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Anti PD1/PD-L1 approved
in 2"d line NSCLC

Approved immunotherapies for advanced/metastatic NSCLC

Approved in EU and US Approved in the US and EU

-

Nivolumab Pembrolizumab Atezolizumab

¢ Evidence suggests, however, that the clinical activity of nivolumab and pembrolizumab is limited in patients with tumours expressing
low level PD-L1.




Immunotherapy in pretreated patients
with advanced NSCLC
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Consistent benefit with
anti-PD1-PD-L1 in second/third-line
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Anti PD-1/PD-L1.: efficacy in previous
treated advanced NSCLC

Nivolumab Pembrolizumab Atezolizumab
CheckMate 017 (Ph I11)*2 | CheckMate 057 (Ph IlI)3 KEYNOTE-010 (Ph I1/111)? OAK (Ph 111)>8
Nivo vs doc (N=272) Nivo vs doc (N=582) Pembro$ vs doc (N=1033) Atezo vs doc (N=850)

Squamous & hon-squamous Squamous & nhonh-squamous

Histology Squamous Non-squamous

PD-L1 selected No No Yes (TPST 21%) No
HR 0.62 HR 0.63 HR 0.72 HR 0.92 HR 0.72 (p=0. 0003) HR 0.87 (p=0.06) HR 0.73 HR 0.95
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ORR % N|VO 20% N|VO 19% Pembro 19% Atezo 14%
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5. Barlesi, et al. ESMO 2016 (Abs LBA44); 6. Rittmeyer, et al. Lancet 2017
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Phase lll trials of I/O in 2nd line NSCLC:
efficacy by PD-L1 expression

CheckMate 017 (Phlll)? CheckMate 057 (Phlil)? KEYNOTE-010 (Phll/11)3 OAK (PhIll)*®
Nivo vs doc (N=272) Nivo vs doc (N=582) Pembro* vs doc (N=1033) Atezo vs doc (N=850)
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* . 1. Brahmer, et al. N Engl J Med 2015; 2. Borghaei, et al. N Engl J Med 2015
Phase ”I dOSE. zmg!kg q3W anq 1Dmg/kg q3W . 3. Herbst, et al. ESMO 2016 (Abs LBA48); 4. Barlesi, et al. ESMO 2016 (Abs LBA44)
Tumour proportion score (TPS) is the proportion of viable tumour cells 5. Rittmeyer, et al. Lancet 2017

showing partial or complete membrane PD-L1 expression
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Nivo, Pembro, Atezo in non-squamous
NSCLC data of a pooled analysis: efficacy

In PD-L1 21% patients no significant differences were observed in the
indirect comparisons of Atezolizumab vs Nivolumab (HR: 0.921, CI95%:
0.609-1.392, p=0.696), Atezolizumab vs Pembrolizumab (HR: 0.751, CI95%:
0.541-1.043, p=0.087), and Nivolumab vs Pembrolizumab (HR: 0.816, CI95%:

0.597-1.116, p=0.491).

I vs CHT (PD-L1=1%)
I vs CHT (PD-L1<1%)
| vs CHT (EGFR+)
Avs N (PD-L1=1)
Avs P (PD-L1=1)
Nvs P (PD-L1=1)

Hazard Lower Upper
limit 2Z-Value p-Value

ratio
0,660
0,933
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0.816

limit
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0,720
0,695
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0,541
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1,210
1,593
1,392
1,043
1.116

-4,681
-0,524

0,239

-0,390
-1,710
-1,274

0,000
0,601
0,811
0,696
0.087
0,203

Hazard ratio and 95% Cl
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Tassinari D, WCLC 2018



Incidence of selected relevant irAEs
observed with single-agent immune
checkpoint inhibitors in NSCLC

ADVERSE EVENT NIVOLUMAB PEMBROLIZUMAB ATEZOLIZUMAB
All grades | Grade 3-4 | All grades | Grade 3-4 | All grades | Grade 3-4

