-WT) EEEM™™

1004
90 0S (%) 1 year 2 years
80+ Atezo+CnP | 63.1% 39.6%
704 CnP 55.5% 30.0%
g HR: 0.79
P AP, (95% CI: 0.64, 0.98)
3 | P=0033
401 1 |
I 1
304 1 1
1 I
204 ! !
I 1
104 Median: 13.9 mo : : Median: 18.6 mo
i (95% ClI: 12.0,18.7) 1 1 (95% Cl: 16.0, 21.2)
0 T T T T 1 T T T LI ) T T T T T LI L L 1 1 1 1 LILELI 1 T T 1 T T T T T
012345678 91011121314151617 181920212223 24 25 26 27 28 29 30 31 32 33 34
Nurmber at ik Months after randomisation

Atezo+CnP 451 435422 400 384 385 351 333 315 305 204 284 268 253 217 194 167 147120103 88 75 50 49 40 20 19 12 10 6 4 2 1
CnP 228 218 206 190 176 167 161 154 147 136132124 119109 96 90 75 65 58 49 30 31 24 17 13 9 8 3 1

Cappuzzo et al. IMpower130 - efficacy and safety
http://bit ly/2C2uzQ8



PFS in key subgroups (ITT-WT)

Median PFS (mo)

2018

OS in key subgroups (ITT-WT)

Population n(%) Atezo+CnP  CnP HR (95% Cl)
Female 279 (41.1) 74 48 —— 0.59 (0.45, o.73§
Male 400 (58.9) 64 5.6 —— ! 0.67 (0.54,0.85
<65 years 341(50.2) 6.8 5.5 o 0.64 (0.5, 0.82)
265 years 338 (49.8) 72 5.3 —— 0.64 (0.5,0.82)
ECOG Ps? 5

0 280 (41.3) 79 5.6 —— | 0.59(0.44,0.78)

1 397 (58.6) 6.1 5.0 —— ! 0.68 (0.54, 0.86)

2 1(0.1) N/A N/A 1 N/A (N/A, N/A)
Never smoker 65 (9.6) 8.1 46 I—O—E—t 0.63(0.35, 1.12)
Current/previous smoker 614 (90.4) 6.9 55 [ 0.64 (0.53,0.77)
No liver mets at enrolment 579 (85.3) 73 56 = o i 0.59 (0.49,0.71)
Liver mets at enrolment 100 (14.7) 42 44 I—.I—i 0.93(0.59, 1.47)
PD-L1-high (TC3 or IC3) 130 (19.1) 64 46 —— 0.51(0.34,0.77)
PD-L1-low (TC1/20rIC1/2) 193 (28.4) 8.3 6.0 —— 0.61(0.43,0.85)
PD-L1-negative (TCO and ICO0) 356 (52.4) 6.2 47 —— 0.72 (0.56, 0.91)
ITT-WT 679 (100) 7.0 5.5 - 0.64 (0.54,0.77)

25
Atezo better Placebo better.

Median OS (mo)

Population n(%) Atezo+CnP  CnP
Female 279 (41.1) 214 12.8
Male 400 (58.9) 16.0 14.2
<65 years 341 (50.2) 19.2 16.6
265 years 338 (49.8) 16.1 126
ECOG PS?

0 280 (41.3) 208 19.7

1 397 (58.6) 15.2 1.9

2 1(0.1) N/A N/A
Never smoker 65 (9.6) 28.2 195
Current/previous smoker 614 (90.4) 18.1 13.9
No liver mets at enrolment 579 (85.3) 211 15.2
Liver mets at enrolment 100 (14.7) 10.0 88
PD-L1-high (TC3 or IC3) 130 (19.1) 17.3 16.9
PD-L1-low (TC1/20rIC1/2) 193 (28.4) 237 15.9
PD-L1-negative (TCO and IC0) 356 (52.4) 15.2 12.0
[TT-WT 679 (100) 18.6 13.9

2018

HR (95% CI)

0.66 50.46, 0.93)
.87 (0.66, 1.15)

0
0.79 (0.58, 1.08)
0.78 (058, 1.05)

0.85 (0.59, 1.22)
0.77 (0.58. 1.00)
N/A (N/A, N/A)

0.55(0.26,1.19
0.81(0.65, 1.02
0.
1.

73(0.57,0.92
(0.63,1.72

0.51,1.39
0.45, 1.08
061, 1.08

-0

0.79 (0.64, 0.98)

Atezo better

Placebo better

10

Stratified HR for ITT-WT, unstratified HR for all other subgroups
a One patient had an unknown ECOG PS.

Cappuzzo et al. IMpower130 - efficacy and safety

htip/bitly2C2uz08 8

Stratified HR for ITT-WT, unstratified HR for all other subgroups.
3 One patient had an unknown ECOG PS.

Investigator-assessed PFS and OS in EGFR/ [HEIEMD "™
ALK-positive subgroup

100 100
5 HR: 0.75 . HR: 0.98
M (95% CI: 0.36, 1.54) - (95% Cl: 0.41,2.31)
70 70
e —_
fa X W
50 e - S e - ——
" o
o ! (e Rl | |
20 | 0 | 1 R —
2 1 0 | 1 —
11 1 1
10 ' o 1 I
01Med|an 6. 0 mo > Med|an 7.0 mo 0 Medlan 10. 0 mo| Med|an 14. 4 mo
r — T T T
0 2 4 6 B IO 12 14 16 1B ?() 22 24 ZG 28 30 0 2 A G B 10 12 M 16 IB 20 22 24 ?6 28 30
Months after randomisation i Months after randomisation

Number at isk
Mem+ChP 2 28 25 19 13 0 8
® 12t 6 4

42 2 2 1 Aezo+CrP 32 oA
w12 12 12 N 8 5 ‘ § = 1

2 0 ® ¥ 10

Cappuzzo et al. IMpower130 - efficacy and safety

hitp/bitly2C2uzQ8 11

Cappuzzo et al. IMpower130 - efficacy and safety
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PFS in the ITT population’

IMpower132: efficacy of atezolizumab +
carboplatin/cisplatin + pemetrexed

as 1L treatment in key subgroups

with stage IV non-squamous NSCLC

Fabrice Barlesi,' Makoto Nishio,2 Manuel Cobo,? Nicola Steele,* Victor Paramonov,’
Barbara Parente,5 Rachel Dear,” Henri Berard,® Nir Peled,? Lasika C. Seneviratne,

Editta Baldini," Satoshi Watanabe,'? Koichi Goto,'® Diana Mendus,* Hina Patel,*

Yu Deng,'* Marcin Kowanetz," Tien Hoang,'* Wei Lin,' Vassiliki A. Papadimitrakopoulou

'Aix-Marseille University, Assistance Publique Hépitaux de Marseille, Marseille, France; ZThe Cancer Institute Hospital, Japanese
Foundation for Cancer Research, Tokyo, Japan; *Hospital Regional Universitario Carlos Haya, Malaga, Spain; “The Beatson West
of Scotland Cancer Centre, Glasgow, UK; 5Cherkassy Regional Oncology Dispensary, Cherkassy, Ukraine; SCUF Porto Hospital,
Porto, Portugal; "The Kinghorn Cancer Centre, St. Vincent's Hospital, Sydney, Australia; éHopital d'Instruction des Armées (HIA)
Sainte-Anne, Toulon, France;  The Cancer Institute, Soroka Medical Center and Ben-Gurion University, Beer-Sheva, Israel;

100 os Angeles Cancer Network, Los Angeles, CA, USA; ""Ospedale San Luca, Lucca, Italy; 2Department of Respiratory Medicine
and Infectious Diseases, Niigata University Graduate School of Medical and Dental Sciences, Niigata, Japan; *Department of
Thoracic Oncology, National Cancer Center Hospital East, Kashiwa, Japan; '“Genentech, Inc, South San Francisco, CA, USA;

