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Updated survival analysis

Events,n HR{95% C})

Pembrolizumab K 0.63
KEYNOTE 024 study design ' 70.3% Chemotherapy o 12.4 lo-gnﬂ;)

Key Fhgiodity Coileria | 31.5%
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o No untreated brain metastiases

* No active autoimmune disease
requining systemic therapy

Key End Points

HR P
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0.50
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E NEI PAZ PD-L1 <50 % ????



KEYNOTE-042 Study Design

Key Eligibility Criteria N = 637 Pembrolizumab

» Untreated locally advanced or 200 mg Q3W
metastatic NSCLC of any histology

*PD-L1 TPS 21%

* No sensitizing EGFR or ALK alterations @~ Randomize

*ECOGPS O or 1 [

» No untreated or unstable CNS | 1 Carbopfatin AUC 5 or- 6105 Wi

for up to 35 cycles

Paclitaxel 200 ml/mi QJSWE
(J»

metastases

» No history of pneumonitis that required
systemic corticosteroids

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%; safetyin TPS >1%

*Pemetrexed maintenance therapy was optional but strongly encouraged for patients with nonsquamous histology.

PRESENTED AT: 2018ASCO -‘,,, of ¢ PRESENTED BY
peviriasion roquired for rew

ANNUAL MEETING




Progression-Free Survival: TPS 21%
(RECIST v1.1, BICR)

Events HR (95% CI)

Pembro 507 (79.6%) 1.07
(0.94-1.21)

Median (95% CI)

Data cutoff date: Feb 26, 2014

Progression-Free Survival: TPS 250%
(RECIST v1.1, BICR) Events  HR(95% Cl) p

10048 Pembro 221 (73.9% 0.81 0.0170%
(0.67-0.99)

Median (95% CI)

6.4moi6 1-6.9)

0

Months

No. at sk

*Protocol specifed signifcance boundary not met. BICR, bilnded ndependent central review

2018 ASCO

Data cutolf date: Feb 26, 2018,



Overall Survival: TPS 21%

1004\,

Events HR (95% Cl) P
Pembro 371 (58.2%) 0.81 0.0018

90+ (0.71-0.93)
80+
70+

60 | Median (95% CI)
50 = -y - ¢ . -

40- | 12.1 mo (11.3-13.3)

30- | |
20+ T T -
104 |
0

0 : : 18 24
No. at Risk Months

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

100

Events HR (95% Cl) P

Pembro 157 (52.5%) 0.69 0.0003

90{ (0.56-0.85)
80
70

60 | Median (95% Cl)

50
40 Yy | 12.2mo (10.4-14.2)
30

Months

No. at Risk

Data cutoff date: Feb 25, 2018.

20 ASCO A

Overall Survival: TPS 21-49% (Exploratory Analysis®)

Events HR (95% CI)

1004\, Pembro 214 (63.3%) 0.92
90 (0.77-1.11)

80
70

60 i Median (95% CI)

imo(11.0-14.0)

Months

Data cutoff date: Feb 26, 2018,
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CHT + IMMUNO

IMpower132 Study Design

KEYNOTE-189 Study Design (ncTo2s7ssso)

Key ERuit

« Untreated stage IV
aquamous NSCLC

senntinng EGFR o
ALK attersthon

+ECOGCPEO Y

« Proemion of 3 sample for
PO L1 assosament

© MO symptomatic Dheasr
metastas

NO DOEUMONIS TeQuiing
(YA L

Pemtroltrvmaby 200 mg
Pometroned 300 mgm' «
Carboplatin AUC S OR
Caaplatin 75 mg/m’

QIW for 4 cyches

) (norme
3 500 »
Carbogplatin AUC

Cisplatin 78 mgim

QIW for 4 cycles

Peebr oG umaty

up o 31 cycles
»
Pemwtreved
$00 mg'™' QIW

Placetx ormal saline

for up to 31 cycles
.
Pemetiesed

500 mg'm’ GIW

/ Chemotherapy-naive
patients with Stage IV

non-squamous NSCLC

without EGFR or ALK
genetic alteration

* Sex

+ Smoking status

« ECOGPS

+ Chemotherapy regimen

Pamib» oitsumab
200 mg GIW
5o to 38 cyches
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KEYNOTE-407 Study Design (ncTo2775435)

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 5 Q3W +
Paclitaxel 200 mgim* Q3W OR
nab-Paclitaxel 100 mg/m* QIW

Pembrolizomab
200 mg Q3W

for up 1o 31 cycles

* Untreated stage IV NSCLC
with squamous histology

+ECOGPSODor1

* Provision of a sample fot
PD-L1 assessment

for 4 eycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m* Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

* No symptomatic brain
metastases Placebo
‘ {normal saline) Q3W
* No pneumonilis requiring
sysiemic steroids forup to 31 cycles

for 4 cycles (each 3 wk)

Stratfication Factors
= PD-L1 express
(TPS* <1 vs 2
» Choice of taxane
(paciitaxel vs nab-paclitaxel)

« Geographic region
(east Asia vs rest of world)

End points
* Primary: PFS (RECIST v1.1, BICR) and 05

* Secondary: ORR and DOR (RECIST v1.1,
BICR). safety

SICR tinsetind,
Watwats codd

sndertcertral radologcreriew Parcentgs of tunze salleath menteancus PO-L) staning assessedasiag Me PO-L 1 IHC 2203 pramnDs weasy
sver during combs theragyor Tobe elgible bt crassavar, PO reust have basn varfied by BICR and 3k zafely critaria Aad (o be mat

\ N = 578

Stratification factors: -

Induction therapy
Arm APP*

Atezolizumab
« carboplatn or cisplatn

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

Biomarker-avaluable tissue not mandatory for enrolment (was available from 60% of patients)

Maintenance therapy

)

Atezolizumab”
»
Maintenance

Treatment
until PD by
RECIST v1.1
or loss of
clinical benefit

pamotroxed*

Pemelroxod”

N

DOR, duttion of resporme, NV, vestigaior, R, randomization, ORR, otyective response rate. OS5, oversl] sutviest PD, progrensive dissass

PES wrmmmpcmc oulcomes * Ateoizumab: 1200 mg IV g2w; Carhoplatn: AUC & mgimLimin IV g3w: Cisplatn: 74 mgim? IV g3w:
NCTCEEST434 Data cutolt May 22, 2018

IMpower131: Study Design

Stage IV squamous NSCLC
Chematherapy naivee
ECOGPS0or1
Any PD-L1 IHC status

Stratification factors:

