Role of Immune Checkpoint Inhibition
in the Front-line Setting



Front-line ImmunoTx Strategies
in Advanced NSCLC
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Front-line ImmunoTx Landscape in 2019

TKI activating Mutation Wild-Type

Non-Sq 59

PD-L1 neg PD-L1: 1-49% PD-L1 >50% PD-L1 >50% PD-L1: 1-49% PD-L1 neg

KN 042 KN 024/042 KN 024/042 KN 042
Pembroliumab vs CT Pembroliumab vs CT Pembroliumab vs CT Pembroliumab vs CT
CM 026 CM 026 CM 026 CM 026
Nivolumab vs CT Nivolumab vs CT Nivolumab vs CT Nivolumab vs CT

CT £ Pembrolizumab CT + Pembrolizumab

ImPower 150
CT + Bev * Atezolizumab

ImPower 131
CT % Atezolizumab

ImPower 130
CT + Atezolizumab

CMm 227
Nivolumab + Ipilimumab vs Nivo vs CT

C™m 227
Nivolumab + Ipilimumab vs Nivo vs CT

MYSTIC
Durvalumab + Tremelimumab vs Durva vs CT

MYSTIC
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IO VS CT

KEYNOTE 024 /042 Pembrovs CT
CHECKMATE 026 Nivo vs CT




KEYNOTE-024 Study Design (NCT02142738)

Key Eligibility_Criteria
* Untreated stage IV NSCLC
* PD-L1 TPS 250%
» ECOG PS 01

* No activating EGFR mutation or
ALK translocation

* No untreated brain metastases

* No active autoimmune disease
requiring systemic therapy

Key End Points

Pembrolizumab

200mg IV Q3W
(2 years)

Platinum-Doublet
Chemotherapy

(4-6 cycles)

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

Phase 3 CheckMate 026 Study Design:
Nivolumab vs Chemotherapy in First-line NSCLC

Key eligibility criteria:
 Stage IV or recurrent NSCLC

* No prior systemic therapy for
advanced disease

* No EGFR/ALK mutations sensitive to
available targeted inhibitor therapy

* 21% PD-L1 expression?

* CNS metastases permitted if

adequately treated at least 2 weeks
prior to randomization

Randomize 1:1

Nivolumab
3 mg/kg IV Q2W

n =271

Chemotherapy
(histology dependent)®

Maximum of 6 cycles
n =270

PD? Pembrolizumab
- 200 mg Q3W

for 2 years

Disease progression or
unacceptable toxicity

Tumor scans Q6W until

wk 48 then Q12W

Disease
progression

Crossover

nivolumab®

(optional)




Anti PD-1 Agents vs CT:

15t L Treatment

Swdy  lune |Agents  IpDil lhesk | HR__

CheckMate 026 1st Nivo vs Chemo >1% No difference in PFS, OS 1.15, 1.02

1st Pembro vs Chemo >50% Improved OS, improved QoL 0.60

- . Events, Median, HR P
Progression-Free events, meaian, w7 Overall Survival n__mo @suc)
Survival n mo  (95%Cl) Pembro 44 NR 0.60 —_—

Pembro 73 10.3 0.50 . Chemo 64 NR (0.41-0.89) !
o (0.37-0.68) ~0-001 e 180%
90- Chemo 116 6.0 =0, 901 172% —
80 801 ; 1 54%
701 704 ’
2 60 2 60 . |
£ 50 o5 507 i .
& a0 O 401 i |
301 301 ! i
20- 20+ : i
10 101 i ;
0 . 0 . + . ; - < .
0 3 6 9 12 15 18 0 3 6 9 12 15 18 21
No. at risk Time, months No. at risk Time, months
154 104 89 44 22 3 1 154 136 121 82 39 1 2 0
151 99 70 18 9 1 0 151 123 106 64 34 i 1 0

cross-over (+)

Barlesi et al. ESMO 2016 LBA44. Socinski et al. ESMO 2016
Reck et al. N Engl J Med 2016; 375: 1823 - 33



KEYNOTE-042 Study Design: Pembrolizumab
vs. chemotherapy

Ko NSy Critert Pembrolizumab
ey Eligibility a
+» Untreated locally advanced or metastatic EE— 299 51 451
NSCLC of any histology N = 637 for up to 35 cycles
» PD-L1 tumor proportion score (TPS) 21%2 —__ NO CROSSOVER
» No sensitizing EGFR or ALK alterations ALLOWED!

