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Options in metastatic non-small-cell lung cancer in 2020

Non-oncogene addicted: 75-80% Oncogene addicted: 20-25%

1\3 EGFR mutated BRAF mutated
PD-L1- ALK rearranged ROS1 rearranged
RET rearranged NTRK rearranged

1st
10-CT combo +\- beva

an

Target therapy

Docetaxel+/-nintedanib Target therapy or pemetrexed-based CT




Options in NSCLC PD-L1 250%:

KEYNOTED243tudy@lesign

KeyEligibilityTriteria
* UntreatedBtagedVANSCLC
* PD-L1APSZ50%E
* ECOGEPSM-1

Pembrolizumab@
200EmgAVM3W
(2&years)

* NoRctivating®GFR mutation®rBALK
translocation

Platinum-Doublet?
Chemotherapy ===
(4-6Rycles)

* Nofintreatedbrain@netastases
* No@ctiveButoimmuneliseasel
requiringBystemicEherapy

Key®End®Points
Primary:®PFSARECISTA/1.1®erblinded,independent@entral@eview)
Secondary:@S,@RR,Bafety

Exploratory:@MOR

aTo beeligiblefor crossover, progressive disease (PD) had to be confirmed by blinded, independent central radiology review
and all safety criteriahad to be met.

IMPOWER 110

ﬁhemotherapy-naive, PD-\

L1-selected? patients with
stage IV nsq or sq NSCLC

Arm A

Atezolizumab
1200 mg q3w

Stratification factors

* Sex o
* ECOGPS Arm B

* PD-L1 IHC expression® Nsq: cisplatin/carboplatin +
* Histology pemetrexed?

Sq: cisplatin/carboplatin +
gemcitabine®
4 or 6 cycles

N =572¢

- J

Pembrolizumab
200 mg Q3W
for 2 years

Reck M,@etEl.ENEJIMR016

Maintenance therapy
(no crossover permitted)

Atezolizumab
1200 mg q3w

Nsq:
pemetrexed Sq:
best supportive

care

monotherapy

KEYNOTE 042

Key Eligibility Criteria

* Untreated locally advanced or
metastatic NSCLC of any histology

*PD-L1 TPS 21%
* No sensitizing EGFR or ALK alterations “Rand

Randomize
1:1

*ECOGPSOor1
* No untreated or unstable CNS
metastases

* No history of
systemic ¢

eumonitis that required
osteroids

N=637
Stratification Factors

*Region (east Asia vs rest of the world)

*ECOGPS (Ovs 1)

*Histology (squamous vs nonsquamous)

*PD-L1 TPS (250% vs 1-49%)

End points
* Primary: OS in PD-L1 TPS 250%, >20%, and >1%
» Secondary: PFS and ORR in TPS 250%, 220%,
and =1%; safety in TPS 21%

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

PD or loss of
clinical
benefit
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Reck M et al. J Clin Oncol. 2019; Mok T et al. Lancet 2019; Spigel D, et al. ESMO 2019



Mono-immunotherapy superior to platinum-based CT in PD-L1 250%

OS in KEYNOTE-024

Events,n HR (95% CI)

*] 70.3% Pembrolizumab 73 0.63 .
807 0 0.47-0.86 -
70 "51.5% '
. 607 1 34.5% |
S s . SO e . Events HR(95%C) P
o Pembro 157 (52.5%) 0.69 0.0003
401

(0.56-0.85)

|
301 Median (95%Cl) i
204 30.0mo (18.3mo-NR) !
- 14.2mo (9.8 m0-19.0 mo}I
I

1o Median (95% CI)
0 T T T T T T T T 1 12.2 m0110.4'14.2]
0 3 6 9 12 15 18 21 24 27 30 33
OS in IMPOWER 110
Landmark Arm A (atezo) Arm B (chemo) Mo, at Risk
100 n=107 n=98 S

901 6-mo OS 76.3 70.1

804 (95% ClI), % (68.2, 84.4) (60.8, 79.4)

70- 12-mo OS (95% 64.9 50.6
cl), % (55.4, 74.4) (40.0, 61.3)

60 -

A S HR~ 0.6

Overall Survival (%)

401 HR,? 0.59 (95% Cl: 0.40, 0.89); P = 0.0106b
30 A
! : Median follow-up,
20 ! : L 15.7 mo (range, 0-35)
10 - Median OS, 13.1mo | | Median 0S, 20.2 mo
o4 (95% Cl: 7.4, 16.5) : ' (95% Cl: 16.5, NE)

0 2 4 6 8§ 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Months Reck M et al. J Clin Oncol. 2019; Mok T et al. Lancet 2019; Spigel D, et al. ESMO 2019