GENERAL
Fatigue 16% 1% 10%-28% 1% 20%-26% 3%
Decreased appetite 10%-11% 0% 9%-14% 0%-1% 18%-24% <1%
Myalgia/Arthralgia 2% <1% 1%-2% 0% 6%-12% <1%
ENDOCRINE
Hypothyroidism 3%-7% 0% 7%-9% 0% NR NR
Hyperthyroidism 1% 0% 4%-8% 0% NR NR
Thyroiditis 1%-4% 0% 2%-3% 0% NR NR
Adrenal insufficiency 1%-2% 0%-1% 1% 0% NR NR
Hypophysitis <1% <1% <1% <1% <1% <1%
GASTROINTESTINAL
Diarrhea 6%-10% 0%-3% 7%-14% 1%-4% 7%-15% <1%
Colitis 1% 1% 1%-2% 1% 1% <1%
HEPATIC
Increased ALT 1%-3% 0%-2% 2%-5% <1% 4% 2%
Increased AST 2%-3% 0%-2% 3% <1% 4% 2%
PULMONARY
Pneumonitis 3%-6% 1%-3% 4%-6% 2%-3% 3% 1%
RENAL
Increased creatinine 2%-3% 0% 2% 0% NR NR
Nephritis 0%-1% 0%-1% <1% <1% NR NR
SKIN
Rash 5%-19% 0%-2% 4%-10% <1%-4% NR NR
Pruritus 2%-12% 0%-2% 7%-11% 0% NR NR

Genova C, Expert Opinion on Drug Safety 2017




Few Pts Treated with PD-L1/PD-1 Is
Experience Severe IrAEs

Selected irAEs in phase lll trials of PD-L1/PD-1 inhibitors (immunotherapy arm)

CheckMate 017 CheckMate 057 KEYNOTE-010 OAK
(2mg/kg arm)
All Grade Grade 3-4 All Grade Grade 3-4 All Grade Grade 3-4 All Grade Grade 3-4
N N N N
Pneumonitis 5% 1% 3% 1% 5% 2% 1% 0.7%

Hypothyroidism 4% 0% 7% 0% 8% 0% NR NR
Hyperthyroidism NR NR 1% 0% 4% 0% NR NR

Hepatitis NR NR NR NR <1% <1% <1% 0.3%
Colitis 1% 1% 1% <1% 1% 1% <1% 0%
Incidence 25% Incidence 2-4% Incidence £1%

Brahmer, et al. N Engl J Med 2015; Borghaei, et al. N Engl J Med
2015; Herbst, et al. Lancet 2016; Rittmeyer, et al. Lancet 2017




Meta-analysis of safety profile of PD-1
vs PD-L1 inhibitors

PD-1 Inhibitors PD-L1 Inhibitors PD-1 vs PD-L1 inhibitor AE profile!
N = 3284 N=2460 P 25
B PD-1 inhibitors (n=3,284)
20 B PD-L1 inhibitors (n=2,460)
Overall AEs, % 64 66 8 m
Grade 3-5 AEs, % 13 21 15 % ﬁ 15 4
Fatigue of any grade, % 19 21 4 ‘gg 04
Diarrhea of any grade, % 9 12 4 5 2
Rash of any grade, % 9 7 8 XE 5+
IRAEs, % 16 11 07
Grade 3-5 IRAES, % 3 5 4 O
Hypothyroidism of any grade, % 6.7 4.2 07 ‘
Pneumonitis of any grat-je, % 4 2 01 <
Colitis of any grade, % 1.7 1 4
Overall response rate, % 19 18.6 A7

*p=0.01 vs PD-L1

Pillai RN, Cancer 2018




Incidence of pneumonitis with PD-1/
PD-L1 in NSCLC: a Meta-analysis

Incidence of pneumonitis?

Incidence of all grade pneumonitis

Author, year Pneumonitis Total Incidence [95%ClI]
Borghaei H, 2015 8 287 = = 2.79[0.88-4.69]

PD-1 Brahmer J, 2015 6 131 J—— 458 [1.00-8.16]
Rizvi NA, 2015 6 17 i — 5.13[1.13-9.13]
Gettinger S, 2015 10 129 o 7.75[3.14-12.37]
Gettinger S, 2016 3 52 NI 5.77 [0.57-12.11] PD-1 PD-L1

| . .= . T
Herbst RS, 2016 31 682 G 4,55 [2.98-6.11]
Makoto N, 2015 0 76 n 0.00 [0.00-0.00] (n=3,232) (n=1,806)
Makoto N, 2015 1 35 — 2.86 [-2.66-8.38]
Todd MB, 2015 8 807 ] 0.99 [0.31-1.67]
Reck M, 2016 9 154 } — 5.84[2.14-9.55]
Socinski MA, 2016 14 267 | 5.24[2.57-7.92] All grades*
RE Model i - 3.62 [2.36-4.87] 3.6%
o (‘) oy — All grades
- 0] 1 u
Proportion m Grad 34 1.3%
B Author, year Pneumonitis Total Incidence [95%Cl] S eso 2 Grades 3-4
Besse B, 2015 10 659 ™ 1.52 [0.58-2.45] 1.1% 0.4%
. | - o