*ECOGPS Oor1

Carboplatin AUC 5for 6 QSW: +
Paclitaxel 200 me/m- Q3W>
DR
Carboplatin AUC510r 6/ Q5W +
Pemetrexed 500/mg/m=Q35

Stratification Factors
* Region (east Asia vs rest of the world)
= PD-L1 TPS (250% vs 1-49%)

for up to 6 cycles

TPS >50% Events HR (95% Cl)

Pembrolizumab 157 0.69 0.0003
; (0.56-0.85)

Keynote 042:

Events HR(95%Cl) P

TPS > 1% Pembrolizumab 371 0.81  0.0018 ] ———
(0.71-0.93) edian (95% C1)

12.2 mo (10.4-14.2)

Months

Median (95% C1) T Events HR (95% Cl)
12.1 mo (11.3-13.3) o TPS 1-49% Pembrolizumab 214 0.92
i : (0.77-1.11)

Months

Median (95% C1)

12.1 mo (11.0-14.0)

Benefit driven by High PD-L1 subgroup




KEYNOTE 024 KEYNOTE 042

Pembrolizumab Chemotherapy Baseline Characteristics: TPS 21%
N =154 N =151 Pembrolizumab (N = 637) Chemotherapy (N = 637)
Men,n (% " e2(60) o5 (63) Men 450 (71) 452(71)
Enrolled in east Asia 21 (14) 19 (13) | Enrolledin eastAsia 185(29) 185(29)
ECOG PS 1, n (%) 99 (64) 98 (65) ' ECOGPS1 438 (69) 445(70)
Squamous histology, n (%) 29 (19) 27 (18) b} Squamous ’“s'°:°agy -242(38) 249(39)
. ) ZD-L': TPSla thofo 299 (47) 300 (47)
c t 34 (22 31 (21 moxing stawe
F::rr::r 11 5(‘75)) 101 ((67)) Current/former 495 (78) 497 (78)
Never 5(3) 19 (13)
19.8% in CT arm had subsequent ICI
Events, HR
N n (%) (95% Cl)
: PD-L1 TPS 2 50%
Pembrolizumab? 154 97 (63) 0.65 HR 0.69
(0.50-0.86) 100 o )
100 Chemotherapy 151 113 (75) P =0.001b 90| (95% Cl1 0.56-0.85)
90+ -
80+ p =0.003
< 807 : 51.7% — 704
2 704  34.2% g
2 604 : ‘ : Median (95% CI) § 601
0 I S e SR TR IBS% 263mo(183404mo) 3 so]
e 40 : : : 14.2 mo (9.8-18.3 mo) T 40l Permbrolizumab
g 30 : : : & 3] Median
© E : : | 20 mo (15.4-24.9) vs
20 : : : 20 12.2 10.4-14.2 Chemotherapy
10 104 . mo( 4-14. )
G T T L} T T T T i T T T i T i L T G
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 2 18 24 30 36 i)
Time, months NU""("'-‘” at 2:';
No. at risk censon
brolizumab 154 136 121 112 106 9 89 85 78 73 73 69 66 64 50 24 5 Pembrolzumab group 299(0)  224(0)  189(1) 107(55)  59(91) 22(122)  2(140) 0(142)

emotherapy 151 124 108 88 80 69 61 56 48 46 44 37 35 33 24 14 6 Chemotherapy group 300 (0) 231(2) 149 (4) 75(46) 40(67) 11(90) 1(100) 0(101)