PD-L1 250% patients are not equal
Mono-immunotherapy more effective in patients with PD-L1 290%

ORR PFS (01
N mPFS (95% Cl) N mOS (95% CI)
PD-L1 90-100% 80 14.5 mo (6.0-NR) PD-L1 90-100% 80 NR (NR-NR)
PD-L1 50-89% 107 4.1 mo (1.7-6.6) PD-L1 50-89% 107 15.9 mo (11.2-20.7)
HR: 0.50 [95% Cl: 0.33-0.74], P<0.01 HR: 0.39 [95% CI: 0.21-0.70], P=0.002
< . ’ 7
70 - P<0.001 _J 100 100
N
" 60.0% S 80+ x 801
P (40/80) ug, 7>“
2 o 60+ 2 60 =
g £ 3
5 32.7% S 40 - = 40
y (35/107) 2 5
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z 2 LA LI T 1 o
oo 20 20 =
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O L} L} L} L} L} L} L} L 0 L} L} L} L} LJ L} L} L} L} L
50-89% 90-100% 0 3 6 9 12 15 18 21 24 0 6 9 12 15 18 21 24 27 30
PD-L1 Level Months Months
No. at risk No. at risk
PD-L1 90-100% 80 58 44 34 27 12 3 0 0 PD-L1 90-100% 80 73 66 57 38 22 10 0 0 0 0
PD-L1 50-89% 107 59 42 25 13 6 2 2 0 PD-L1 50-89% 107 92 75 51 33 18 8 4 1 1 0

Clinical outcomes significantly improved for 1L NSCLC patients with PD-L1 290%, when treated with I-O monotherapy

Aguilar EJ et al. Ann Oncol. 2019



Chemo-immunotherapy in non-squamous NSCLC

Keynote 189: EGFR"!/ALK"* NSCLC

Key Eligibility_Criteria
* Untreated stage IV
nonsquamous NSCLC

* Noo sensitizing EGFR or
ALK alteration

* ECOGPS0or1
* Provision of a sample for
PD-L1 assessment

* No symptomatic brain
metastases

* No pneumonitis requiring
systemic 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/m? +
Carboplatin AUC 5§ OR
Cisplatin 75 mg/m?

Q3W for 4 cycles

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

Q3W for 4 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

Pembrolizumab

200 mg Q3W

for up to 35 cycles

IMPOWER 132: All non-squamous NSCLC

/- 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 _/

Induction therapy

Arm APP*
Atezolizumab
+ carboplatin or cisplatin
+ pemetrexed
4 or 6 cycles

Arm PP?
Carboplatin or cisplatin
+ pemetrexed

4 or 6 cycles

Mouointenance therapy

Atezolizumab®
g

pemetrexed?

Pemetrexed®

Maintenance
Treatment until
PD by RECIST
vli.l
or loss of clinical
bienefit

—

IMPOWER 130: All non-squamous NSCLC

( 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) )

Induction treatment
(4 or 6 21-day cycles)

Atezo + carboplatin +
nab paclitaxel (CnP)

Carboplatin + nab
paclitaxel (CnP)?

Maintenance treatment

N\

Treat until investigator-

assessed loss of clinical
benefit or toxicity

.

Best supportive care
or pemetrexed q3w

Treat until PD
or toxicity

—
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Survival follow-up
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Gandhi L et al. NEJM 2018; Barlesi F et al. ESMO 2018; West J et al Lancet Oncol 2019



Options in NSCLC PD-L1 250%: chemo-immunotherapy in non-
OS IMPOWER 132 PD-L1 250%

squamous

OS Keynote 189 PD-L1 250%

100+
90
80+
70 Pembrolizumab combination
60
50
40+
30
20+
10- Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)

Placebo combination

Patients Who Survived (%)

0 I I I I I I 1
0 3 6 9 12 15 18 21

Months

132 122 114 96 56 25
70 64 50 35 19 13

B O
oo

Progression-Free Survival (%)

0S (%)

100

& =~ [=- I <o
o o [=. =]
1 1

50

=t APPANER5)A
== PPENER0)A

O 1 2 3 4 5 6 7 & 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Time (months)

OS IMPOWER 130 PD-L1 250%

20

B0
704
604
504
401

1004 H“n‘

301

201

101

|:| 4

0 3 L 9 12 15 18 21 24 27 W
Time [months)

Gandhi L et al. NEJM 2018; Barlesi F et al. ESMO 2018; West J et al Lancet Oncol 2019



Immunotherapy plus chemotherapy in squamous NSCLC: phase Ill trial

design

@geEVBquamousﬁNSCLC \

* Chemotherapyaive®
* ECOGPSDDrAM
* Any®PD-L1@HCBtatus?