+ Sex
+ PO-L1 IHC exprassion
+ Uiver metastases

N=1021

Maintenance therapy
(nO crossower permiltad)

ArmA ( \
Atazoizuriah Atezolizumab &2
Cnrhop—lmm + Paclitaxel Untii PD
s per RECIST v1.1
Arm B or loss of clinical
R Atezolizurnab + beneit
1:1:1 Carboplatin + Nab-Paciitaxel Atezolizumab =
e ———
Atm C {control)
olatin + Nab- Until PD
=
Carboplatin + Nab-Paclitaxel - per RECIST v1.1
S ——
Co-primary endpoints Secondary endpoints

« Investigator-assessad PFS par RECIST v1 1 {ITT)
= OS{TT)

+ ORR, O

* PFS and OS In PD-L1 subaroups
OR; satety

bzstrenats 1208 g IV qiw: carteplatn ALIC § IV v reb-peciacel 100 ngm | IV gv; packuns 200 mge | 1V 5w

“ Pakres vl 3 seesishyy EGEA et ¢

208 ASCO
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1001
60 12-mo ratg .
P FS 804 34.1% Median (95% Cl)
70- 17.3% 8.8 mo (7.6-9.2)
L 601

4.9 mo (4.7-5.5)

50 -

- \q‘\%-“\"-“

304 )

1 PFs: e S

PFS,

. 10 HR 0.52 [95% Cl: 0.43- L
KEYNOTE-189 Study Design (ncTozs7asso) oAl ROO0pOT . . - -
0 ’3 : 9 12 15 18 21
Ky Ef Ry Crtleon Pemtx olrvmaty 200 mg Pemtwolinens Months
St e g ST t
SRAPIER 78 g Pemetrened
QI for 4 cyches 500 mg/m GIW
No. of Deaths/
Subgroup No. of Patients Hazgrd Ratio (95% CI)
———— | Overall 410/616 - -
Baseline brain mets
‘ ' Yes 81/108 ——
No 329/508 -
- PD-L1 TPS
e e e e e T e e <1% 146/190 —
>1% 238/388 —_—
1-49% 114/186 —
>50% 124/202 —l—:
Platinum i
Carboplatin  299/445 -
Cisplatin 111171 ——
o 0‘1 0.5 1 -
Nat Pembro/Pem/Plat  Placebo/Pem/Plat

Better Better



KEYNOTE-189 Study Design (ncTozs7seso)

Overall Survival, ITT

Pemting
Pomety
Carboplatin AUC § OR
Crapia 78 mgpm

QIW tor 4 cyches

f 2 sampie for
asosament Placeo (normal safine

Pometrexed 500 m

)
Carboolatin A 5 OR

T ey A e AT 0 e vrn P L Sy Srm—at g P PTG B L0 el e, Tem b o hh v Aetf T8 C e e @ ——— b = am—

D e o

vl L be e

Pwenlyr 04 umab

200

Q0 QIW for

up fo 31 ¢

ylien

Events HR (35% C1) P
Pembro/Pem/Plat J1.0% o4 <0 00001
100+
. bolP Plat 52.4% (038064
a0 4
804
704
® %
3‘ S0 - : Median (95% C1)
NR (NE-NE)
401 11.3 mo (8.7-15.1)
304
204
104
0 - - - - - - -
0 3 6 El 12 15 18 21
No. st Risk Months
410 T M7 78 & 4! '3 0
08 [ 3 '3 04 = > L} 0
Date caute® Sate Moww & 2007
-
Overall Survival by PD-L1 TPS
TPS <1% TPS 1-49% TPS 250%
Bl R R
Bvents (%% C1) - Svents  (39% CO - Events  (99% CY) -
PemtraPemPiat M0% 0% ° cons nr. 7] 0 008 nn (Y] © 000t
PaceboPen/Piat  354%  BI380EN ay. Nxawm e RSamm
100 " W00y 1.9 Vo0 4 T30%
w 2.3 Wi " \icw a1%
" 20 4 [
70 704 04
% .2 ¥
8 40 8 a4 g 4049
X % 4 4
204 Median (9% C1 204 Median (¥5% C 204 Median (35% C1)
0 152 mo (12 3-NE) 04 NR (NE-NE) ‘C‘Hlm(#!r
12.8 mo (7T O.NE) 12.9 mo (8.7-NE) 10.0 mo (T .5-NE)
o4 ——————————s o vy vy 0 ——
0 3 & 9 0 B u N 0 3 & % 7 % N 8 3 6 % 1 15 WM Nn
Months Months Months
N ot R Mo ot B No. ot b
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IMpower132 Study Design

Induction therapy

Chemotherapy-naive
patients with Stage IV
non-squamous NSCLC
without EGFR or ALK
genetic alteration
Stratification factors: -
* Sex
+ Smoking status
« ECOGPS
+ Chemotherapy regimen

N =578
Co-primary endpoints:

Secondary endpoints: INV-assessed ORR and DOR, PRO and safety measures

Arm APP*
Atezolizumab
« carboplatn or cisplatn
+ pomeltroxed

4 or 6 cycies

INV-assessed PFS and OS

Maintenance therapy

Atezolizumab”
»

pamotroxed*

Pemelroxod”

Exploratory analyses: clinical and biomarker subgroup analyses
Biomarker-avaluable tissue not mandatory for enrolment (was available from 60% of patients)

R e Casers

657! 434 Data cutalt May 22, 2018

PFS 10.

)

Maintenance
Treatment
until PD by

RECIST v1.1
or loss of

clinical benefit

S

DOR, dusation of rom- NV rr-vshg-k: R, randomizstion. ORR, otyscive response rate. OS5, oversl! sutvival PD, progressive dlasass
reported oulcomes. * Ateaoizumab: 1200 mg IV g2w: Carboplatn: AUC & mgmLimin IV @2w; Cisplaan: 74 mgim? |V q3w;
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Final Investigator-Assessed PFS, ORR and DOR

100 -4 .
HR 0.60 (:5': g;.o(:.‘g. 0.72) App PP
20 -4 <,
- ! Minimum follow-up, 11,7 mo 6-mo PFS 50.1% 40.9%
£ Median follow-up. 14.8 mo 12-mo PFS 33.7% 17.0%
5 0 APP PP
& 60+ ORR, % 4% 2%
g w0 cR 2% 1%
s PR 45%  32%
g - Median DOR. mo 101 72
204 Ongong 42%  30%
a response. %
104
o Ll L L A L) Ll Ll i Ll LJ Ll Ls L L L Ll L} L L} L L}
{ 1 ks L) n ‘ 10 " 12 " " 1 AL ! » "w M) 1 ]
No, at Risk Tins {momihs)
APD % ) 2 Y 224 YR Y00 149 A0 120 110 109 1 48 a f 20 11 10
&2 | ' L
ongress

m wie response, DON .urrr of response. ML hazard rato. IRF, independent revew fachly, ORR. cyectve resporae rate. PR, partial response
sed median SFS was T2 m0 with AFF and 6 8 mo with PP (stratified MR: 0758 (% CL 0.022 0923} P = 0088

Exploratory Analysis: PFS by PD-L1 Status
in Biomarker-Evaluable Patients?