15The University of Texas MD Anderson Cancer Center, Houston, TX, USA
MUNICH 0ngress
2018

€smo.0rg

100 HR, 0.60 (95% CI: 0.49, 0.72) APP PP
_ 904 N P <0.0001 6-mo PFS, % 59% 41%
£ 50 "”N”"'gumff%’/OW-UPfJ;mo 12moPFS, % 34% 17%
T I -up. 14.
g - SRl SR ORR, % 4T%  32%
0, 0
@ 60+ CR 2% 1%
@ - PR 45%  32%
i ; MedianDOR, mo 101 7.2
o T L
b Ongoin
g o g 42%  30%
] response, %
& -
o
10 5.2mo 7.6 mo
04 (95%Cl:4.3 56) (95% Cl: 6.6, 8.5)
T T T T T T T T T T T T T T T T T T T T T T T T
001 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
No. at Risk Time (months)
APP 292 280 260 231 224 191 169 149 140 120 110 109 88 74 48 43 31 26 11 10 2 2
PP 286 273 236 195 178 142 115 98 87 72 59 53 44 39 15 11 6 6 3 3
APP, atezolizumab + carboplatin/cisplatin + pemetrexed, PP, carboplatin/cisplatin + pemetrexed.
Data cutoff: May 22, 2018 . _
1. Papadimirakopoulou VA, et al. WCLC, 2016, Barlesi et al. IMpower132 - efficacy in subgroups 6

http//bit ly/2QD5DTD

IMpower132 study design

Induction therapy Maintenance therapy
Chemotherapy-naive ( \
( ) - \ Arm APP?
patients with Stage IV rm‘ : .
non-squamous NSCLC :telzo!lzumqb i Atezolizumab
: + carboplatin or cisplatin + _
without EGFR or ALK Maintenance
genetic alteration :pe";etr e)l(ed FEIEIEE Treatment
or 6 cycles -
Stratification factors: | ! until PD by
+ Sex RECIST v1.1
+ Smoking status Arm PP2 or loss of

« ECOGPS clinical benefit

+ Chemotherapy regimen

Carboplatin or cisplatin
+ pemetrexed

Pemetrexed?

4 or 6 cycles

\ N =578 /

*  Co-primary endpoints: INV-assessed PFS and OS
»  Secondary endpoints: INV-assessed ORR and DOR, PRO and safety measures
»  Exploratory analyses: clinical and biomarker® subgroup analyses

—

APP, atezolizumab + carboplatin/cisplatin + pemetrexed, PP, carboplatin/cisplatin + pemetrexed.
2 Atezolizumab: 1200 mg IV g3w; carboplatin: AUC 6 mg/mL/min IV g3w; cisplatin: 75 mg/m? IV q3w; pemetrexed: 500 mg/m? IV g3w.
b Biomarker-evaluable tissue not mandatory for enrolment and was available from 60% of patients. NCT02657434.

Data cutoff. May 22, 2018, Barlesi et al. IMpower132 - efficacy in subgroups

http://bit ly/2QD5DTD

Interim OS analysis in the ITT population’

e
2018

o
=
1
3
)
o
L=
©
2
<4
=
7]

2018

100 HR, 0.81 (95% CI: 0.64, 1.03
’ ( o ! ) APP PP
90 P=0.0797 = =
“ Minimum follow-up: 11.7 mo 12mo0S, %  59.6% 55.4%
] Median follow-up: 14.8 mo
® 70
E 80
5 50 kb i
4 mm
T 404
o
e H-m.l-nH—‘-—o—+
5 30 ot
20
10 13.6 mo 18.1 mo
(95% Cl: 11.4, 15.5) (95% Cl: 13.0, NE)
0= T T T T T T T T T T T T T T T T T T T T T T T T
001 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
No. at Risk Time (months)
APP 292 284 273 258 252 239 228 212 202 194 187 179 168 140 107 79 62 48 32 23 10 7 1
PP 286 278 265 246 233 219 210 193 179 166 163 151 147 126 92 58 43 30 22 15 8 4 2 1
APP, atezolizumab + carboplatin/cisplatin + p d; PP, carbopl platin + p

Data cutoff: May 22, 2018. Frequency of OS events: 44% -anb 49% in arms APP and PP respectively o
1. Papadimitrakopoulou VA, WCLC, 2018 Barlesi et al. IMpower132 - efficacy in subgroups

http://bit. lv/2QD5DTD
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PFS in key patient subgroups! EERIESMD

Subgroup n (%) HR (95% CI)*? Median PFS, mo
APP PP
2 65 years 258 (45) 'r & | 0.55(0.42,0.73) 8.4 5.6
<65 years 320 (59) — & — 0.63 (0.49, 0.80) 6.9 4.4
Asian 136 (24) | % ! 042(0.28,063) 102 5.3
Non-Asian 442 (76) — & — 0.65(0.53,0.81) 6.9 5.0
Never smoker 67 (12) | @ | 0.49(0.28,087) 8.6 9.9
Current or former smoker 511 (88) — & — 0.61(0.50, 0.74) 7.9 9.1
No liver metastases 505 (87) — & — 0.56 (046,069) 84 55
Liver metastases 73 (13) = ¢ | 0.77 (0.47,1.25) 44 4.0
ITT population 278 (100) — & — 0.60 (0.49,0.72) 7.6 2.2

02 | | w7
_ o _ o « Hazard Ratio?
APP, atezolizumab + carboplatin/cisplatin + pemetrexed; PP, carboplatin/cisplatin Favours APP Favours PP

+ pemetrexed. @ Stratified HR for [TT; unstratified for all other subgroups.
Data cutoff: May 22, 2018.

1 Papadimitrakopoulou VA, et al. WCLC 2018, Bariesi el l. IMpower] 32 — efficacy in suboroupe

hitp/bitly/2QDSDTD '



IMpower131: Primary PFS and Safety Analysis of a
Randomized Phase Il Study of Atezolizumab + Carboplatin +
Paclitaxel or Nab-Paclitaxel vs Carboplatin + Nab-Paclitaxel
as 1L Therapy in Advanced Squamous NSCLC

Robert Jotte,"? Federico Cappuzzo,® Ihor Vynnychenko, # Daniil Stroyakovskiy,> Delvys Rodriguez Abreu,®
Maen Hussein,” Ross Soo,? Henry J. Conter,® Toshiyuki Kozuki,'® Carlos da Silva,!" Vilma Graupner,'2
Shawn W. Sun,"® Ray Lin," Helen Jessop,'? Marcin Kowanetz,™* Tien Hoang," Alan Sandler,™® Mark A. Socinski'*

IRocky Mountain Cancer Centers, Denver, CO, 2US Oncology, Houston, TX; 3Azienda Unita Sanitaria Locale della Romagna,
Ravenna, ltaly; *Sumy State University, Sumy, Ukraine; SMoscow City Oncology Hospital, Moscow Healthcare Department, Moscow
Oblast, Russia; !Complejo Hospitalario Universitario Insular-Materno Infantil de Gran Canaria, Universidad de Las Palmas de Gran
Canaria, Spain; "Sarah Cannon Research Institute/Florida Cancer Specialists, Lady Lake, FL; ®Department of Haematology-
Oncology, National University Hospital, Singapore; *William Osler Health System. Brampton, ON, Canada, "°Department of
Theracic Oncology and Medicine, National Hospital Organization Shikoku Cancer Center, Matsuyama, Japan;