PD-L1  Antonias 2016 3 59 | 5.08 [-0.52-10.69] *p=0.001 vs PD-L1
Verschraegen CF, 2016 3 145 i 2.07 [-0.25-4.39]
Fehrenbacher L, 2016 4 144 s 2.78 [0.09-5.46] 'p=0.02 vs PD-L1
Rittmeyer A, 2016 6 609 (] 0.99 [0.20-1.77]
RE Model - 1.37[0.80-1.94]

T
|
|
I } T T —_—
-10.0 0 10.0
Proportion

Kungher M, Chest 2017
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Nivo, Pembro, Atezo in non-sguamous
NSCLC data of a pooled analysis: safety

*Considering all the side effects, no significant differences were observed indirect comparing
Pembrolizumab vs Nivolumab (OR: 1.307, CI95%: 0.736-2.321, p=0.361) and Pembrolizumab vs
Atezolizumab (OR: 0.607, CI95%: 0.318-1.159, p=0.13), while a significant difference was observed
indirectly comparing Nivolumab vs Atezolizumab (OR: 0.465, CI95%: 0.231-0.934, p=0.032). Likewise, no
significant differences were observed between Pembrolizumab and Nivolumab for any grade llI-IV side
effects, while a significant difference was observed for Pembrolizumab vs Atezolizumab (OR: 0.519, CI95%:
0.328-0.821, p=0.005) and Nivolumab vs Atezolizumab (OR: 0.316, CI95%: 0.193-0.516, p<0.001).

Study name Statistics for each study Odds rato and 95% CI

oaa- Lower Upper
limit bmit ZValue p-Value

IivaCHT (alll) 0421 0285 08622 -4336 0,000

Ivs CHT (li-IV) 0286 0,144 0569 -35687 0,000 -

Pvs N (all) 1307 0738 2321 0914 0361 ——t
PvsA (all) 0607 0318 1,159 -1513 f3,130 B

Nvs A (all) 0465 0231 0935 -2,148 0,032

PvsN(IHIV) 1645 0914 2961 16680 009 -

PwsA(lV) 0519 0328 0821 -2802 0,005
NvsA(lIFIV) 03168 0,194 0515 -4819 0,000

Tassinari D, 0102 05 1 2 5 10

WCLC 2018




KEYNOTE-189 vs IMpowerl32:

study design

Key Eligibility Criteria
» Untreated stage IV
nonsquamous NSCLC

* No sensitizing EGFR or
ALK alteration

* ECOGPSOor1

» Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring

Pembrolizumab 200 mg +
Pemetrexed 500 mg/m2 +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m2

Q3W for 4 cycles

Placebo (normal saline) +
Pemetrexed 500 mg/m2 +
Carboplatin AUC 5 OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/mZ Q3W

Placebo (normal saline)
for up to 31 cycles
+
Pemetrexed
500 mg/m? Q3W

systemic steroids

Stratification Factors

* PD-L1 expression
(TPS2 <1% vs 21%)

* Platinum
(cisplatin vs carboplatin)

* Smoking history
(never vs former/current)

Gandhi L, NEJM 2018

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Induction therapy Maintenance therapy

Chemotherapy-naive\ Arm APP2
patients with Stage IV Atezolizumab Atezolizumab? o
no_n-squamous NSCLC + carboplatin or cisplatin + . 7
without EGFR or ALK + pemetrexed Malntenance. 2
genetic alteration 4 or 6 cycles Treatment until =°
Stratification factors: - PD by RECIST 2
. s viA ]
o loss of S
- Smoking status Carboplatin or cisplati clinical benefit 2
- ECOG PS arboplatin or cisplatin a