PD-L1 High PD-L1 Low PD-L1 Negative
TC3 or iC3 TC1/2 or IC1/2 TCO and ICO
HERY e APP [ = 25) e w—f APPIN=83) Ll Y e AP (nw
’ IR e S —f PPRE20) £l W e FF (05 73) l ) *..‘) - PP (nETE
{ - i~ !. | “
1] \ 1 N 1+ R
| | N " \,
' 1 o | e J . \ VIO
{ | ! \— 4
i - - ‘ 4 \ ) ey ] L
APP PP APP PP APP PP
ORR, % 2% 5% | 3% 38% 5 2%
CRIPR %| 0)|72% &% | 50% 2% | 3T 0| 38% 2% ) 42% 0]27%
Medlan DOR, mo NE 12 12 12 101 42
12-month PFS | 46% 25% _ % 20% | 5% %
Median PFS, mo 108 65 ‘ 6.2 5.7 85 49

HR" (95% CI)  0.46 (0.22, 0,96) 0.80 (0,56, 1.16)

TEssS
. wg\ E-w-anu—c.n.nn- pabems (80%: of ITT), * Urstranfed HR. Data cutoft: May 22, 2018

0.45(0.31, 0.64)
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IMpower132 Study Design

Induction therapy

Chemotherapy-naive
patients with Stage IV
non-squamous NSCLC
without EGFR or ALK
genetic alteration

Stratification factors:

+ Sex

+ Smoking status

« ECOGPS

+ Chemotherapy regimen

, N =578

Arm APPe
Atezolizumab

« carboplatn or cisplatn

+ pomelroxe
4 or B cycies

Co-primary endpoints: INV-assessed PFS and OS

Secondary endpoints: INV-assessed ORR and DOR, PRO and safety measures

Maintenance therapy

Atezolizumab”
*

pamotrexed

FPemelroxed”

Exploratory analyses: clinical and biomarker subgroup analyses
Biomarker-avaluable tissue not mandatory for enrolment (was available from 60% of patients)

—

Maintenance
Treatment
until PD by

RECIST v1.1
or loss of

clinical benefit

N/

muhom- NV, rvestigaiorn, R randommizstion, ORR, otyscive response rate. 05, oversl] sutvivst PD, progressive dlasass
. oulcomes * Ateaoizumab: 1200 mg IV g2w: Carboplagn: AUC & mgimUimin IV q3w; Cisplatn: 74 mgm? IV qdw;
QESTA34 Data cunolt May 22, 2018
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Interim OS Analysis

100+
20 -

50 -4

HR: 0.81 (95% CI: 0.64, 1.03)

P=0.0797

Minimum foilow-up; 11.7 mo

Median follow-up: 14.8 mo

APP PP

12-mo OS

59.6% 554

F -
3 50
? B o
3 u s S
g W - —
20 =
104 13,6 mo 181 mo
B5% Cl 114,15 5) (95%. CI- 13.0, NE)
v LJ L] L} L L] L) L] L) L} L Ll L] L Ll L] Al L) L ]
1 2 3 4 5 8 8 0 10 1 12 13 W 15 17 18 10 20 21 22 23
No. at Risk Time (months)
" 4 1

187 175 163 140 WO7

ngress
mwr&uncy of OS svents: 44% and 40% in arms AFF and PP respecively
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KEYNOTE-407 Study Design (ncTo2775435)

Key Ellgibllity Criteria
» Untreated stage [V NSCLC
with squamous histology
«ECOGPSOor1

» Provision of a sample for
PD:.L1 assesement

= No symptomatic brain
melastases

* No pneumonilis requiring
systemic steroids

Stratification Factors
* PD-L1 expression
(TPS* <1% vs 21%)
* Choice of taxane
(paciitaxel vs nab-paciitaxel)

+ Geographic reglon
(east Asla vs rest of world)

SR bintadintezendent conl# (e 3ogezievan. Fercenage

“Patiants coud crassover dieng

Tarspy o

Pambrolizumab 200 mg QIW +
Carboplatin AUC & QAW +
Paclitaxe) 200 mg/m* Q3IW OR
nab-Paclitaxel 100 mg/m* Q1W

for 4 cycies (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxe) 200 mg/m?’ Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

* Primary: PFS (RECIST v1.1, BICR) and OS

» Secondary: ORR and DOR (RECIST v1.1,
BICR), safety

oF Bart v O s Wit e mbrancus FO-LT staming edsessed wingthe PDLY HC 2
20y To2e wipbia for cransaver #0 musd have been veribes by 80CH ang ol xataly crdariahad 1o be mat

Pembrolizumsb
200 mg QAW

for up fo 31 cycles

Placebo
{normal saline) Q3W

for up to 31 cycles

harelie odsay

Progression-Free Survival at |IA2, ITT
(RECIST v1.1, BICR)

1004
90+
80+
70+
60+
50

Events

HR (95% Cl) P

Pembro + Chemo
Placebo + Chemo

54.7%
70.1%

0.56 <0.0001
(0.45-0.70)

PFS, %

40+
304
20+
10

0

Median (85% CI)
6.4 mo (6.2-8.3)
4.8 mo (4.3-5.7)

0

No. at
278
281

Risk

223 142

180 S0

Months

23 5

57
26 12 4

BICR. vlinded. independent ceniral revew. Data cutoff eMe: Apr3. 2018

oo

Progression-Free Survival by PD-L1 TPS
(RECIST v1.1, BICR)