IFundagéo Pio Xl Institution— Cancer Hospital of Barretos, Barretos, Sao Paulo, Brazil; 125 Hoffmann-La Roche, Ltd Base!,
Switzerland, ¥Genentech, Inc., South San Francisco, CA; #Florida Hospital Cancer Institute, Orlando, FL

neeveoi 208ASCQO mscots

ANNUAL MEETING

INV-Assessed PFS in the ITT Population (Arm B vs Arm C)

100 Arm B: Arm C:
904 Atezo + CnP CnP
804 Median PFS 6.3 5.6
704 9% Clhmo | (5.7,7.1) (55,5.7)
604 HR= (95% Cl) 0.71(0.60, 0.85)

50 Pvalue 0.0001

40 12-month PFS

30 Minimum follow-up, 9.8 mo

Median follow-up, 17.1 mo

Progression-Free Survival (%)

204
10
012345678 910112131415161718192021222324252627282930
) Time (months)
No. at risk

Atezo + CnP 343 318 294 268 257 212172151134 111 88 76 61 61 44 42 33 32 24 21

816121 55 4 3 21
CnP 340322279244 227 183128 95 79 57 48 40 28 26 21 2

91212 11106 6 4 4 3 3 2 2 1

Data cutoff: January 22, 2018.
INV, investigator. # Stratified HR.

resrow: 208ASCO
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presenteD 3y JotteR. et al. IMpower131PFS Analysis. https://bit.ly/2snPEzb 5

IMpower131: Study Design

Maintenance therapy
(no crossover permitted)

ArmA
[ Stage IV squamous NSCLC Atezolizumab + ed Atezolizumab 4
+ Chemotherapy naive? Carboplatin + Paclitaxel Until PD .
« ECOGPS0or1 4 0r Beyces per RECIST v1.1 3
« Any PD-L1 IHC status ArmB or Iosbs of (f:_ltinical E,
: enefi =
Stratification factors: F.m Atezolizumab+ ed Atezolizumab &4 £
s Sex 111 Carboplatin + Nab-Paclitaxel g
« PD-L1IHC expression HEEHES ;j z
o Lj =3
Liver metastases Arm C (control Best f—\U 1D a
A . ; nti
= Carboplatin + Nab-Paclitaxel Supportive
N=1021
\ / Nt Care per RECIST v1.1
 — 4
Co-primary endpoints Secondary endpoints

« Investigator-assessed PFS per RECIST v1.1 (ITT)
« OS(ITT)

+ PFSand OS in PD-L1 subgroups
+ ORR, DOR; safety

1200 mg IV ¢3w; catboplatin AUC 6 IV g3w; nab-paciitaxel 100 mgim? IV qw; paclitaxel 200 mgim? IV ¢3w.

2 Patients with a sensitising £GFR mutation or ALK translocation must have disease progression or intolerance to trealment with = 1 approved targeted therapies. Testing for EGFR mutation or ALK translocalion was not mandatory.

bPD-L1 sxpression was evaluated using the VENTANA SP142 IHC assay.

SCO18

PRESENTED AT: %EJEA§§\9 presznTED Ev: JotteR, et al. IMpower131 PFS Analysis. https://bit.ly/2snPEzb 2
First Interim OS in the ITT Population (Arm B vs Arm C)
1004 Arm B: Arm C:
. Atezo + CnP CnP
a0 Median OS 14.0 13.9
oy 12 o (95%Cl), mo | (12.0,17.0) (12.3,16.4)
< 704 =mon
Z 2 HR® (95% CI) 0.96(0.78, 1.18)
> 60 P value 0.6931
>
S 504 55.6%:!
9 ' 24-month OS
5 404 i
o ! 31.9%
g i b
(o] ! |
01 i 24.1% !
| |
0123465678 910111213141516 1718 1920 2122 23 24 25 26 27 28 29 30 31 32
No. at rlsk Time (months)
Atezo + CnP 343 319 306 288 290 279 269 255 239 220 203 177 150 137 118 103 95 81 73 63 51 42 34 32 23 16 12 § 3 2
CnP 340 324 311 285 285 271 255 235 224 213196 167 142120103 9 76 65 53 43 32 30 21 17 4 11 6 4 3 2 1 1
Data cutoff: January 22, 2018,
3 Stratified HR.
PRESENTED AT 2018 ASCO https://bit.ly/2snPEzb 10

oper f hé et presenten v JotteR, et al. IMpower131 PFS Analysis.
ed frreue
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INV-Assessed PFS in Clinical Subgroups

Subgroup

Male
Female

<65 years
65-74 years
75-84 years?

ECOGPS O
ECOGPS1

Never smoker
Current or former smoker

Liver metastases
No liver metastases

ITT population

Data cutoff: January 22, 2018,

20ne patient in Arm C was aged 2 85 years: thus, an HR cannot be calculated.

2 Stratified HR for ITT; unstratified HRs for all other subgroups.

wesavensr. 2008 ASCO 24
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s
pemis

Median PFS. mo

%) PFSHR(95%Cl) AmB  ArmC
557 (62) —— 071(059,085) 63 56
125(18) ——— 066(045.097) 65 56
306 (48) —— 077(061,099) 60 56
279 (41) —— 066(051087) 60 56

7)) —— p——— 051(030.084) 7.0 56
205 (33) —— 068(051001) 7.2 57
455 (67) —— 070(0.57,0.86) 58 55

55 (8) o——— 077042143 83 g
627 (92) —— 070(059.083) 62 56
139(20) ——— 077(054,110) 55 42
544 (80) —— 068(056.082) 7.0 56

683 (100) —— 071(0.60,085) 63 56
0.25 1.0 175

SCO18

e propety of the ther
Jer reuse.

Hazard Ratio®

Favors Arm B:

Atezo+CnP  CnP

presentep B: - Jotte R, et al. IMpower131 PFS Analysis.

Favors Arm C:

INV-Assessed PFS in PD-L1 Subgroups (Arm B vs Arm C)

PD-L1 High
TC3oriC3
12; —— Atezo+ CnP (n =53)
@ = CnP(n=48)

Progression-Free Survival (%)

Progression-Free Survival (%)

PD-L1 Low
TC1/2 orIC1/2

== Atezo+ CnP (n=129)
== CnP{n=121)

‘\_‘ﬁ\_"\—‘

PD-L1 Negative
TCO and ICO

== CnP(n=171)

R

Progression-Free Survival (%)

https:/ibit.ly/2snPEzb

—— Atezo+ CnP (n = 160)

INV-Assessed PFS in PD-L1 Subgroups

Subgroup

PD-L1 positive (TC1/2/3 or IC1/2/3)

PD-L1 high (TC3 or IC3)
PD-L1 low (TC1/2 0r IC1/2)
PD-L1 negative (TCO and ICO)

ITT population

Median PFS, mo

n (%) PFS HR (85% Cl) ArmB ArmC
351 157) —— 0.61(0.48 0.77) 7.0 5.6
101 (18) —_—— 0.44(0.27,0.71) 101 8.5
250(37) —— 0.70(0.53,0.92) 6.0 5.6
331(48) —— 0.81(0.64,1.03) 57 5.6

683(100) = 0.71(0.60, 0.85) 6.3 5.6
0.2‘5‘ 1.0 1.5
Hazard Ratio?
+—————»
FavorsArm B:  Favors Arm C:

Atezo+ CnP  CnP

+ PFS benefit was observed with atezolizumab + CnP (Arm B) vs CnP (Arm C) across all PD-L1 subgroups

Data culcff: January 22, 2018.

@ Stratifisd HR for ITT: unstiatified HRs for all PD-L1 subgroups.