'Cross trial comparison:

|OS and HR are quite similar despite 65% (KN 024) vs. no (KN 042) crossover
Reck, Journal of Clinical Oncology 2019 37:7; Mok Lancet 2019



Front-line IO

* Pembrolizumab received FDA approval as 1st L
monotherapy;

— Oct 24, 2016: advanced NSCLC in pts with PD-L1 2
50% PD-L1 staining by the 22C3 assay

— Apr 11, 2019: advanced or stage Ill NSCLC not amenable
to curative therapy in pts with TPS 2 1% PD-L1 staining
by an FDA approved assay




Combinations:
CT & Biologic Agents + 10’s



KEYNOTE 189: Non-Sq

p

« 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
\sy emic steroids /

4 )

\

« PD-L1 expression
(TPS* <1% vs 21%)

« Platinum
(cisplatin vs carboplatin)

« Smoking history

\_ (never vs former/current)

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

Q3W for 4 cycles

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

Q3W for 4 cycles

Pembrolizumab
200 mg Q3W
for up to 35 cycles

Pembrolizumab

200 mg Q3W for

up to 31 cycles
+

Pemetrexed
500 mg/m? Q3W

Placebo (normal saline)
for up to 31 cycles

+
Pemetrexed
500 mg/m? Q3W

KEYNOTE-407 Study Design (ncTo2775435)

Key Eligibility Criteria
* Untreated stage IV NSCLC
with squamous histology
« ECOGPS Oor1

» 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)

End points

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

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

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/m2 Q1W

for 4 cycles (each 3 wk)

Pembrolizumab
200 mg Q3W

for up to 31 cycles

Placebo
(normal saline) Q3W

for up to 31 cycles

Optional Crossover®

Pembrolizumab:
200/img Q3W

for.up to 35 cycles

Paz-Ares L, N Engl J Med 2018; 379:2040-2051

i41.3% Cross-over

Gandhi et al. NEJM 378;22. 2018., Gadgeel et al. ASCO 2019

42.5% Cross-over



KEYNOTE 189: Non-Sq

Events HR (95% Cl)
1004 Pembro/pem/plat 52.0% 0.56 (0.45-0.70)
Placebo/pem/plat 69.9%
90 12-mo rate -y e
70.0%
801
48.%
70 i24-mo rate
145.5%
x 90 i29.9%
B (0 e Median (95% Cl)
o 22.0 mo (19.5-25.2)
407 10.7 mo (8.7-13.6)
301 :
201
104
71—
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at Risk
410 377 346 316 283 256 234 144 79 28 2 0
206 183 149 115 99 82 72 45 26 10 0 0
KEYNOTE 407: S
T : Sq
Overall Survival at 1A2, ITT
Events HR (95% Cl) P
100 Pembro + Chemo 30.6% 0.64 0.0008
Placebo + Chemo  42.7%  (0-49:0-89)
90+
80+
70+
2 604
o 50 - Median (95% Cl)
O 40- ' 15.9 mo (13.2-NE)
1 11.3 mo (9.5-14.8)
304 }
20+ {
10- i
0 Ll L] L] Ll Ll 4 ] 1
0 3 6 9 12 15 18 21
Months
No. at Risk
278 256 188 124 62 17 2 0
281 246 175 93 45 16 4 0

ta cutoff date.