TPS <1% TPS 1-49% TPS 250%
Events HR (95% CI) Events HR (95% C1) Events MR (95% C1)
Femtyo+ Chemo 57.9% 0.68(0.47-0.98) 52.4% 0.56(0.39.0,80) 53.4% 0.37 (0,24-0,58)
Placebo +Chemo  67.7% 70.2% 75.3%
100 100 100+
504 504 50+
BD+ 04 B0
701 Madian (95% C1) 74 : Modian (95% 1 704 Medtan |95% C1)
# 80+ 6.2 mo (6.16.5) * &0+ 7.2 mo (5.0-11.4) # 604 8.0 mo {§.1+12.3)
) l 53mo (4.4-6.2) S 2mo (4.2-42) 4.2 mo {2 8-4.8)
§ 50 b 50 s - » S0
E o £ .l 1““1_‘ £ .o
304 304 ¢ 104
204 204 204
104 10 - 104
B T T 1 0 T T T T 0 T T T L—
0 3 & § %2 % 1B 2 0P 3 & 9 12 15 18 0 3 & § 12 15 t8
Months Months Months
No. at Risk No. at Risk No. at Risk
4t I AL . ( ) 0 Y e , | 0 " X 'l 2 [ [
g0 7t 3 M 8 1 (I 14 70 40 B ¢ ' 0 74 32 11 8 2 [} o

BICR. tlinded, infepesdent contral reviaw. Outa cutol dale: Agr 3, 2018



Overall Survival at |1A2, ITT
Events HR (95% Cl) P

Pembro + Chema  20.6% 0.64 0.0008
Placebo 4+ Chemo  42.7% (0.48-0.85)

1004

L el & ¥[SSR * = ettt Median (95% Cl)
' 15.2 mo (13.2-NE)
11.3 mo (9.5-14.8)

0S, %
i
o

KEYNOTE-407 Study Design (ncTo2775435) 5

) -

Months

Pambrolizumab 200 mg QIW + No. at Risk
Key Eligibllity Criteria Carboplatin AUC & QAW + Pembrolizumsh 373 256 188 124 17
» Untreated stage IV NSCLC Paclitaxe) 200 mg/m* Q3IW OR 200 mg QIW 281 245 175 93 &S 18 < 0
with squamous histology nab-Paclitaxel 100 mg/m* Q1W

for up fo 31 cycles Dala cutotf date. Apr 3. 2018
«ECOGPSOor1 for 4 cycies (each 3 wk)

» Provision of a sample for
PD:.L1 assesement

{ - -
Al S Overall Survival at IA2 in Key Subgroups

« No pneumonitis requiring Paclitaxel 200 mg/m?’ Q3W OR {normal saline) Q3W
Sateria bt ‘.1 . nab-Paclitaxel 100 mg/m* Q1W for up to 31 cycles
el for 4 cycles (each 3 wk) : g Subg ::g ::g::::ﬁ Mazard Ratio (95% Cl)
ubgroup . r o
ification Factors Overall 205/550 + 0.64 (0.48-0.85)
"D-L1 expression End points Age H
( {C:jc: 0”:::;' - Primary: PFS (RECIST 1.1, BICR) and OS <65 yrs 881254 —_— 052 (0:34-0.80)
(paciitaxsl vs nab-paciitaxel) - Secondary: ORR and DOR (RECIST v1.1, s&es yre 117/305 —!"._ E 0.74 (0.51-1.07)
5 BICR), safet
(east Asia v rest of world) Samoc Mol 167455 — De 0500
ema —-.—?— 4 8 X
T e e T T AT, s ECOG PS !
0 481163 — ] 054 (0.29-0.98)
1 157/396 —t— 0.66 (0.48-0.90)
Reglon of enroliment .
East Asia 34/106 — ———— 0.44 (0.22-0.89)
Rest of world 171/453 — 0.69(0.51-0.83)
Choice of taxane '
Paciitaxel 140/336 =l 0.67 (0.48-0.93)
Nab-paclitaxel 65/223 — — 0.59(0.36-0.68)
01 05 1
Pembro + Chemo Placebo + Chemo
Better Better

Data cutoff date: Apr 3, 2018
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IMpower131: Study Design

&
?
5
8
£
[
3

« Investigator-assessad PFS par RECIST v1 .1 (ITT)

+ OS{ITT)

Maintanance therapy
(no crossovar permitted)
ArmA / \
&agolv squamous NSCLB Atezolizumab + M Atezolizumab B8
« Chematherapy naive® Carboplatin + Paclitaxel Untii PD
« ECOGPSOor1 4 01 6 cycies per RECIST v1.1
+ Any PO-L1 IHC status Arm B or loss of clinical
. R Atezolizurmab + benefit
Stratification factors: -
+ Sex 111 Carboplatin + Nab-Paclitaxel =B
+ PD-L1 IHC exprassion Visd A arcnd N =~ 4
+ Uver metastases Atm C {control] Best r ) ™\
K N=1021 / Carbopla.nn + Nab-Paclitaxel = Su;g:::we - per RECIST v1.1
o \ 7
Co-primary endpoints Secondary endpoints

* PFS and OS In PD-L1 subgroups
* ORR, DOR; satety

Alaastramah 1298 reg IV qiw; carteplstin ALC § IV gw: rneb-pocitxcel 100 ngm | IV qv; packiuesl 200 mgm | 1V gla
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INV-Assessed PFS in the ITT Population (Arm B vs Arm C)

100 4 Arm B: ArmC:
= 004 Atezo + CnP CnP
B a0 Median PFS 6.3 56
> 04 (95% ClI). mo (5.7,7.1) (5.5,5.7)
@ 5. HR® (95% CI) 0.71 (0.60, 0.85)
¢ . P value 0.0001
‘g 20 12-month PFS
5 304 Mintmum follow-up. 9.8 mo
£ 2 Median follow-up, 17.1 mo
g .
o 12.0%
0 '
0123456789 1W0NM2MV14153B171810920N20082582728230
Time (months)
No, ot risk
Alspo + Urs ST M & T 0) 01 A4 42 N R M2 9 w0 w2 3 |
D 122 2 ye AT 48 &) 2 X 2 W 2T 12 1 06 & & & r &
Do sroft Jasssey 21 0008
WY, revealigaesr, * Siatfed MR
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INV-Assessed PFS in PD-L1 Subgroups (Arm B vs Arm C)

PD-L1 High
TC3oriC3

wje Admzoe CNPin =353
\.\\ wf 0P n =48I

A

Progression-Free Sunival 1)
|
-
-
~
Frogression-Fres Survtal (%)

Atezo + CnP CnP
12-month PFS 48% | 20%
Median PFS, mo 101 55
HR® (95% Cl) 0.44(0.27,0.71)

Darn sroft. Jassaey 21 0004
fLmarafied M

e 0BASCO

PD-L1 Low
TC1/2 orIC1/2

b Mezos CnP (n =128
b CAPin=121)