~nan ACPNY

#ACFOR

First Interim OS in PD-L1 Subgroups (Arm B vs Arm C)

PD-L1 High
TC3oriC3

== CnP(n=48)

Overall Survival (%)

== Atezo+ CnP (n =53)

, =

8

Overall Survival (%)
8 8 8 8 8 & 8 8

PD-L1 Low
TC1/2oriC1/2

— Atezo+ CnP (n=129)
== CnPin=121)

=N,

0 02 ¢ 6 3 0 12 14 1618 0 2 A % B

Time (months)
Atezo + CnP CnP
12-month PFS 48% 20%
Median PFS, mo 1041 55
HR2(95% Cl) 0.44(0.27,0.71)

Datacutoff: January 22, 2018,
¢ Unstratified HR.

meerr: 2018ASCO 7
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002 4 6 8 10 12 ¥ 16 8 0 2 M

Time (maenths)

Atezo + CnP CnP

20% 9%

6.0 5.6
0.70(0.53, 0.92)

sresenten By:  Jotte R, et al. IMpower131 PFS Analysis.

P
Time (menths)

Atezo + CnP CnP
20% 12%
57 5.6

0.81(0.64,1.03)

https://bit.ly/2snPEzb

112 14 18 18 20 2 % 2% 2B B

8

T Treuonts)
Atezo + CnP CnP
12-month OS 67% 52%
24-month OS 47% 30%
Median OS, mo 23.8 141
HRa (95% Cl) 0.56(0.32, 0.99)

Data culcff: January 22, 2018.
#Unstratified HR.

2% % 2

PRESENTED AT: 2018ASC0 grocoi of the author,

Sides
permis

ANNUAL MEETING

D02 4 6 & 10 12 1 16 18 N 2 A B

Time (months)

Atezo + CnP CnP
54% 64%
28% 37%
12.4 16.6

1.34(0.95,1.90)

1

Overall Survival (%)

presenTeo Bv:  Jotte R, et al. IMpower131 PFS Analysis.

PD-L1 Negative
TCO and ICO

—— Atezo+ CnP (n=180)
—= CrnP(n=171)

.................
2 14 1€ 18 2 2 24 2

Time (months)

Atezo + CnP CnP
53% 53%
30% 16%
13.8 12.5
0.86(0.65, 1.15)
https://bit.ly/2snPEzb "



lary PFS and safety analyses ofoacy coneress
randomised Phase lll study of carboplatin®"
+ paclitaxel
+/—- bevacizumab, with or without
atezolizumab in
1L non-squamous metastatic NSCLC
(IMpower150)

Martin Reck,! Mark A. Socinski,? Federico Cappuzzo,3 Francisco Orlandi,* Daniil
Stroyakovskii,> Naoyuki Nogami,® Delvys Rodriguez-Abreu,” Denis Moro-Sibilot,3
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IMpower150 study design

Stage IV or Maintenance
recurrent therapy
[ squamous NSCLC ) Atezolizumab® + Atezolizum atezolizuma
] Carboplatin® + b until PD
Chemotherapy Paclitaxel abt bv RECIST
naive? aclitaxe y a
. v1.1 =
Tumour tissue 1
) . or loss of 3
available for . Atezolizum . .
] . Atezolizumab® + clinical O
biomarker testing R Carboplatinc + ab® benefit O
Any PD-L1IHC | 1:1: P + “
status 1 Paclitaxel Bevacizum ©
+ Bevacizumab® be AND/OR >
Stratification a >
factors: Treated with =
+ Sex Carboplatin® + . bevacizuma @
- PD-L1 IHC Paclitaxel Be":g'ez”m b until PD
\ expression / + Bevacizumab® by RECIST
 Liver metastases \ v /

The principal question is to assess whether the addition of atezolizumab to Arm C
prowdes cllnlcal beneflt

mtolerance of treatment W|th one or more approved targeted therapies. ° Atezollzumab 1200 mg IV o
q3w. ¢ Carboplatin: AUC 6 IV q3w. Reck M, et al. IMpower150 PFS ;‘ ' BETER MEDICINE
analys| S. BEST PRACTICE

59 d paclitaxel: 200 mg/m? IV g3w. ¢ Bevacizumab: 15 mg/kg IV q3w.




IMpower150 study populations and objectives

Teff-high WT?
High T-effector gene signature

ITT-WT2 expression
(87% of patients)

ITT 2 WT refers to patients without Teff-low WT2
All FGFRor ALK genetic Low T-effector gene signature
randomised expression
patients EGFR/ALK +
(13% of patients)
Co-primary objectives Key secondary objectives
* Investigator-assessed PFS in ITT- * Investigator-assessed PFS and OS in ITT
WT * Investigator-assessed PFS in PD-L1 IHC
* Investigator-assessed PFS in Teff- subgroups
high WT  Independent review facility (IRF)-
« OSInITT-WT assessed PFS
The T-effector (Teff) gene signature is defined by expression of PD-L1, CXCL9 ;ndgﬁﬁdﬁgd DOR per RECIST Vm 400D SCIENCE
60 IilJDrfE?a;tl-(lag ];E)(gtr;ssion and pre-existing immunity (Kowanetz M, et al. WCLC, 20.1 7).Safell:y In I-Fqbk el IMPowegnSa(:yF;'i:: :ZE:"T;ENE




INV-assessed PFS in ITT-WT (Arm B vs Arm C)

100 - Arm B: atezo + bev + CP

S 90+ Arm C: bev + CP
= 801
>
g 707
®  60-
0 HR, 0.617 (95% CI: 0.517,
£ % | 0.737)
g 401 P < 0.0001
@ 307 Minimum follow-up: 9.5 mo
o 20 ian follow-up: ~15 mo
(o]
o 10- 6.8 mo 8.3 mo o

04 (95% Cl: 6.0, (95% Cl: 7.7, —H——

01234586’7889011121314151617 181920 21 22 23 24 25 26 27 28 29 30

_ Months

No. at Risk

Atezo + Bev + CP 356 332 311 298 290 265 232 210 186 151 124 111 87 77 58 55 42 39 27 24 16 12 4 3 2 2 2
Bev+CP 336 321 292 261 243 215179147 125 91 69 55 39 32 21 16 12 9 7 6 3 2 1 1

GOOD SCIENCE
INV, investigator. Reck M, et al. |Mpower1 50 PFS ;‘ l BETTER MEDICINE
61 Data cutoff: September 15, 2017 analysis. BEST PRACTICE



INV-assessed PFS in Teff-high WT (Arm B vs
Arm C)

100- Landmark atezA;T Ee:v + Arm C:
0
- - PFS, % op bev + CP
S gg 6-month 72% 57%
2 70
»  60- 12-month 46% 18%
Q
u:%::’ 50 . | HR, 0.505 (95% CI: 0.377,
§ - 0.675)
® 30 - - P<0.0001
‘ga 20 Mmlm_follolw-up: 9.5 mo
T 10- 6.8 mo 11.3mo ——
0l (95% Cl: 5.9, 7.4) (95% CI: 9.1, 13.0) |
012345678 91011121314151617 181920212223 24 252627 28 29 30

No. at Risk MOchS

Atezo + Bev+ CP 155 144 131 128 127 118 109 103 94 82 70 61 48 41 31 28 24 21 16 14 8 7 3 3 2 2 2
Bev+CP 129126 112101 91 85 70 54 44 32 24 20 14 11 8 7 4 4 3 2 2 1 1 1

GOOD SCIENCE
INV, investigator. Reck M, et al. |Mpower1 50 PFS ;‘ l BETTER MEDICINE
62 Data cutoff: September 15, 2017 analysis. BEST PRACTICE




Updated PFS Analysis in the ITT-WT (Arm B vs Arm C)