Stratification@actors:2

* Sex@

* PD-L1@HCExpressionZ
* Liver@netastases®

B

K NEE0218 /

Arm@?
AtezolizumabB
Carboplatin®@®aclitaxel®
4DrBRyclesd

Arm®|
Atezolizumab3a
CarboplatinB@Nab-PaclitaxeP
4DrBRycled

ArmXFcontrolf
Carboplatin@INab-Paclitaxeld

4DrBRYycled

IMPOWER 131

Maintenance@®herapy?

(no@rossoverpermittedp)

Atezolizumab”

Atezolizumal® |gg

BestBupportivel?
Carefl

O )

Until@PD@
perRECISTA1.1@
orflossflinicalz

benefit®

Until®DE
perRECISTA1.1R

Co-primary@ndpoints?
* Investigator-assessed®FSperRECISTV1.17ITT)2

Secondary@ndpoints?

* PFSENdEDSANPD-L1Bubgroupsk

* ORR,MOR;Bafety?

Atezolizumab@200EngAVE)3w;RarboplatinB\UCBAVE)3w;thab-paclitaxel@00@ng/m?AVEw;Baclitaxel200a@ng/m?AVE;3w.E

aPatients@vith@Bensitising®EGFRAnutation®rA LKRranslocation@nustthaveRiseasefrogression®rintolerance@oRreatmentithZ@Approved®argeted®herapies.Festingdor?
EGFR@nutation®rALK®&ransl| ion@Avasthott
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Key Eligibility Criteria

+ Untreated stage IV NSCLC
with squamous histology

+ ECOGPSOor1

* Provision of a sample for

PD-L1 assessment

+* No symptomatic braln
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)

KEYNOTE 407

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) Q3IW +
Carboplatin AUC 6 Q3W +
Paclitaxel 200 mg/m? Q3W OR
nab-Paclitaxel 100 mg/m? Q1W

for 4 cycles (each 3 wk)

End points

= 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

PDb

BICR, blinded independani central radiclogic review. *Parcentage of lumar cells with membranous P D-L1 staining assessed using the PD-L1 IHC Z2C3 pharmDx assay.
"Patients coukd crossover during combinalion therapy of manotherapy. To be eligible for crossover, PD must have been verilied by BICR and all salely oriteria had 1o be met.

Jotte R et al. ASCO 2018; Paz Ares L, et al. NEJM 2018




Chemoimmunotherapy in PD-L1 250% in squamous histology

Keynote 407

100
90 -
80 -
70+
. 60-
=
o5 50-
©  40-
30+
504 Median (95% CI)
NR (11.3 mo-NE) HR:0.64
104 NR (7.4 mo-NE)
O 1 1 1 | | | 1
0 3 6 9 12 15 18 21
Months

IMPOWER 131

100 == Atezo + CnP
== CnP
90
Bg 80 1
S
—_ 70 -
©
2 604
- Median OS 23.4 months
(/p]
—_ 40
2 30 -
o .
> Median OS 10.2 months
o HR: 0.48
10
D_
T T T T T T T T T T T T T T T T T T T
4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
. Months
No. at risk
Atezo+CnP 47 45 43 40 36 33 32 30 30 29 26 21 15 13 9 7 5 3 1
CnP 44 42 41 35 25 22 21 21 19 15 12 11 7 4 3 1

Paz Ares L, et al. NEJM 2018; Cappuzzo F et al WCLC 2019



Mono-immunotherapy versus chemo-immunotherapy

Indirect comparison of OS in PD-L1 250%
0S in KEYNOTE-042 0S in IMPOWER 110

Landmark Arm A (atezo) Arm B (chemo)
Pembro 157 (52.5%) 0.69 0.0003 %0 6-mo OS 76.3 701
(0.56-0.83) 80 (95% Cl), % (68.2, 84.4) (60.8, 79.4)
S o 12-mo 0S (95% 64.9 50.6
= Cl), % 55.4,74.4 40.0, 61.3
Median (95% CI) S 60 ) % ( ) ( )
>
12.2 mo (10.4-14.2) @ 0T s e ' o e
3 407 HR,? 0.59 (95% Cl: 0.40, 0.89); P = 0.0106"
g 304 i I .
o ! —— - : : Median follow-up,
204 ! : L 15.7 mo (range, 0-35)
10 4 Median OS, 13.1 mo ! i Median 0S, 20.2 mo
0- (95% Cl: 7.4, 16.5) | (95% Cl: 16.5, NE)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months

OS in KEYNOTE 189

100+
904
804
70
60
50
40
30
20
10- Hazard ratio for death, 0.42 (95% Cl, 0.26-0.68)