M s 2 f
d'fj
Progression-Free Sunvival %)

A,
/

N

W —

-

|
>4
{

R B T TR TR A

Tuve (meonths)

Atezo + CnP CnP

20°% 2%

8.0 58
0.70(0,53,0.92)

R

Jotte L et al, IMpower 24 PES Anadyses.

an i

PD-L1 Negative
TCO and ICO

w—de Atz ¢ CnPon =100
b CoPin=170)

Time (monttn

Atezo + CnP CnP
20% | 12%
57 586
0.81(0.64,1,03)

Mgt ly 2w PEID
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First Interim OS in the ITT Population (Arm B vs A(m C)

100 4 Arm B: ArmC:
00 Atezo + CnP CnP
% Median OS ‘ 14.0 13.9
= 12 th OS 1(95%Cl), me | (12.0,17.0) (12.3,16.4)
= 704 -mon f T
=" HR® (95% Cl) 0.96(0.78.1.18)
; 601 56.9% | Pvalue 0.6931
3 n04 55.6%;
@ ' 24-month OS
= a0 !
g ' 31.9%
. > 304 H b \
IMpower131: Study Design o ! :
204 d 24.1% !
Mantenance thevapy " : E ‘ /
(na crossaver permitiad) 0 ! 4
ArmA / \ 012234867289 10NI2IEB3M4BIBTIBENA2IMMB26T2VI0N:
6090 IV squamous NSCLB ASmEpETE. ¥ Atezolizumab S TR Time (months)
J > Carboplatin + Paclitaxel : X R
Chamatherapy raive? : Until PD a Mg + OnP 3 3909 65 &% T 83 § n ) 2
« ECOGPSOor1 yres per RECIST v1.1 ? W n u - - 2
» Any PD-L1 IHC status Arm B or loss of clinical g Do cusolt: Saveary 22, 1018
R Atezol b+ benefit B * Dtrgad R
o Wacho: REE Carbopiatin + Nab-Pachtaxs! e -
- |- * = ASCO1S
+ Sex ar °P3"I ° X acittaxe g OIS S 201BASCO kSO DR i en Jore R, et 2k IMpowert 11 PES Analysi.
+ PO-L1 IHC expression DO S bl ;} s ANNUAL MEETING e
+ Liver metastases Atm G (control] S ~ e ~ 3
- Carboplatin + Nab-Paclitaxel Supportive B2
N=1
K e / dor € cycles Care per RECIST vi1
L J
Co-primary endpoints Secondary endpoints
« Investigator-assessad PFS par RECIST v1 .1 (ITT) « PFS and OS In PD-L1 subgroups
. OSTT) + ORR, DOR: satety
PD-L1 High K PD-L1 Low PD-L1 Negative
Alaaatwariat 1200 reg IV qw; carteplatn ALC & IV 52w reb-pocixce 100 ngm | IV g paclanst 200 mgm | IV g, TG oriC3 mw or ’CI/I Tco and Ico
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POLT exprasiion e eV et e€ uiing fye VENTANA 29742 1HC ansey \_\ whe Almw * o v e 83| T . e A LALER ] h wbe Alsan * Cal §s + 1004
: N b CoFIne Wy ‘\\_' . whee by 420 1 \~\ whe Cabnrin)
YISCO < N\ g ¢ g - "
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Ant-CTLAS
Anti-CD137 {agonist)
Anti-OX40 (agonise)
Anti-CD27 (agonist)
-2
12

[VEGF-Induced tumor escape by Inhibiting the function of T cells and dentritic cell differentiation |

VEGF-mediated myeloid expansion
and modulation of immunodefence
against pathogens

I VEGF-induced macrophage migration ]

IMMUNO +
TARGET



CHT + IMMUNO + TARGET

IMpower150 Study Design

/ Stage IV or \

recurrent metastatic
nonsquamous NSCLC
Chemotherapy-naive?
Tumor tissue available for
biomarker testing
Any PD-L1 IHC status

Stratification factors:

+ Sex

* PD-L1 IHC expression (SP142)
» Liver metastases

M

Arm A
Atezolizumab® +
Carboplatin® + Paclitaxel?

4 or 6 cycles

Arm B
Atezolizumab® +

Carboplatin® + Paclitaxeld
+ Bevacizumab®

4 or 6 cycles

Arm C (control)
Carboplatin® + Paclitaxel®
+ Bevacizumab®

4 or 6 cycles

Maintenance therapy
(no crossover permitted)

Atezolizumab®

Atezolizumab®
+

Bevacizumab®

Bevacizumab®

r \

Treated with
atezolizumab
until PD by
RECIST v1.1
or loss of clinical
benefit

AND/OR

Treated with
bevacizumab
until PD by
RECIST v1.1

8 7

Survival follow-up

The primary PFS analysis of IMpower150 assessed whether the addition of atezolizumab to Arm C provided clinical benefit

- This analysis will focus on whether this combination provides clinical benefit in key biomarker and special interest subgroups

3 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 Atezolizumab: 1200 mg ﬁ’ﬁgféggplatin: AUC 6 IV g3w. @ Paclitaxel: 200 mg/m2 IV gq3w. ¢ Bevacizumab: 15 mg/kg IV q3w.

MUNICH
2018

Kowanetz M, Socinski M, et al. AACR 2018
IMpower150: Efficacy Across Subgroups



PFS

CHT + IMMUNO + TARGET vs CHT + TARGET

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

100 4
204

48

P

1 88588

»
LA

Progression-Free Survival (%)

o O <
M

Median, 6.8 mo

(95% C1.60.71)

Arm B Arm C
Landmark PFS, atezo + bev + e c'p
% cp
6-month 66", B56"%
Median, 8.3 mo 12-month 38% 20%
‘95% CrL77.9 8) 18-month 27% 8%,
HR* 0.592
(95% CI: 0,499, 0.703)
P < 0.,0001®
Median follow-up; ~20 mo
Mo
——

Mot Riek

ez el

vvvvvvvv

P

O g — Py p———
D ' 23 4587 800NN ISIATIINRVAINDUNIIRDBRNMNVIN

Time (months)

I

CE MBI ETE S

»  Statistically significant and clinically meaningful PFS benefit with atezolizumab + bevacizumab + chemother
chemotherapy was previously observed’ and continued to improve with additional follow-up