-~ Arm B: ArmC:
S 100- Landmark PFS, % | atezo + bev + CP bev + CP
L 6-month 66% 56%
g 12-month 38% 20%
5 70
o B Median, 8.3 mo 18-month 27% 8%
o (95% Cl: 7.7, 9.8)
b HR?, 0.59
G (95% CI: 0.50,0.70)
0 P < 0.0001b
o 204 _ | Medlian follow-up: ~20 mo
o 104 Median, 6.8 mo|
0 (95% Cl: 6.0, 7.1),
1 0- I I 1 1] I 1 I II lI 1 I ] I 1 1 I I I ] 1 1 I ] 1 1 1 1 I I I I 1 I I ]

012345678 91011121314151617 18192021 2223 24 2526 27 28 29 30 31 32 33 34

Time (months)

No. at Risk

Atezo+Bev+CP 350 336 315 301 293 267 234 213 190 168 154 146 125112 85 80 69 68 53 50 37 33 24 20 12 11 6 3 1 1 A
Bev+CP 337323294 263244 215180 148 127103 89 78 61 50 35 29 21 18 14 13 6 6 5 6 1 1

« Statistically significant and clinically meaningful PFS benefit with atezolizumab + bevacizumab + chemotherapy
vs bevacizumab + chemotherapy was previously observed' and continued to improve with additional follow-up

a Stratified HR. b For descriptive purposes only. Data cutoff: January 22, 2018
1.Reck M, et al. ESMO 10 2017 [abstract LBA1_PR].

wesenrco . 2018 ASCQ  #Ascote sesexreosv: Dr. Mark A. Socinski https:/bitly/2Ldojng 10
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OS in the ITT-WT (Arm B vs Arm C)

ArmB: ArmC:
100 4 Landmark OS, % | atezo + bev + CP bev + CP

~ B9 12-month 67% 61%
X 404
e 18-month 53% 41%
T 70-
2 80 24-month 43% 34%
S 60

50
= HR2, 0.78
= 9 , (95% CI: 0.64, 0.96)
= 30 P=0.0164
8 20 - Median follow-up: ~20 mo

10 Median, 14.7 mo | 'Median, 19.2 mo

0 (95% CI: 13.3.16.9)§ §(95% Cl: 17.0,23.8)
012345678 01011121314 1516 17 18 1920 21 22 23 24 25 26 27 26 29 30 31 3233 34
Time (months)

No. at Risk

Atezo+Bev+CP 359 339 328 323 314 310 208 284 273 264 256 250 235 218 188 167 147 133119103 84 66 57 41 34 28 16 9 2 2 2
Bev+CP 337 326 315 308 287 280 268 255 247 233 216 203 196 174 152129 115101 87 77 66 56 40 32 20 22 13 6 3 1 1 1 1

« Statistically significant and clinically meaningful OS benefit with atezolizumab + bevacizumab + chemotherapy
vs bevacizumab + chemotherapy was observed

a Stratified HR.
Data cutoff: January 22, 2018

presenren 4. 2018 ASCO FAYGD1S presentep By: DI Mark A. Socinski https://bit.ly/2Ld0jng 11
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Addition of Bevacizumab to Atezolizumab and Chemotherapy Prolongs
Survival of Patients With Liver Metastases in the ITT-WT

ArmBvs ArmC
100+
=t Atezo+Bev+CP
B —— Bev+CP
—~ 80-
X
= HR?, 0.54
2 60 (95% CI: 0.33, 0.88)
c
5 50
g O
e N
0 30 L L
O -
10+ -
" 9.1 mo| §13.2 mo
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30
Time (months)
No. at Risk

Atezo+Bev+CP 47 41 39 36 32 31 26 20 18 13 10
Bev+CP 47 42 34 29 27 2017 13 8 6 4

4 Unstratified HR.
Data cutoff; January 22, 2018

PRESENTED AT: 2018ASCO #ASCO18

Stides are the property of the quthar,

AN N UAL M EET[ NG permission required for reuse,
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PRESENTED BY:

1004
901

o0

Overall Survival (%)

101

No. at Risk
Atezo+CP
Bev+CP

Dr, Mark A. Socinski

801
701
601

401
30+
20

ArmAvs ArmC
—4— Atezo+CP
=+ Bev+CP
HR? 0.85
(95% CI: 0.53, 1.36)
]
7.0moi i9.1mo

1T 171

I

L L L L L L

0 2 4 6 8 101214 16 18 20 22 24 26 28 30

42 3835 28191815129 7 5 4 1
47 42 34 2027 2017 13 8 6 4 1 1

Time (months)

1

https://bit.ly/2Ld0jng
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Addition of Bevacizumab to Atezolizumab and Chemotherapy Prolongs
Survival of EGFR/ALK+ Patients?

Arm B vs Arm C ArmAvs ArmC
1004 1004
== Atezo+Bev+CP —t— Atezo+CP

90 —— Bey+CP %1 —+— Bev+CP
— 80' — 80'
& X
~ 70 =~ 70-
3 - g
$w | HRe, 0.54 g o | HRe, 0.82
5 50 (95% CI: 0.29, 1.03) 5 50 ) (95% CI: 0.49, 1.37)
= 40- - = 401 ; '—1_
T | 5 |
O 30 : O 30 b -
2 | > |
- | ° -

109 i 10

| 17.5mo! NE ] 17.5mo: 21.2mo
D | T T [ ) ] I | ] II I I T T ] | 0 | | | | ] | I | ] II 1 II I ] | 1
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 02 4 6 8101214 16 18 20 22 24 26 28 30
Time (months) Time (months)
No. at Risk No. at Risk
Atezo+Bev+CP 41 39 37 37 35 32 30 2015 11 9 5 4 2 Atezo+CP 53 51 50 48 46 41 37 24 22 2016 13 8 6 4

Bev+CP 63 61 57 49 46 39 37 28 4 17 12 11 7 2 Bev+CP 63 61 57 49 46 39 37 28 24 17 12 1 7 2

4 Patients with a sensitizing EGFR mutation or ALK translocation must have disease progression or intolerance of treatment with one or more approved targeted therapies.
b One patient had EGFR exon 19 deletion and also tested ALK positive per central lab. £ Unstratified HR.
Data cutoff; January 22, 2018

wesenrco . 2018 ASCQ  #Ascote sesexreosv: Dr. Mark A. Socinski https:/bit.ly/2Ld0jng
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ArmA ArmB AmC ArmA AmB AmC AmA AmB AmC ArmA AmB  AmC

PR CR
Updated ORR and DOR in the ITT O B AmA atezo +CP
[ B ArmB:atezo + bev + CP
[ B ArmC:bev+CP
ITT ; PD-L1-High : PD-L1-Low ' PD-L1-Negative
—~ 80% - : TC3oriC3 : TC1/20rIC1/2 : TCO and ICO
X [ _ | [
-2 ; ' 69% I |
o 70% - , , |
b o 82% | |
¢ 60% 1 56% N : 58% |
0
g 50% - i i i 51%
0 0
§__ 5 | 40% 41% | : :
Q | l |
X 30% - : | |
g I I I
= 20% A | | |
g : : :
Q 00 u
g 10% : : :
0% - | | |
| | |
| | |
| | |
| | |

MedianDOR 8.3 11.5 6.0 12.2 22.1 7.0 8.3 10.4 6.9 1.6 8.2 5.5
(range), mo (1.9-26.0)(2.0-29.0)(1.5-23.1) | (1.9-26.0)(2.8-29.0)(1.5-22.1) | (2.8-24.5§2.7-24.3)(2.8-23.1) | (1.9-24.9)(2.0-24.6)(2.0-16.6)

A Investigator-assessed, confirmed per RECIST v1.1.
Data cutoff; January 22, 2018

presenteo ;. 2018 ASCO FASCOTS presentep By: DI Mark A. Socinski https://bit.ly/2Ld0jng 18
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CheckMate 227: Nivo + Ipi in 1L NSCLC With High TMB (210 mut/Mb)

CheckMate 227 Part 1 Study Design?