Apr3

2018,

Pembro + CT vs CT
HR: 0.56 (0.45-0.7); p<0.00001
Med 0OS: 22.0 vs 10.7 mo

Gadgeel et al. ASCO 2019

Pembro + CT vs CT
HR: 0.64 (0.49-0.85); p: 0.0008
Med OS: 15.9vs 11.3 mo

Luis Paz-Ares, ASCO 2018



KEYNOTE 189: Pembrolizumab + Chemotherapy
Summary of OS, PFS, ORR, and PFS2 (ITT)2b

Total TPS 250% TPS 1-49% TPS <1%
End Point N = 616 n =202 n = 186 n=190 |
OS, HR (95% Cl) 0.56 (0.45-0.70) | 0.59 (0.39-0.88) | 0.62 (0.42-0.92) | 0.52 (0.36-0.74)
PFS, HR (95% Cl) 0.48 (0.40-0.58) | 0.36 (0.26-0.51) | 0.51 (0.36-0.73) | 0.64 (0.47-0.89)

ORR, pembro/pem/plat | 48.0% vs 19.4% | 62.1% vs 24.3% | 49.2% vs 20.7% | 32.3% vs 14.3%
vs chemo/pem/plat

PFS2, HR (95% CI) 0.49 (0.40-0.59) | 0.47 (0.33-0.69) | 0.59 (0.41-0.86) | 0.46 (0.33—0.66)
Gadgeel et al. ASCO 2019



KEYNOTE 189: Pembrolizumab + Chemotherapy
Summary of OS, PFS, ORR, and PFS2 (ITT)ab

Total TPS 250% TPS 1-49% TPS <1%
End Point N =616 n=202 n =186 n=190 |
OS, HR (95% CI) 0.56 (0.45-0.70) | 0.59 (0.39-0.88) | 0.62 (0.42-0.92) | 0.52 (0.36-0.74)
PFS, HR (95% CI) 0.48 (0.40-0.58) | 0.36 (0.26-0.51) | 0.51 (0.36-0.73) | 0.64 (0.47-0.89)
ORR, pembro/pem/plat | 48.0% vs 19.4% | 621% vs 24.3% | 49.2% vs 20.7% | 32.3% vs 14.3%
vs chemo/pem/plat
PFS2, HR (95% CI) 0.49 (0.40-0.59) | 0.47 (0.33-0.69) | 0.59 (0.41-0.86) | 0.46 (0.33-0.66)

KEYNOTE 407: Sq
Overall Survival at IA2 by PD-L1 TPS

TPS <1% TPS 1-49% TPS 250%
Events  HR(95% Cl) Events  HR(95% Cl) Events  HR(95% Cl)
Pembro+Chemo  30.5%  0.61(0.38-0.98) 30.1%  0.57(0.36-0.90) 31.5%  0.64(0.37-1.10)
Placebo+Chemo  44.4% 43.3% 41.1%
100+ 100+ 100+
904 904 , 90+ ;
80 . 80 801
70 . 70 70
£ 2 ® 2 2
w w w
O 4p4 uu“-t-u_L © 4 ! O 4
304 by 304 ‘-LL 304
204 Median (95% CI) 504 Median (95% C1) 204 Median (95% CI)
15.9 mo (13.1-NE) 14.0 mo (12.8-NE) NR (11.3 mo-NE)
104 10.2mo (8.6-13.8) 104 11.6 mo (8.9-17.2) 104 NR (7.4 mo-NE)
0 T T T : T T T 1 ot T o777
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21 0 3 6 12 15 18 21
Months Months Months

No. at Risk No. at Risk No. at Risk
Y. 3 62 41 20 . 1 0 103 95 68 50 2% 1 y 73 €6

Gadgeel et al. ASCO 2019

Pembro + CT vs CT

<1%:

HR: 0.61 (0.38-0.98); 15.9 vs 10.2 mo
1-49%:

HR: 0.57 (0.36-0.9); 14.0 vs 11.6 mo
>50%:

HR: 0.64 (0.37-1.10); NRvs NR

Luis Paz-Ares, ASCO 2018



KEYNOTE 189: Pembrolizumab + Chemotherapy
Summary of OS, PFS, ORR, and PFS2 (ITT)2b

0.56 (0.45-0.70)

End Point

OS, HR (95% Cl)