+ Chemotherapy regimen + 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
Biomarker-avaluable tissue not mandatory for enrclment (was available from 80% of patients)

—

Papadimitrakopoulou VA, WCLC 2018



KEYNOTE-189 vs IMpowerl32: ORR

Pembrol/ Placebo/

Best Response,® Pem/Plat Pem/Plat
n (%) (N =410) (N = 206)
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%)

Pembro/ Placebol
Duration of Pem/Plat Pem/Plat
response, mo (N = 195) (N =39)
Median 11.2 7.8
Range 1.1+ to 2.1+ to

g 18.0+ 16.4+

APP PP
6-mo PFS 59.1% 40.9%
12-mo PFS 33.7% 17.0%
APP PP
ORR. % 47%  32%
CR 2% 1%
PR 45%  32%
Median DOR, mo 10.1 7.2
Ongoing 42%  30%

response, %

Gandhi L, NEJM 2018

Papadimitrakopoulou VA,
WCLC 2018




KEYNOTE-189 vs IMpowerl32: PFS

Events  HR (95% Cl) P
1004
90 Pembro/Pem/Plat 59.5% 0.52 <0.00001
1 (0.43-0.64)
80+ PIJcebofPemfPlat 80.6%
704
= 60- 34.1%
- 17.3%

w 50 Median (95% CI)

n 8.8 mo (7.6-9.2)
40+ 4.9 mo (4.7-5.5)
30+ J—Mﬁu.u_li_l_"

204
10- e I
0 r r r r r 1
0 3 6 9 12 15 18 21
No. at Risk Months
410 22 256 149 60 17 5 0
206 141 80 40 16 3 1 0

100 =
: HR 0.60 (95% CI: 0.49, 0.72)
Gandhi L, NEJM 2018 _ 90+ P <0.0001
2 g Minimum follow-up, 11.7 mo
£ Median follow-up, 14.8 mo
E 70 -
@ 60+
§ 50
=
§ 407
@
g 30+
g 204
o i
10 5.2 mo i 7.6 mo
od_(95% CI: 4.3, 56) { (95% CI: 6.6, 8.5)
I I L] L] ! ] ! I I L] 1 ] L] L] ] I I I L] L] L ] ! I
H H o0 1 2 3 4 5 6 T 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23
Papadimitrakopoulou VA, - Time (months)

WCLC 2018 APP 292 280 260 231 224 191 169 149 140 120 110 109 88 74 48 43 31 26 1_‘1 1_0 2 2

PP 286 273 236 195 178142 115 98 B7 72 59 53 44 39 15 11 6 6 3 3




KEYNOTE-189 vs IMpowerl32: OS

Events  HR (95% Cl) P

Pembro/Pem/Plat 31.0% 0.49 <0.00001

100+
90+
80+
70+
60+
50

69.2%
49.4%

(0.38-0.64)

Placebo/Pem/Plat 52.4%

0S, %

40+
30+
20+
101

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

0 T L] L L]
0 3 6 9 12 15

No. at Risk Months

410 377 347 278 163 4
206 183 149 104 59 25

Gandhi L, NEJM 2018

Papadimitrakopoulou VA,
WCLC 2018

100 +

HR: 0.81 (95% CI: 0.64, 1.03)
P=0.0797 APP TR

Minimum follow-up: 11.7 mo 12-mo OS 59.6% 55.4%

Median follow-up: 14.8 mo

gy PO
“ T~

Overall Survival (%)
3

et
20
10 13.6 mo 18.1 mo
(95% Cl: 11.4, 15.5) (95% CI: 13.0, NE)
0 T T T T T 1 T Ll T I T T I T T T T T T T I T T
01 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 202 284 273 258 252 239 228 212 202 194 187 179 168 140 107 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