Key Eligibility Criteria

» Stage IV or recurrent
NSCLC

* No prior systemic
therapy

* No known sensitizing
EGFRI/ALK alterations

« ECOG PS 0-1

Stratified by SQ vs
NSQ

expressi
on

Nivolumab 3 mg/kg Q2W
Ipilimumab 1 mg/kg Q6W
n =396
Histology-based
chemotherapy®

Nivolumab 240 mg Q2W

Nivolumab 3 mg/kg Q2W
Ipilimumab 1 mg/kg Q6W
n=187

Histology-basec
chemotherapy®
n=186

Nivolumab 360 mg Q3W +
histology-based

chemotherapy®
n=177

Chemotherapy®
n =160
\ J

Co-primary endpoints:

chemotherapy

e OSinPD-l1-selected
populations

populations

amﬁ{ﬁ%% JQ&&‘;@QQ#&%’M %éplé%p Jr%arm;lg{lm Hm/ fQILQ WEHP 'w;ll';] ogti&(l)&tpe%exed maintenance following chemotherapy or

nivolumab + pemetrexed maintenance following nivolumab + chemotherapy; SQ: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for <4
cycles; °The TMB co-primary analysis was conducted in the subset of patients randomized to nivolumab + ipilimumab or chemotherapy who had

evaluable TMB 210 mut/Mb



CheckMate 221 Piivor+ Igi i * L NSCLS With Yiga “M5 (10 1au i)

Nivolumab + Ipilimumab Using
FoundationOne CDx™

CheckMate 568: ROC for TMB by ORR
irrespective of tumor PD-L1 expression (n

» Retrospective testing from CheckMate
026, 012, and 568 informed selection of
the TMB cutoff
(210 mut/Mb)'-3

* ORR increased in patients with higher
3 =210 mut/Mb

Phase 2 study of nivolumab + ipilimumab in
1L NSCLC

Tumor Mutational Burden (TMB) as a Biomarker
for Clinical Benefit From Dual Immune Checkpoint

Blockade With Nivolumab + Ipilimumab in First-
line Non-Small Cell Lung Cancer: Identification of
TMB Cutoff From CheckMate 568

Ramalingam S, et al.

1.00,

o
y
q

0.50+

0.251

True-positive fraction

0.00

= 98)

9-10 mut/Mb /_/_

»
|

AUC =0.73

0.00 0.25 0.50 0.75 1.00

False-positive fraction

1. Carbone DP, et al. N Engl J Med 2017:376;2415-2426; 2. Hellmann MD, et al. Cancer Cell 2018. doi: https://doi.org/10.1016/j.ccell.2018.03.018.
Epub; 3. Ramalingam S, et al. Presented at AACR Annual Meeting; April 14—18, 2018; Chicago, IL, USA. CT078. 70
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CheckMate 568: ROC for TMB by ORR
irrespective of tumor PD-L1 expression (n

» Retrospective testing from CheckMate
026, 012, and 568 informed selection of
the TMB cutoff
(210 mut/Mb)'-3

* ORR increased in patients with higher
3 =210 mut/Mb

Phase 2 study of nivolumab + ipilimumab in
1L NSCLC

Tumor Mutational Burden (TMB) as a Biomarker
for Clinical Benefit From Dual Immune Checkpoint

Blockade With Nivolumab + Ipilimumab in First-
line Non-Small Cell Lung Cancer: Identification of
TMB Cutoff From CheckMate 568

Ramalingam S, et al.

1.00,

o
y
q

0.50+

0.251

True-positive fraction

0.00

= 98)

9-10 mut/Mb /_/_

»
|

AUC =0.73

0.00 0.25 0.50 0.75 1.00

False-positive fraction

1. Carbone DP, et al. N Engl J Med 2017:376;2415-2426; 2. Hellmann MD, et al. Cancer Cell 2018. doi: https://doi.org/10.1016/j.ccell.2018.03.018.
Epub; 3. Ramalingam S, et al. Presented at AACR Annual Meeting; April 14—18, 2018; Chicago, IL, USA. CT078. 71
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CheckMate 568: ROC for TMB by ORR
irrespective of tumor PD-L1 expression (n

» Retrospective testing from CheckMate
026, 012, and 568 informed selection of
the TMB cutoff
(210 mut/Mb)'-3

* ORR increased in patients with higher
3 =210 mut/Mb

Phase 2 study of nivolumab + ipilimumab in
1L NSCLC

Tumor Mutational Burden (TMB) as a Biomarker
for Clinical Benefit From Dual Immune Checkpoint
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TMB Cutoff From CheckMate 568

Ramalingam S, et al.
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1. Carbone DP, et al. N Engl J Med 2017:376;2415-2426; 2. Hellmann MD, et al. Cancer Cell 2018. doi: https://doi.org/10.1016/j.ccell.2018.03.018.
Epub; 3. Ramalingam S, et al. Presented at AACR Annual Meeting; April 14—18, 2018; Chicago, IL, USA. CT078. 72



CheckMate 22 ": N.v0

Spiin 1L S0

Nou rick M3 (21) Tu /M)

mut/Mb)

by Tumor Histology

Non-squamous Squamous
Nivo + Chemo Nivo + Chemo
1008 |p| (n = Ipl (n =
(n=95) 104) (n=44) 56)
80 Median PFS, 9.5 5.6 80 Median PFS, 4.9 4.3
mo? ] moP
= 60 HR 0.55 60 HR 0.63
< 05% Cl1-y PFS = 0 88/q'gpab + 95% Cl 0.39, 1.04
i T Bl oo o 1-y PFS = 36%Nivolumab +
| 5 | -y 9Nivoluma
a 40 | 40 8o ipilimumab
| |
| |
20 o \ 201 11-y PFS = 7%
I I
0 | | | : | Ch?mothtlerapy | 0 ! Chemotherapy
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24
N Months Months
\o. at
rr\iﬁ/'f) +i85 59 49 41 27 18 8 1 0 44 26 17 14 9 6 3 2 0
Chemo104 70 38 15 6 6 4 0 0 56 33 13 2 1 0 0 0 0

295% ClI: nivo + ipi (5.6 mo, NR), chemo (4.5, 7.0 mo); *95% CI: nivo + ipi (2.7, 13.7 mo), chemo (3.2, 5.6 mo) 73



CheckMate 22 ": N.vo  Ipi i1 IL S¢ 0, Molvyrigt. sMY(31) Tu /M,

mut/Mb)

by Tumor PD-L1 Expression

21% PD-L1 expression

Nivo +
ipi  Chemo
(n= (n=
101) 112)

Median PFS, 7.1 5.5

mo?@
A

HR

Chemotherapy

No. at
risk
Nivo + ipi 01

Chemo 112

65
73

6 9 12 15 18 21 24

Months

50 40 26 16
35 13 6 5

100

801

60+

40+

20+

38
48

<1% PD-L1 expression

Nivo + Chemo

ipi (n=
(n=38) 48)
Median PFS, 7.7 5.3
maoP
0.48

Cl-y PFs = 459.27,6.85"
ST ipilimumab

1-y PFS = 8% Chemotherapy

A
=)

3 6 9 12 15 18 21 24

Months
20 16 15 10 8 4 1 0
30 16 4 1 1 1 0 0

a95% CI: nivo + ipi (5.5, 13.5 mo), chemo (4.3, 6.6 mo); ®°95% CI: nivo + ipi (2.7 mo, NR), chemo (4.0, 6.8 mo) 74