0.59 (0.39-0.88) | 0.62 (0.42-0.92) | 0.52 (0.36-0.74)

PFS, HR (95% CI) 0.48 (0.40-0.58) | 0.36 (0.26-0.51) | 0.51 (0.36-0.73) | 0.64 (0.47-0.89)
ORR, pembro/pem/plat | 48.0% vs 19.4% | 621% vs 24.3% | 49.2% vs 20.7% | 32.3% vs 14.3%

0.66)
019

Pembro + CT improves OS in all subgroups
regardless of PD-L1 expression

/0

HR: 0.61 (0.38-0.98); 15.9 vs 10.2 mo

} 1-49%:
: - HR: 0.57 (0.36-0.9); 14.0 vs 11.6 mo

>50%:
Reams HR: 0.64 (0.37-1.10); NRvs NR

Pembro+Chemo  30.5%  0.61(0.38-0.98) 30.1%  0.57(0.36-0.90) 31.5%  0.64(0.37-1.10)
Placebo+Chemo  44.4% 43.3% 41.1%

100+ 100+
90- 901
80- 80-
701 701
60- < 607 ¥
50 H v 50 bk

g

404 ! O 40- ! 2
e " PR |
204 Median (95% C1) 204 Median(95%Cl) | |
'

15.9 mo (13.1-NE) 14.0 mo (12.8-NE)

-

o3RE2823I88E

0S, %

104 10.2 mo (8.6-13.8) 104 11.6mo (8.9-17.2)} ! NR (7.4 mo-NE)
q {
ot TTT—T 0 T T T T  YrY——TT T T T T
0 3 6 9 12 15 18 2 0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months Months .
No. at Risk No. at Risk No. at Risk L P _A AS‘ O 20 1 8
a5 88 62 a1 20 25 1 0 103 95 68 80 25 ] 1 0 73 66 53 28 15 3 0 0 u IS aZ reS b
99 92 63 3z 14 4 1 /] 104 90 66 37 21 6 0 0 73 60 42 21 ] 5 2 0

Data cutoff date: Apr 3. 2018.
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Rationale for combining
10 + bevacizumab

* |nhibition of VEGF has immune modulatory effects

3. Priming and activation
(APCs and T cells)

Promotion of T-cell priming
and activation via
dendritic cell maturation?3

2. Cancer antigen|{ = © =
presentation \¥ ¢ \

(dendritic cells/ APCs)

4. Iﬁﬁ';';:‘i ‘(’(“:ILCS‘*)”S Normalisation of the tumour
vasculature for increased
o5 ® T-cell tumour infiltration%”
@
oot 5. Infiltration of T cells

into tumours
(CTLs, endothelial cells)

tumor
6. Recoghnition of . EStab“Shmg al?
Immune-permissive

‘1 cancer cells by T cells
@ (CTLs, cancer cells) tumour microenvironment
I by decreasing MDSC and

tymph node

1. Release of cancer cell antigens 7. Killing of cancer cells Treg pOpUlatiOl']S7'11
(cancer cell death) (immune and cancer cells)

* T-cell mediated cancer cell killing by I0’s may be enhanced
through bevacizumab’s reversal of VEGF-mediated

Immunosuppression

1. Ferrara N, et al. Nat Rev Drug Discov, 2004. 2. Gabrilovich DI, et al. Nat Med, 1996. 3. Oyama T, et al. J Immunol, 1998. 4. Goel S, et al. Physiol Rev, 2011.

5. Motz GT, et al. Nat Med, 2014. 6. Hodi FS, et al. Cancer Immunol Res, 2014. 7. Wallin 1), et al. Nat Commun, 2016. 8. Gabrilovich DI, Nagaraj S. Nat Rev Immunol, 2009. 9.
Roland CL, et al. PLoS One, 2009. 10. Facciabene A, et al. Nature, 2011. 11. Voron T, et al. J Exp Med, 2015.