KEYNOTE-189 vs IMpowerl32:
OS by PD-L1 TPS

TPS <1% TPS 1-49% TPS 250%
HR HR HR
Events (95% CI) P= Events {95% CI) P= Events (95% CI) P=
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%  (0.38-0.92) 48.3%  (0.34-0.80) 51.4%  (0.26-0.68)
1004 61.7% 100+ 71.5% 100 + 73.0%
90 4 52.2% 90 - 50.9% 90 - 48.1%
80 80 80
70 704 704
60 60 &0
== == ==
w204 w5 204 mith w204 u_I_LLI.ILI.I_I_I_I
© a0 | . © 404 S 404
30 304 304
204 Median (5% c1) 20 Median (95% CI) 20 Median (95% CI)
101 15-2 mo (12.3-NE) 104 NR (NE-NE) 104 NR (NE-NE)
12.0 mo (7.0-NE) 12.9 mo (8.7-NE) 10.0 mo (7.5-NE)
O T L] T T L] L D T L] T T T 1 0 L] L] L] T T 1
0 3 & g 12 15 18 21 o 3 6 g 12 15 18 21 0 3 & 9 12 15 18 21
Months Months Months
MNo. at Risk No. at Risk No. at Risk
127 113 104 79 42 20 6 0 128 119 108 84 52 21 5 0 132 122 114 96 56 25 6 0
63 54 45 32 21 6 1 0 58 54 47 32 17 5 2 0 70 64 50 35 19 13 4 0
Gandhi L, NEJM 2018
PD-L1 High PD-L1 Low PD-L1 Negative
TC3oriIC3 TC1/2 oriC1/2 TCO and ICO
0o [] 0o
. —— APP(n=25) | —— APP(n=63) | —— APP(n=88)
€ w —— PP(n=20) £ —— PP(n=73) £« —}— PP(n=75)
L] r Ta« To-
.i 0 é 04 .E, 00
X % . § «
§ a0 ; &0+ i, a0
. 20
E - g 20+ E 0=
10 104 104
lllllllllllllllllllllll e UL AN A B S S S S S S S S S S s G S e s s v rrrrrrrrrrr T T
4 [ ] ] " 4 ] o 1 a 4 L] a ] 1@ 1 12 1% 14 15 18 17 1 1 ] 1 n F 4 ] 1 ] ] 1 11 12 13 4 %% a1 1 1
Tiene (monthi) Time [months) Time [manths)

Papadimitrakopoulou VA, WCLC 2018




KEYNOTE-189 vs IMpowerl32: safety

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

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

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

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

Gandhi L, NEJM 2018

APP PP
(n=291) (n=274)
All-cause AEs, n (%) 286 (98%) 266 (97%)
Grade 3-4 181 (62%) 147 (54%)
Grade 5 21 (7%) 14 (5%)
TRAES, n (%) 267 (92%) 239 (87%)
Grade 3-4 156 (54%) 107 (39%)
Grade 5 11 (4%) 7 (3%)
SAEs, n (%) 134 (46%) 84 (31%)
Tx-related SAEs 96 (33%) 43 (16%)
AEs leading to withdrawal, n (%)
Of any treatment 69 (24%) 48 (18%)

Papadimitrakopoulou VA,
WCLC 2018

Of atezolizumab

AESI, n (%)

44 (15%) 0
141 (49%) 104 (38%)




IMpowerl31l vs KEYNOTE-407:
study design

Maintenance therapy

(no crossover permitted)

N

Until PD
per RECIST v1.1
or loss of clinical
benefit

ArmA
Atezolizumab +
Carboplatin + Paclitaxel
4 or 6 cycles

@age IV squamous NSCLA md Atezolizumab [g
+ Chemotherapy naive?®
+ ECOGPSOor1

+ Any PD-L1 IHC status ArmB
Atezolizumab +
Carboplatin + Nab-Paclitaxel

4 or 6 cycles

Arm C (control)

Carboplatin + Nab-Paclitaxel

Stratification factors: -
+ Sex

* PD-L1 IHC expression
« Liver metastases

kd Atezolizumab Eg

Best
Supportive
Care

Until PD
per RECIST v1.1

N=1021

o
3
3
2
S
e
®
=
2
5
(7}

8 v

4 0r 6 cycles

Co-primary endpoints
» Investigator-assessed PFS per RECIST v1.1 (ITT)
« OS(ITT)

Secondary endpoints

* PFS and OS in PD-L1 subgroups
» ORR, DOR,; safety

Atezolizumab 1200 mg IV q3w: P AUC 6 IV q3w; nab-p 100 mg/m? IV qw: paciitaxel 200 mgim? IV q3w.
* Patients with a sensitising EGFR mutation or ALK translocation must have disease prog: or to
" PD-L1 expression was evaluated using the VENTANA SP142 IHC assay.