CheckMate 227: Nivo + Ipi in 1L NSCLC With High TVMB 210 mut’Mb)

With High TMB (210 mut/Mb) and 1% PD-L1

Expression
100 4.4
Nivo +
ipi Nivo
80 - (n = (n =
101) 102)
HR (95% 0.75 (0.53,
60 - Cl) 1.07)
X
0 1-y PFS =
a 40 s Nivolumab + ipilimumab
B
|
| Nivolumab
20 |
|
| L A—— Chemotherapy
| 1-y PFS =
0 T | T +—146%— | T |
0 3 6 9 12 15 18 21 24
No. at Months
risk
Nivo +ipi 101 65 50 40 26 16 7
Nivo 102 91 41 34 20 11 4
Chemo 112 73 35 13 6 5 3 0 0

75



Non small cell lung
cancer
second line




Checkmate 017 and 057: STUDY DESIGNS

Stage IIIB/IV SQ NSCLC
ECOGPS 01

One prior platinum-based
chemotherapy

Pretreatment (archival or fresh)

tumor

samples required for PD-L1

ECOG PS 0—1
One prior platinum-based
chemotherapy

Pretreatment (archival or fresh)

tumor

samples required for PD-L1

analysis

Prior maintenance therapy

allowed

Prior TKI therapy allowed for

Checkmate 017 (NCT01642004; N=272)

Randomize 1:1

Randomize 1:1

Nivolumab
3 mg/kg IV Q2W
until PD or unacceptable
toxicity
(n=135)

Docetaxel
75 mg/m2 1V Q3W
until PD or unacceptable
toxicity
(n=137)

Nivolumab
3 mg/kg IV Q2W
until PD or unacceptable
toxicity
(n=292)

Docetaxel
75 mg/m2 1V Q3W
until PD or unacceptable
toxicity
(QEFI-Te)

BorghaeiH et al. Poster presentation at ASCO 2016. 9o25.

Endpoints

e Primary
- OS
e Additional
— ORR
- PFS
— Efficacy by tumor
PD-L1 expression
— Safety
— Quality of life
(LCSS)

Endpoints

e Primary
- OS
e Additional
— ORR
- PFS
— Efficacy by tumor
PD-L1 expression
— Safety
— Quality of life
(LCSS)



Checkmate 017 and 057
Kaplan-Meier Estimates of 0OS

Checkmate 017 (SQ NSCLC)

Checkmate 057 (non-SQ NSCLC)

100 100
Nivolumab Doceitaxe Nivolumab Doceitaxe
(n=135) (n=137) (n=292) (n=290)
807 Events, n (%) 110 (81) 128 (93) 807 Events, n (%) | 228(78) | 247(85)
Median OS, '
o 9.2 i 6.0 II:/qudlan 0S, 12.2 9.5
<°~6o‘ (95% CI) (7.3,22.6) | (5.12,7.3) §60' (95% Cl) (9.7, 15.12) | (8.1, 10.7)
QL; HR (95% ClI) 0.62 (0.47, 0.80) % _______ -4 HR(g5%CF1%  0.75(0.63, 0.92)
o | b M O A12% -
407 : A s Yy
A18%{ E 1-erS-39%i , 2-yr 05=29%
o e  vrOS=»2% @@ T - [k S . Y
___________ | |
i T { p13%) | My, .
2071 erS-zz,%I 4 Nivolumab 200 7L i __________ : by ., Nivoluma
____________ I . 12-yr 05=16% Docetaxel
i 2-yr 05=8%) s Docetaxel ! i
O I I | I | I I I | | I I I O | I I | I I I | I I I I |
o0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39

Ti Month
Number of patients at risk: ime (Months)

Nivolumahss 113 86 69 57 51 38 34 29 19 14 7
Docetaxel137104 69 46 33 22 17 14 11 9 6 4

Time (Month
Number of patients at risk: ime (Months)

Nivolumah2g2 233 194 171 148 128 112 g7 81 46 18 6

1 Docetaxel 290243 194 150 111 89 66 53 45 25 6 3

(0]

(0] (0]
1 (0]
78

W

Based on February 2016 DBL. Symbols refer to censored observations. Minimum follow-up for survival: 24.2 months.
Borghaei H et al. Poster presentation at ASCO 2016. 9025.



21% PD-L1 expression level

mOS
(mos)

17.7
9.0

Nivo

| -2~ Nivo
-~ Doc

HR (95% CI) = 0.58 (0.43,
079y T
0 3 6 9

T 1 T T T T
12 15 18 21 24 27 30
Time (mos)

<1% PD-L1 expression level

mOS
(mos)

Nivo 10.5

10.1

1 HR (95% CI) = 0.87 (0.63, 1.19)

T T T T T T T T T 1
0o 3 6 9 12 15 18 21 24 27 30
Time (mos)

25% PD-L1 expression Tevel

Overall Survival by PD-L1

% PD-L1 expression level

1004 mos 1004 moS
90 (mos) 90 (mos)
80 Nivo 19.4 80 Nivo 19.9
704 8.1 704 8.0
601 604
50 50-
40+ 40+
30 301
20+ 204
10+ 10
HR (95% CI) = 0.43 (0.30, HR (95% CI) = 0.40 (0.27,
0'\ - 2) T T T T T T T T 1 0__075'8) T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
Time (mos) Time (mos)
<5% PD-L1 expression level <10% PD-L1 expression level
mOS 1004 mOS
(mos) 90 (mos)
Nivo 9.8 80- Nivo 9.9
10.1 70 10.3
60
50+
40+
30+
20+
101 101
HR (95% CI) = 0.96 (0.73, 1.27) HR (95% CI) = 0.96 (0.74, 1.25)
0 T T T T T T T T T 0 T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 3I0 0 3 6 9 12 15 18 21 24 27 30
Time (mos) Time (mos)

Based on a July 2, 2015 DBL. Symbols represent censored observations.




RS Herbst. Presented December 20, 2015.

KEYNOTE-010: Phase 2/3 Study of
Pembrolizumab (MK-3475) vs
Docetaxel for PD-L1-Positive NSCLC
After Platinum-Based Therapy
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RS Herbst. Presented December 20, 2015,

KEYNOTE-010 Study Design

Patients Pembrolizumab

Advanced NSCLC 2 mg/kg IV Q3W
Confirmed PD after 21 line of for 24 months
chemotherapy?

No active brain metastases

Pembrolizumab
10 mg/kgIV Q3W

ECOG PS 0-1 for 24 months

PD-L1 TPS 21%

No serious autoimmune disease Docetaxel

No ILD or pneumonitis requiring | 75 mg/m2Q3W
systemic steroids y per local guidelines®

(_ H I SEMO \
Sratification factors: End points in the TPS 250% stratum

+ ECOGPS (0vs1) and TPS 21% population
* Primary: PFS and OS

* Region (East Asia vs non-East Asia)

PD-L1 status® (TPS >50% vs 1%-49%) * Secondary: ORR, duration of
¥\ response, safety 5

ClinicalTrials.gov, NCT01905657.
®Prior therapy must have included 22 cycles of platinum-doublet chemotherapy. An appropriate tyrosine kinase inhibitor was required for patients whose tumaors had an
EGFR sensitizing mutation or an ALK translocation.

5pdded after 441 patients enrolled based on results from KEYNOTE-001 (Garon EB et al. N Engl J Med. 2015;372:2018-28).

‘Patients received the maximum number of cycles permitted by the local regulatory autharity.
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RS Herbst. Presented December 20, 2015.