OS

AmB
- aezo » L bev + CP
OSinthe ITTWT (Arm Bvs Arm C be e
oy Landmark OS, % cp
- 04 12-month 87 81%
£ w4 18-month 52% 41%
® M4 43% 34N
i
8> HR* 0.780
= v (95% CI: 0.636, 0.956)
§ x P=0.0164
204 Median folow- -~
104 Median, 14.7 mo Median, 19.2 mo o=
(95% C). 133, 16.9) (95% CI: 17.0.238)
] - A A - '
Q13 345672300V UBVITUHNINRDABITRERINNRIN
Time (months)
LA R

-ty

«  Stabtstically significant and clinscally meaningful OS benefit with atezolizumab + bevacizumab + chemotherapy vs bevacizumab +

chemotherapy was observed

BRIV



CHT + IMMUNO vs CHT + TARGET

OS in the ITT-WT (Arm Avs Arm C) P :
rm A: Arm C:
100 = Landmark OS, % atezo + CP bev + CP
= 0 12-month 65% 61%
S 80+
- 70 18-month 51% 41%
= 70
g i 24-month 39% 34%
a2 , HR2, 0.876
= % ! (95% ClI: 0.715, 1.075)
§ 22- i P =0.2041
o Median, 14.7 mo | Median, 19.4 mo Viezlamoliew-ps =2Qmo
i (95% CI: 13.3, 16.9) 5(95% Cl: 15.7, 21.3)
01234567 8 910111213141516 17 181920 21 22 23 24 25 26 27 28 29 30 31 32 33 34
Time (months)
No. at Risk

Atezo+CP 349 339 331 319 307 294 284 266 255 244 234 227 221 203 180 153 131 115 100 91 77 60 46 33 23 18 9 5 3

Bev+CP 337 326 315 308 287 280 268 255 247 233 216 203 196 174 152 129 115 101 87 77 66 56 40 32 29 22 13 6 3 1 ¢ F =

» Atrend toward OS benefit was observed with atezolizumab + chemotherapy vs bevacizumab + chemotherapy,
but the efficacy boundary has not yet been crossed and will be tested again at the time of the final analysis

ERESV
2018
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Anti-CTLAS

Anti-CO137 {agonist) =

Anti-OX40 (agonist)
Anti-CD27 (agonisy)
-2

L1z

Vaccines
N

GM.CSF
Ant;-CD43 (agonist)
TLR agonists

COMBO IMMUNO



CHECKMATE 227

Key Eligibility Criteria
e Stage IV or recurrent NSCLC
* No prior systemic therapy
* No known sensitizing EGFR/ALK
alterations
* ECOGPSO0-1

Stratified by SQ vs NSQ

N=1189

21% PD-L1
expression

N =550

<1% PD-L1
expression

Nivolumab 3 mg/kg Q2W

Ipilimumab 1 mg/kg Q6W
| n =396
R

Histology-based chemotherapy®
n =397

Nivolumab 240 mg Q2W

n =396

Patients for TMB co-primary analysis®

Nivolumab + ipilimumab
n=139

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

Histology-based chemotherapy®
n=186

Nivolumab 360 mg Q3W +

histology-based chemotherapy®
n=177

Database lock: January 24, 2018; minimum follow-up: 11.2 months

aNCT02477826 °NSQ: pemetrexed + cisplatin or carboplatin, Q3W for <4 cycles, with optional pemetrexed 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 =10 mut/Mb

f_ _\
Chemotherapy®
n =160
—

7

Co-primary endpoints: Nivolumab +
ipilimumab vs chemotherapy

* PFS in TMB-selected populations




Co-primary Endpoint: PFS With Nivolumab + Ipilimumab vs Chemotherapy in
Patients With High TMB (>10 mut/Mb)?

100 fogy %i%:a!i! I?le;:‘sg]
b y Median PFS,2.mo 7.2 5.4
80 | HR¢ 0.58

i 97.5% Cl 0.41, 0.81

- 50 4 P = 0.0002

§ 1 Qﬁ_\'_‘—‘ﬂ_ _ 1-yPF5=43% Nivolumab +

& 40 | L . Ica =8 Basco o ip:il:il':l:':ll:.:l:lTlﬂl:]
i 1

20 4 : 1-y PFS = 13%
| ) % Chemotherapy
Press release TMB checkmate 227
* In patients»
(6% 12.2 mo), coama (4.4, 5.5
TMB =210 mut/Mb TMB <10 mut/Mb
| ' Nivo + Ipi Chemo | Nivo + Ip | Chemo
Co-primary endpoint Exploratory analysis
‘Median PFS, months’ j 7.2 [ 5.4 | 3.2 | 5.5
'Hazard ratio (CI) | 0.58 (97.5% CI: 0.41-0.81) A=0.0002 | 1.07 (95% CI: 0.84—1.35)
Secondary endpoint* Exploratory analysis
'Median 0S, months! i 23.03 . 16.72 | 1620 [ 1242
Hazard ratio (CI) 0.77 (95% CI: 0.56—1.06) 0.78 (95% CI: 0.61—1.00)
*Descnptive analysss

Chemo=chemotherapy, Cl=confidence interval, ipi=ipfimumab, Mb=megabase. mos=months, mut=mutatons. nivo=nivolumab, NSCLC= non-small cell lung cancer, OS=overall survwal, TMB=tumor mutational burden
1 Brstol-Myers Squibd [press refease] October 19, 2018 2 Helimann MD ot al N Engl J Med 2018, 378(22) 2083-2104. October 19, 2018



QUANDO TMB ALTO COMBO-IMMUNO !!

INDIP DA :

PFS in Patients With High TMB (210 mut/Mb)

by Tumor Histology
Non-squamous

- Nivo +ipi Chemo i Nivo:ipi Chemo
L!i ([8=95) (n=104) *_g‘ n=44) [n=55)
1 2=, Megian PFS, mo* 95 55 [ Median PFS, mo® 43
i B 5N MR 0ss @1 |1 KR 063
y 7-‘ S%0 038,030 1 —\ 5% 0 033,10¢
3 d 7 tyPrs=4s%  Nivolumab « 4 .
@a 3 5 OEim U3 :‘—'
z 1 B e | <5 tyP5=3%%  Nivolamab «
& 10 \ 401 L, 2 T
A = pamamneal
- ‘-ﬁ —_ =3
204 — (T PES=17% 20 A i
e T T 1 1yPR=T%
- 2 3
= Chemotherapy é = *+2Chemotherapy
0 3 6 9 12 15 18 21 24 0 3 6 9 2 15 B8 21 M
Months Months
Re mrsk
EXCom:g5Sme NE cemp 5 Timo TSRO oeo + @27, BT el dems 52 S8y