Jotte R, ASCO 2018

Key Eligibility Criteria
* Untreated stage IV NSCLC
with squamous histology

+ ECOGPSOor1

* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic steroids

Stratification Factors

* PD-L1 expression

(TPS? <1% vs 21%)
* Choice of taxane

(paclitaxel vs nab-paclitaxel)
» Geographic region

(east Asia vs rest of world)

Paz-Ares L, ASCO 2018

with 2 1 approved targeted therapies. Testing for EGFR mutation or ALK translocation was not mandatory.

End points

Pembrolizumab 200 mg Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

Placebo (normal saline) Q3W +
Carboplatin AUC 6 Q3W +
Paclitaxel 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

Pembrolizumab
200 mg Q3W

for up to 31 cycles

Placebo
(normal saline) Q3W

for up to 31 cycles

P ——.




IMpowerl3l vs KEYNOTE-407: PFS

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

100 4 Arm B: Arm C:
= 904 Atezo + CnP CnP
S 804 Median PFS 6.3 56
T 70 (95% Cl), mo (5.7,7.1) (5.5,5.7)
-

@ g HR? (95% CI) 0.71(0.60, 0.85)
8 5 P value 0.0001
w
é 40 4 12-month PFS
‘@ 304 Minimum follow-up, 9.8 mo
é’ - Median follow-up, 17.1 mo
85 i
10 '
o 12.0% |
012345867 891011 1213141516 17 18 19 20 21 22 23 24 25 26 27 28 29 30
Time (months)
No. at risk
Atezo + CnP 343 318 294 268257 212172151134 111 88 76 61 61 44 42 33 32 24 21 18 16 12 11 5 5 4 3 2 1
CnP 340322279244227183128 95 79 57 48 40 28 26 21 19 12 122 11 10 6 6 4 4 3 3 2 2 2 1

Data cutoff: January 22, 2018.

—— Progression-Free Survival at I1A2, ITT
Jotte R, ASCO 2018 (RECIST v1.1, BICR)

Events HR (95% CI) P
100 Pembro + Chemo 54.7% 0.56 <0.0001
" Placebo + Chemo  70.1%  (0:45-0.70)
80+
704
X 604
@ 50 . Median (95% Cl)
o 404 i 6.4 mo (6.2-8.3)
; 4.8 mo (4.3-5.7)
304 ,
20+ ;
10+ g
0 L] L] : L] 1 L] 1 1
0 3 6 9 12 15 18 21
Months
No. at Risk
278 223 142 57 23 5 0 0
4 0 0

Paz-Ares L, ASCO 2018 ST

BICR, blinded, independent central review. Data cutoff date: Apr 3, 2018.




IMpowerl3l vs KEYNOTE-407: OS

First Interim OS in the ITT Population (Arm B vs Arm C)

1001 Arm B: Arm C:
904 Atezo + CnP CnP
o Median OS 14.0 13.9
= 5 e (95%Cl),mo | (12.0,17.0) | (12.3,16.4)
s -mon
=" HR® (95% Cl) 0.96(0.78, 1.18)
E 60 56.9% P value 0.6931
= 55.6% !
a % N 24-month 0OS
T ; 31.9%
2 30 H b
é :
20 : 24.1%
s é
S I S S
0123456 7 8 9101121314 1516 17 18 1920 21 22 23 24 25 26 27 28 29 30 31 32
Noiatvisk Time (months)
Atezo + CnP 343319306298 200 279269256 239220203177 150 137 118 103 €5 81 73 63 51 42 34 32 23 16 12 § 3 2
CnP 340324311205285271256238 224213196187 142120103 &4 76 66 63 43 32 30 21 77 4 11 68 4 3 2 1 1

Data cutoff: January 22. 2018.
* Stratified HR.

Jotte R, ASCO 2018 Overall Survival at IA2, ITT e e

Pembro + Chemo 30.6% 0.64 0.0008
Placebo + Chemo ~ 42.7%  (0-49-0:89)

100+
90+
80+
704
604
50

Median (95% Cl)
15.9 mo (13.2-NE)
11.3 mo (9.5-14.8)

0S, %

o

Paz-Ares L, ASCO 2018 e ass 188 124 62 17

281 246 175 93 45 16

BN
oo




Grazie per I'attenzione!

francesco.grossi@policlinico.mi.it