Figure adapted from Chen DS, Mellman I. Immunity, 2013.



First line atezolizumab plus chemotherapy nsq & sq NSCLC

/ Stage IV or \
recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive?
Tumour tissue available
for biomarker testing
Any PD-L1 IHC status [~

Stratification factors:

* Sex

* PD-L1 IHC expression
« Liver metastases

k N = 1202
Patients with \

chemotherapy-naive
stage IV
non-squamous NSCLC

Stratification:

+« Sex

« Baseline liver
metastases

+ PD-L1 tumour
expression

(ITT: N=723;

& ITT-WT: n=679) /

I Stage IV squamous NSCLC ;

Arm A
Atezolizumab® +

Carboplatin® + Paclitaxel
4 or 6 cycles

Arm B

Atezolizumab® +
g Carboplatin® + Paclitaxel
+ Bevacizumab®

4 or 6 cycles

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

4 or 6 cycles

Induction treatment
(4 or 6 21-day cycles)

Atezo +
carboplatin + nab
paclitaxel (CnP)

1 Carboplatin + nab

SE
* ECOGPSOor1
* Any PD-L1 IHC status®

Stratification factors

¢ Sex

* PD-L1 IHC expression
* Liver metastases

N =1021

. v

paclitaxel (CnP)®

Arm A
Atezolizumab +
carboplatin + paclitaxel
4 or 6 cycles

ArmB

Atezolizumab +

Maintenance therapy
(no crossover permitted)

Atezolizumab®

Atezolizumab®
+

Bevacizumab®

Bevacizumab®

Maintenance treatment

)

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

Treat until
investigator-assessed
loss of clinical benefit

or toxicity

Best supportive
care or
pemetrexed q3w

Treat until PD
or toxicity

Maintenance therapy
(no crossover permitted)

Atezolizumab

carboplatin + nab-paclitaxel

4 or 6 cycles
Arm C {control)

4 or 6 cycles

Best supportive
Carboplatin + nab-paclitaxel ->

Until PD
per RECIST 1.1
or loss of clinical
benefit

o

Until PD
per RECIST 1.1

Q
7
3
9
©
(=4
©
2
2
=]
(7]

[ Survival follow-up ]

IMpower 150

IMpower 130/132

IMpower 131

Socinsky N Engl J Med 2018, West Lancet Oncol 2019



The Introduction of Immunotherapy Combinations

Trial Patients PFS 0OS
KN 407 559 6.4vs4.8 m 159vs 11.3
(Pembro/Carb/Pac or nab-Pac vs Carb/Pac or nab-Pac) HR 0.56, P<0.001 HR 0.64, p=0.0008
IMpower 131 634 6.3vs 5.6 m 14.0vs 13.9*
(Atezo/Carb/nab-Pac vs Carb/nab-Pac) HR 0.71, p=0.001 HR 0.96, p=0.69
KN 189 16 5.6 vs 4.9 m NrH"I: ;t: m
(Pembro/Cis or Carb/Pem vs Cis or Carb/Pem) HR 0.52, p<0.00001 p<0.060(;1
IMpower 132 578 7.6vs5.2m 18.1vs 13.6 m**
(Atezo/Cis or Carb/Pem vs Cis or Carb/Pem) HR 0.6, p<0.0001 HR 0.81, p=0.0797
IMpower 130 223 7.0vs 5.5 m 18.6 vs 13.9m
(Atezo/Carbo/nab-Pac vs Carbo/nab/Pac) HR 0.64, P<0.0001 HR 0.79, P=0.033
IMpower 150 300 8.3vs 6.8 m 19.2vs 14.7 m

Atezo/Bev/Carb/Pac vs Bev/Carb/Pac

HR 0.59, p<0.0001

HR 0.78, p=0.016

*: median OS in the subgroup of patients with a high tumor expression of PD-L1 was
significantly higher for those patients receiving atezolizumab (23.4 months vs 10.2 months;

HR, 0.48; 95% Cl, 0.29-0.81).
**: interim analysis

Ghandi L et al, NEJM 2018; Socinski MA, et al. NEJM 2018; Papadimitrakopoulos V et al, WCLC 2018, Cappuzzo F et al, ESMO 2018, Jotte RM et al, ASCO 2018,
Paz-Ares L et al, NEJM 2018




What is the best front line treatment for patients with advanced
NSCLC, no driver alterations and PD-L1 TPS =/> 50%?