PFS in Patients With High TMB (210 mut/Mb)

by Tumor PD-L1 Expression

21% PD-L1 expression

) Nivo+ipi Chemo
100 (n=101) (n=112)
] Median PFS, mo? 7.1
801 HR 0.62
-] 95% Cl 0.44,0.88
= 60
E 1 lL' — 1-y PFS = 42% Nivolumab +
o 4] Hmooo., ipilimumab
| Bo—Be——00-
1 1
201 | 1y PF5 = 16%
] : Chemotherapy
0 T T T T T T T 1
0 3 6 9 12 15 18 2 24
Months
0. at risk
vo+ipi 101 65 50 40 2 16 7 2 0
hemo 112 73 35 13 [} 5 3 0 0

95% CI: nivo +ipi (5.5, 13.5 ma, chemo (4.3, 6.6 ma); 5% Cl: nivo +ipi (2.7 mo, NR), chema (4.0, 6.8 ma)

80
60-
40-

201

1004

<1% PD-L1 expression

dr

Nivo+ipi Chemo
(n=38) (n=48)
Median PFS, mo® 7.7 5.3
HR 0.48
55% Cl 0.27,0.85
e 1V PFS =45% Nivolumab +
B.o@ oo ipilimumab
|
I
I
Iy prs=
 LyPFS=8% Chemotherapy
1
T

ki
48

20
30



CHECKMATE 227 PART 1 STUDY DESIGN

Nivolumab 3 mg/kg Q2W
Ipilimumab 1 mg/kg Q6W

N = 1189 et

Histology-based chemotherapy?®
1:1:1 n =397

Key eligibility criteria Nivolumab 240 mg Q2W

* Stage IV or recurrent NSCLC n =396
* No prior systemic therapy
* No known sensitizing EGFR/ALK | | e e e e e ———— -

alterations
* ECOGPS0O-1
Nivolumab 3 mg/kg Q2W
Stratified by SQ vs NSQ Ipilimumab llrg7g/kg Q6w
n=

<1% PD-L1 - . a r . - )
exp:essionb — Histology ba;eff;:mmherapy Secondary endpoint: Nivolumab +
a chemotherapy vs chemotherapy

Nivolumab 360 mg Q3W + « PFS¢ in patients with <1% tumor

histology-based chemotherapy? )
o n=177 oy PD-L1 expression

* Co-primary endpoints: OS in PD-L1-selected populations and PFS¢ in TMB-selected populations treated with nivolumab + ipilimumab vs
chemotherapy

Database lock: January 24, 2018; minimum follow-up: 11.2 months
aNSQ: pemetrexed + cisplatin or carboplatin, Q3W for <4 cycles, with optional pemetrexed maintenance following chemotherapy or nivolumab + pemetrexed maintenance following nivolumab + chemotherapy;
$Q: gemcitabine + cisplatin, or gemcitabine + carboplatin, Q3W for <4 cycles; "One patient was randomized with <1% tumor PD-L1 expression in IVRS, but was subsequently found to have 1% tumor 0-11

expression; ‘Per BICR



PFS: Nivolumab + Chemotherapy vs Chemotherapy in Patients With
<1% Tumor PD-L1 Expression

All Randomized Patients (Squamous and Non-squamous)

g
100 Nivo + chemo Chemo
J (n=177) (n = 186)
80 4 Median PF5.2% mo_ 5.6 47
HR 0.74
1 (953 C1) (0.58, 0.94)
g 80 1
@ 1
L
4D A
20 A S N
E 1y PFS = 14% E ‘ Nivolumab + chemotherapy
' Chemotherapy
O T T T II T T 1
0 3 8 9 1 15 18 21
Months
No. at risk
Nivo + chemo 177 134 2 48 Kl 13 2 0
Chemo 186 vl 56 2 il 6 3 0

By TMB

PFS (%)

SOLO NEL TMB ALTO

TMB 210 mut/Mb and <1% Tumor PD-L1 Expression

NIVO + CHT

Nivo + chemo Chemo
(n = 43) (n=48)

PFS: Nivolumab + Chemotherapy vs Chemotherapy

TMB <10 mut/Mb and <1% Tumor PD-L1 Expression

Nivo + chemo Chemo
{n=54) (n =59)
Median PFS," mo 47 47
HR 0.87
(958 CI) (0.57,1.33)
1y PFS =18% \ivolumab +

1-y PFS = 16% cpemotherapy

No. at risk

1005 Median PFS.2 mo 6.2 53 100
1 HR 0.56 1
80 4 (955 CI) {0.35, 0.01) 80 1
60 60 1
40 { _ 401
_ ._i_h 1y PF§ = 27% Nivolumab + |
] ! hemotherapy 1
20 | iy PFS = 8% 20
T Chemotherapy ]
0 T T T T T T ] 0
0 3 6 9 12 15 18 21 0
Months
No. at risk
Nivo + chemo 43 36 21 14 9 3 2 0 Nivo + chemo 54
Chemo 4§ 30 16 [ 1 1 1 0 Chemo 59

3

38
3

6

19

16

9 12 15 18 21
Months

13 G 3 0
6 6 3 1

[=x=1

* TMB =10 mut/Mb: ORR was 60.5% with nivo + chemo and 20.8% with chemo
« TMB <10 mut/Mb: ORR was 27.8% with nivo + chemo and 22.0% with chemo

“35% Cl: nivo + chema (4.3, 9.1 mo), chemo (4.0, 6.8 ma]; *35% CI: nive + chema (4.2, 5.9 ma), chema (3.9, 6.2 ma)

40



TMB is a surrogate for (predicted)

neoantigens
CD8+ T cell Anchox
h{%

B Missense (65%) ™ Nonsense (5%) - SE— Fritsch EF, et al, Cancer immunol Res. 2014

" |ndels (3%) Silent (21%)



TMB and PD-L1

TMB independent of immune phenotype
(BIRCH, FIR, POPLAR trial data)

T“B PD_L1 LR N&W NN N&J15 mB T'L NaM N1 28
vs vs
P =0.0038 ’ P=054

w w

% 9

c C

o o

= "

2 2

%#i* #%“%%

PD-L!MME::MNW(SN&IHC) TlScon(%of‘anara)

Kowanetz et al, WCLC 2016

Courtesy Janice Taube



PFS (%)

TMB indipendente da PD-L1

CM 026:

Discordant outcomes in TMB high / PD-L1 high vs TMB high / PD-L1 low

High TMB
Nivolumab Chemotherapy
1 n=47 n=60
% Median PFS, months 9.7 58
“»—h (95% CI) (51, NR) (42.85)

t HR = 0.62 (95% Cl: 0.38, 1.00)