PFS (RECIST v1.1, Central Review),
PD-L1 TPS 21%
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Progression-Free Survival, %
(=}
;

Median HR?
TreatmentArm  (95%Cl), mo (95%CI) P
Pembro2mgf/kg  3.9(3.1-4.1) 0.88(0.74-1.05) 0.07
Pembro10mg/kg 4.0(2.7-4.3) 0.79(0.66-0.94) 0.004
4,0(3.1-4.2) - -

Analysis cut-off date: S

15

Time, months

12
19
G

g
h

20 25
1 0
1 0
0 0

Progression-Free Survival, %

707
601
301
401
307
20;
10;

Treatment Arm

Median
(95% Cl), mo

Pembro2mg/kg
Pembro 10 mg/kg

5.0 (4.0-6.5)
5.2(4.1-8.1)
4.1(3.6-4.3)

139
151
162

15

Time, months

6
12

RS Herbst. Presented December 20, 2015

PFS (RECIST v1.1, Central Review),
PD-L1 TPS 250%

90
801

0.59(0.44-0.78) 0.0001
0.59(0.45-0.78) <0.0001

*Comparison of pembrolizumab vs docetaxel.
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0S, PD-L1 TPS 21% (Total Population) 0S, PD-L1 TPS 250% Stratum

100+ Median Rateat HR? 1001 Median HR?
TreatmentArm  (95% Cl), mo ly (95%Cl) P %0 TreatmentArm  (95%Cl), mo (95% Cl) P
901 Pembro2mg/kg 10.4(0.4-11.9) 43.2% 0.71(0.58-0.88) 0.0008 Pembro2mg/kg  14.9(10.4-NR) 0.54(0.38-0.77) 0.0002
801 Pembro10mg/kg 12.7(10.0-17.3) 52.3% 0.61(0.49-0.75) <0.0001 . 801 Pembro10mg/kg 17.3(11.8-NR) 0.50(0.36-0.70) <0.0001
=2 =2
c . 704 Docetaxel 8.5(7.5-9.8) 34.6% - — % 70 Docetaxel 8.2(6.4-10.7) — —
>
E 601 2 60;
5 5
A 50- 50-
» 50 T 2 vs 10 mg/kg:
T 40 2vs 10mg/ke: T 40] HR 1.12, 95% C1 0.77-1.62
5 HR 1.17, 95% C1 0.94-1.45 g
3 30 6 301
20+ 201
104 104
0 T T T T 1 0 T T T T 1
0 5 10 15 20 25 0 3 10 15 20 25
Time, months Time, months
344 259 115 49 12 0 139 10 51 20 3 0
46 255 124 5 8 0 151 115 80 25 1 0
1 0 162 90 38 19 1 0

243 212 79 33
ASIA '

Analysis cut-off date: September 30, 2015.

SINGAPORE

Analysis cut-off date: September 30, 2015.

*Comparison of pembrolizumab vs docetaxel. *Comparison of pembrolizumab vs docetaxel.
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Efficacy, safety and predictive biomarker results
from OAK, a randomized phase Il study
comparing atezolizumab with docetaxel in
patients with advanced NSCLC
Barlesi, et al.




Phase Ill OAK study
design

ocally Advanced Stratification factors
or Metastatic * PD-L1 expression Atezolizumab
NSCLC * Histology 1200 mg IV q3w

* 1-2 prior lines of * Prior chemotherap)
chemo including at regimens

PD or loss
of clinical
benefit

least 1 platinum
based

« Any PD-L1 status Docetaxel

75 mg/m? q3w

Primary Endpoints (first 850 enrolled patients):

* OS in the ITT population
* OS in patients with PD-L1 expressionon =2 1% TC or IC

Secondary Endpoints: ORR, PFS, DoR, Safety

aA prespecified analysis of the first 850 patients provided sufficient power to test the co-
primary

endpoints of OS in the ITT and TC1/2/3 or IC1/2/3 subgroup (= 1% PD-L1 expression).
TC, tumor cells; IC, tumor-infiltrating immune cells.

Barlesi et al, Atezolizumab Phase |l OAK Study




Overall survival, ITT (n =
850)

100- HR, 0.732
90 (95% Cl, 0.62, 0.87)
—~ 80+ P =0.0003
X Minimum follow up = 19
— 70+ months
2 60
=) . N
2 40-
g 304 —+— Atezolizum

6 20 —+— Blocetaxel
10 Median 9.6 mo Median 13.8 mo
04 (95% Cl, 8.6, (95% ClI, 11.8,
o 3 6 Y6 12 1878 2n a2
Months

No. at Risk
Atezolizumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4 1
Docetaxel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

aStratified HR. ® Barlesi et al, Atezolizumab Phase Il
OAK Study




Stage IV PS 0-2 St. lll radiotherapy not eligible

Squamous cell Adenocarcinoma, Large cell, NSCLC
ca NOS

PD-L1 expression Genetic alterations analysis EGFR,
(50%) ALK ...

PD-La expression
Targetted therapy (50%)

P e <

Chemotherapy ‘ Immuno ' Chemotherapy
therapy (pemetreksed)

pembrolizumab
=

{ Immuno ’
~ therapy

Second line




Stage IV conclusions

® First line immunotherapy with pembrolizumab in PD-
L1 positive NSCLC became standard of care

® First line immunochemotherapy in new option in non
squamous NSCLC despite of PD-L1 expression

® Combination of anti PD-L1 and anti CTLA-4 showed
promising results in selected population

® Therapy consisting of chemo, immuno and
antiangiogenic therapy showed promising result
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Reactions
With 1-O Therapies HAVE TO BE
CONSIDERED

Hypophysitis

Skin AntiCTLA-4 ® Be aware of these side effects
(Rash, pruritus, vitiligo) . Ocul
e = ol 8 T and carefully control symptoms
Anti—PD-1 " EEEE

Anti-CD4o

Anti-TGFB \ _ (dacetuzumab)

Anti—PD-L1
" Thyroiditis ° ;
P t
e i Sr) AmecTLA Educat_e .patlents for early
Liver ”’a? P recognition
Anti—CTLA-4 /s 4 Colitis, diarrhea diti
ANti-PD-1 — AMti-CTLA
Anti-CD137 Anti-PD-1
i Anti—PD-L : :
Anti-CD40 Wity = ® Monitor regularly: liver
Thromboemboli \Neuropathy enzymes, fT3, leh TSH and
Anti-CD4o - Anti—-CTLA-4 bIOOd count
Bone marro
Anti-PD-1
Anti-CD137

© 2013 Amencan Association for Cancer Research

® Grade llI: withhold treatment
Grade lll, IV: immediately start

CCR Focus

AQ IV corticosteroids

CD=cluster of differentiation; CTLA-4=cytotoxic T-lymphocyte antigen 4; fT3=free triiodothyronine; fT4=free thyroxine; I-O=immuno-oncology; IV=intravenous;
PD-1=programmed death receptor-1; PD-Li=programmed death ligand 1; TGFB=Transforming growth factor beta; TSH=thyroid stimulating hormone.
Melero | et al; Clin Cancer Res 2013;19:997-1008.



Conclusions

® Consolidation immunotherapy after definitive
radiochemotherapy in stage lll NSCLC showed positive
results both in PFS and OS

® First line immunotherapy of pembrolizumab in PD-L1
positive NSCLC became standard of care

® Immunochemotherapy is new option in non-squamous
wild type NSCLC

® Second line immunotherapy has firm place in second
line therapy of NSCLC for patient previously treated
with chemo only



HERE'S WHAT'S LEFT .
OF THE MARLBOROMAN

IF YOU DON'T SHOKE DON'T START!

Thank You