IOVS IO + CT ??



Chemotherapy does improve ORR

Pembrolizumab

L: Chemotherapy

Pembrolizumab +
Platinum /Pemetrexed

Chemotherapy

Atezolizumab +
Carboplatin + Paclitaxel
+ Bevacizumab

Bevacizumab + CP

Atezolizumab + CP

But increases toxicity as well....

Keynote 042 Keynote 189
Pembrolizumab (n=636) Pembrolizumab/pemetrexed/platinum (n=405)

Treatment related AEs 63% 100%
Grade 3-5 18% 66%
Led to death 2% 7%
Led to discontinuation 9% 14%
Immune related AEs 28% 23%
Grade 3-5 8% 9%

Led to death 0.2% 0.7%



KN 042: Prembrolizumab alone KN 024: Prembrolizumab alone

MReck ESM0 2016
Mok. ELCC 2019 H F
- Progression-Free G e 4
.
Progression-Free Survival: TPS 250% : ' -
urviva n mo (95% CI)
Events, n (%) HR (95% CI)
2y, Pombrolizumab 238 (80) 083 Pembro 73 10.3 0.50 <0.001
: 11% Chemotherapy 250 (83) (0.69-1.00) Chemo 116 6.0 (0.37-0.68) :
Modian (95% CH) ,
6.5 (5.9-8.5)
meeed il
S 1 o 1
480/0
1
A '15%
|
2 )
o 1 [l
1 1
1 ]
6 12 18 24 30 36 a2 i |
No. atrisk Time, months : 1
Rl s R T 164 107 79 a2 17 4 0 b ! :
Placebo/ 0
Pem/pPlat 300 169 L “° 18 s o ¢ 0 3 6 9 12 15 18
No. at risk Time, months
0260 (endpont not met). PFS were od In patients wih PD-L1 TPS 250%, 320%, and >1% using the stratified iog-rank test (one-sided P« 0.01977, 154 104 89 44 22 3 1
22, and 0.0206%, respectively).
cutoff date: September 4. 2018 181 99 70 18 9 1 0 congress
Mm.omnn!l.%n." EEEMD

KN 189: Prembrolizumab plus chemo KN 407: Prembrolizumab plus chemo

TPS > 50%
° “ TPS 2 50%
44.9%
15.4% 90+
< HR 0.37
70+ . Median (95% CI)
. 5 Ty
. . . . .2 Mo (<. <
indicate higher s 50
ff- f . B 40-
efficacy favoring s
: the combined 20-
Median (95% Cl)
10494 mo (9.0-13.8) e . 104
4.7 mo (3.1-6.0) regimen |
0 T T - T 0 T T T T T T 1
0 3 6 9 12 15 0 3 6 9 12 15 18 21
Months Months
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Overall Survival

KN-24
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KN-407

TPS 250%

HR (95% CI)
0.64 (0.37-1.10)

Events
31.5%

41.1%

Median (95% CI)
NR (11.3 mo-NE)
NR (7.4 mo-NE)

T T T T T T 1
o] 3 6 o 12 15 18 21
Months
at Risk

42.5% cross-over

Med 0S:30.0vs 14.2 m
2 year OS:
51.5% vs 34.5%
HR: 0.63
(0.50-0.86)

Med OS: 20.0vs 12.2 m Med OS: NRvs 10.1 m

2 year OS: 2 year OS:
44.7% vs 30.1% 51.9% vs 39.4%
HR: 0.69 HR: 0.59

(0.56-0.85) (0.39-0.88)