Nivolumab

t——— Chemotherapy

——-

12 15 18 21

LIMITED OVERLAP BETWEEN bTMB 216 AND PD-L1 EXPRESSION® (OAK

100 Nivolumab Arm
754
POt 250%
501
BEP)
25 bTMB 216
= i TC3oriC3
Lowmedium TMB %
0 __ PD-L1280% /
9 12 15 /
|
N 128 ( N*3 NeT)
i \\
~ al N=103 [
N»=15 |
\ BEP (N = 229) |

TPO LY wagmeaton s sustadd Dy enigutets Surmdy 4 e B SN AR WL ey
TED o K00 TP TC o NN o K g PO (1
7 Mrete cadat ppebdar | W oLty wemee ol T e el

* Non-significant overlap between the
bTMB 216 and TC3 or IC3 subgroups
(Fisher exact test, P= 0.62)

* 19.2% of tumors with bTMB 216

were also TCI o IC3

e 29.1% of umors with TClor IC3
also had bTMB 218

PFS HR (95% C1) | OS HR (85% CI)

bTMB 216 064(046.091) 0864(044 083)
TC3or IC3 062(041,0083) 044(027.071)
bTMB 16 and

TC3or IC3 038(017,085) 023(009, 058)

U - | | | M



LIMITI DELTMB :

Targeted panel TMB validation and 10 threshold definition

1. WES

* Coding regions of 21,522 genes

* TMB defined as the number of misse
2. FoundationOne"*

* Atargeted gene panel of 324 cancer-r

* TMB defined as the number of somat
of tumor genome examined

1. Szustakowski | et al. SITC 2017 3. Srustak A Cohort 1 H Cohort 1
— ¥
- MR - -
's) L MR=14(102-19) WA= 100 (1.0 - 243)
O 4 P
lc
Al
" n=§
- - e :
a . ”» . . -
L ] e S . - - Time
w— Hotrorygous at all loc and without LOW
—— Heterozygous at ali oo — HeterOrygous 8t sl o and with LOM in st least one ous

— Homarygous o ol ioast ofe oo



SCLC

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

First-Line Atezolizumab plus Chemotherapy
in Extensive-Stage Small-Cell Lung Cancer

L. Horn, A.S. Mansfield, A. Szczesna, L. Havel, M. Krzakowski, M.J. Hochmair,
F. Huemer, G. Losonczy, M.L. Johnson, M. Nishio, M. Reck, T. Mok, S. Lam,
D.S. Shames, J. Liu. B. Dino_ A. lonez-Chavez. F. Kahbinavar. W_ Lin. A_ Sandler.

an
The NEW ENGLAND JOUERNAL +f MEDICINE

Patients Who Survived without
Disease Progression (%)

No. at Risk
Atezolizumab
Placebo

100+ Rate of Progression-free Survival
904 at6mo at12 mo
0 Atezolizumab  30.9% (95% CI, 24.3-37.5)  12.6% (95% Cl, 7.9-17.4)
0 Placebo 22.4% (95% CI, 166-28.2)  5.4% (95% Cl, 2.1-3.6)
70+ Stratified hazard ratio for disease progression or death,
= 0.77 (95% Cl, 0.62-0.96)
P=0.02
sodcacacaas ) )
Median in the atezolizumab group,
404 5.Zmo (95% Cl, 4.4-5.6)
I
30+ b il
Medianinthe | |
204 placebo group, | |
104 43 mo ¢ aid Atezolizumab
(95% C1,42-45)| | Placebo \ ‘
c ! L 1 L\l 1 L) 1 ! ) ¥ 1 1 L L L\l L L) L ! lJ 'l 1 1 L)
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Months
201 190 178 158 147 98 58 48 41 32 29 26 21 15 12 11 3 3 2 2 1 1
202 193 184 167 147 80 44 30 25 23 16 15 9 9 6 S 3 3

Hate of Overall Swevval ot 11 Mo
Atezolizumab SIPN (1N CL 44 e-390y
PMacebo RN (W% CL 31 2-450)

Stratifiad hazard rate for death, 0.70 (93% €1, 0.54-091)
Pe0007
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Durgeau, Frontiers In Immunology 2018



Safety and Clinical Activity of Adoptive Cell Transfer Using Tumor Infiltrating
Lymphocytes (TIL) Combined with Nivolumab in NSCLC

« Study objective

— To examine the activity and safety of tumour infiltrating lymphocyte (TIL) adoptive cell transfer
combined with nivolumab in patients with stage IV NSCLC

Key patient inclusion criteria PR/
o clinical Nivolumab g4w for 1 year

« Stage IVNSCLC 5 5 h i
g _ Resection of lesion ks’
- Safely resectable confirmed
for TIL

metastases Cyclophosphamide

manufacture; 60 mg/kg + Mesna D7, —6 then
. fludarabine 25 mg/m?
nivolumab 240 mg D5 to _1-

» No corticosteroids q2w, 4 doses DO TIL infusion
PD/SD (220-10°=10'° CD3+ cells): IL-2 IV*

(n=13) until D6:
nivolumab 480 mg g4w
from D29 up to 1 year

« RECIST measurable disease

» 2D prior therapies

Primary endpoint Secondary endpoints

. Safety/tolerability « Efficacy, PK, PD, tumour proteomics, whole exome sequencing,
transcriptomics

“IL-2 intermediate dose:18 miU/m? over 6, 12 and 24 hours Creelan BC et al. J Thorac Oncol 2018:13(suppl):Abstr OA05.03
then 4.5 miU/mZ2 over 24 hours x 3) on D1-6
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Depth and Duration of Response
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BIOMARCATORI

i?);-"




CHI E IL MICROBIOTA ?

Click an a label for more information
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Insieme di batteri e altri microorganismi
( funghi, protozoi, virus )

All'interno del corpo umano, si stima che
ci siano 10 volte piu cellule microbiche
delle cellule umane. ( 1014)

300-500 specie (main phyla: Firmicutes,
Bacteroidetes, Actinobacteria,
Proteobacteria)



B Akkermmansia

CANCER IMMUNOTHERAPY W No Akkemmansia

Gut microbiome influences efficacy of ==
PD-1-based immunotherapy against
epithelial tumors
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nature LETTERS
|_g€n€tICS https://doi.org/10.1038/s41588-018-0135-7

The fecal metabolome as a functional readout of
the gut microbiome
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