Med OS: NR vs NR

NR
HR: 0.64
(0.37-1.10)

Sandhi et al. NEJM 378:22. 2018.Reck M et al, NEJM 2016; Mok T et al, Lancet 2019; Gadgeel S et al, Abstract #9013, ASCO 2019; Paz-Ares L et al, NEIM 2018




IO & CT Combination

Monotherapy-Pro Combination-Pro
* Non-inferior in high PD-L1 expressing sub- *  Preclinical rationale
groups — Enhanced antigen presentation &

immunogenic cell death

— Cytotoxic agents disrupt immune evasion in
the TME

— Pemetrexed induces PD-L1 expression

*  Better toxicity profile

*  Benefit seen for OS only (HR:0.81)

— Similar ORR & PFS s  Strong clinical evidence favoring
combinations
*  Which option after progression on — ORR, PFS & OS benefit
combinations? *  Efficacy regardless of PD-L1 benefit
*  Poor outcomes for early progressors by
e  Lower cost monotherapy (primary resistance)

— 50% of pts will not receive 2L Tx

*  Preferable in CNS mets requiring steroids or
symptomatic pts with higher tm burden

No randomized study of 1L 10 vs. chemo/ |10 in PD-L1 250% !!




Refining patient selection...

immune TME
«inflamed —
phenotype» _

TMB

* Emerging biomarkers..

TIL's

Other immune cell populations
Microsatellite instability

RNA sequencing

Immune gene expression
signatures (IFN-gamma etc)

Circulating biomarkers




CM 0227 & OS wrt PD-L1 expression

N=1189

Key eligibility criteria

» Stage IV or recurrent NSCLC
« No prior systemic therapy

« Noknown sensitizing | | e -

EGFRIALK alterations
+ ECOGPS 0-1
Nivolumab 3 mglkg Q2W
Stratified by SQ vs NSQ N = 550 > (RYUMAD 4 M/ S ow
expression A = 2
" &l nisdsy chemotherapy vs chemotherapy,
= :":’0'”_";“ 3:"‘;"9 Q:’;’W* - + PFS¢in patients with <1% tumo
§:0100Y a:ez 1°77em°t crapy PD-L1 expression "O‘\I
\CAal
1)

Median OS (PD-L1 <1%)

nivolumab/ipilimumab 17.2 mo,
nivolumab/CT 15.2 mo,

CT:12.2 mo,

HR nivolumab/ipilimumab vs chemotherapy, 0.62; 95% Cl, 0.48-0.78; p<0.05

B4 A

Median OS; 1yr & 2 yr OS rates (PD-L1> 1%)

HR:

Nivo + Ipi: 17.1 months, 63%; 40%
Nivo: 15.7 months; 57%; 36%
CT:14.9 months; 56%; 33%

Nivolumab/ipilimumab vs chemo, 0.79; 97.72% Cl, 0.65-0.96; p:0.007

Nivolumab vs chemotherapy, 0.88; 97.72% Cl, 0.75-1.04; NS S. Peters, ESMO 2019




Front-line ImmunoTx Landscape in 2019

TKI activating Mutation Wild-Type

Non-Sq Sq

PD-L1 neg PD-L1: 1-49%  PD-L1 250%

|
|
|
|
I
i PD-L1250%  PD-L1: 1-49% PD-L1 neg
|

KN 024/042
Pembroliumab

| KN 189 KN 407 '
CM 227 CM 227
Nivo + Ipi ImPower 150 ImPower 131 Nivo + Ipi

Atezolizumab + Carbo-PAC + Bev*

ImPower 130
Atezolizumab + Carbo-Nab PAC

[
[
[
[
[
| Atezolizumab + Carbo-Nab PAC
[
[
[
[
|
|

*: preferable in liver mets