4 Median (95% CI 0 T T T T T T 1 .
20 NR (11.3( mo—NE)) 0 3 6 9 2 15 1B 2 Reck M et al. J Clin Oncol. 2019

13' NR (7.4 mo-NE) Months Spigel D, et al. ESMO 2019
T T T T T T 1
0 3 6 9 12 15 18 21 1;2) 12 1;; gg ig ig 0 Paz Ares L, et al. NEJM 2018

Months Gandhi L et al. NEJM 2018

Pembrolizumab combination

Placebo combination

0S, %
Patients Who Survived (%)

Al
(=]



Adverse events with 10 single agent versus |0+CT combo

Trial Grade 3-5 AE with 10 (%) Grade 3-5 AE with 10+CT (%)

Keynote 024 26.0* -

Keynote 042 17.8* .
Checkmate 026 17.6* :

Keynote 189 - 67.2**

Keynote 407 - 69.8%*
IMPOWER 150 : 57.0-62.0**
IMPOWER 131 : 73.0**

*Lower to platinum-based chemotherapy
** Similar to platinum-based chemotherapy

Department of Oncology-Hematology, AUSL della Romagna, Ravenna, Italy



Mono-immunotherapy not superior to platinum-based CT in PD-L1
1-49%

OS in KEYNOTE-042 OS in IMpower110

Landmark Arm A (atezo) Arm B (chemo)
Events HR (95% Cl) 100 n=166 n=162
Pembro 214 (63.3%) 0.92 90 - 6-mo OS 79.3 76.1
- (0.77-1.11) __ 80 (95% ClI), % (73.1, 85.5) (69.3, 82.8)
S 12-mo OS (95% 60.7 56.0
© 9 . . . .
T cl), % (52.6, 68.7) (47.7,64.3)
Median (95% Cl) - HR,? 0.72 (95% CI: 0.52, 0.99); P = 0.0416°<
(7 2 i
N !
2 0] A
@] 20 ! ! L Median follow-up,
1 ! 15.2 mo (range, 0-35)
10+ Median 0S, 149 mo | ' Median 0S, 18.2 mo
o4 (95%(C:108,16.6) i | (95%CLA33.NE)
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
) Months
No. at risk

No. at Risk

Atezolizumab 166 151 139 128 108 92 66 54 42 30 19 17 11 7 6 5 2
Chemotherapy 162 150 131 117 95 75 57 46 32 17 9 7 6 4 3 3 3 1

Lopes G. et al ASCO 2018; Spigel D, et al. ESMO 2019



Chemoimmunotherapy in PD-L1 1-49%: KEYNOTE 189 and 407

KEYNOTE 189: Non-Squamous KEYNOTE 407: Squamous
100- 100 -
90 90 -
£ 80+ 80 -
§ 70 o Pen‘llbrolizumab combination 70 -
§ 60— < 60+
o 504 Mo .+ Placebo combination D - B e e s o l bl — — — — ——-
= L}
40— o 40 - . : H | . .
> HR:0.57 i -
T 307 A i E
S 20- 204 Median (95% CI) i E
& 10 Hazard ratio for death, 0.55 (95% Cl, 0.34-0.90) 10 14.0 mo (12.8-NE): '
1 11.6 mo (8.9-17.2)! :
0 T T T T T T 1 (@) H H
1 1 1 1 1 1 1
0 3 6 S 252 0 3 6 9 i2 485 A48 21
Months Months
No. at Risk No. at Risk
Pembrolizumab combination 128 119 108 84 52 21 5 0 103 95 68 50 25 9 1 o
Placebo combination 58 54 47 32 17 5 2 0 104 90 66 37 21 6 (@] @)

Ghandi L et al NEJM 2018; Paz Ares L, et al. NEJM 2018



Chemoimmunotherapy in PD-L1 <1% in non-squamous and in

squamous histology

Pooled analysis in non-squamous

Events, n HR (95% ClI)

100 Pembrolizumab + 112
90+ Chemotherapy 0.56
(0.43-0.73)
80+ Chemotherapy 110
70
.0\9_ 60-
v 507 Median (95% Cl) OS
O 40+
30~ 19.0 (15.2-24.0) mo
20~ 11.0 (9.2-13.5) mo
10
0 T — —r—T— T g |
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time, months
Pembrolizumab + 243 221 186 153 117 92 79 49 29 13 2 0
chemotherapy

Chemotherapy alone 185 165 127 83 56 34 26 16 7 5 4 1

KEYNOTE 407

Events HR (95% CI)
Pembro + Chemo 30.5% 0.61 (0.38-0.98)
Placebo + Chemo 44.4%

100+
90 +
80 1
704
60 +
. 50
g 40 4

30 -
204 Median (95% Cl)

15.9 mo (13.1-NE)
109 10.2 mo (8.6-13.8)

0 T T T T T T 1
0 3 6 9 12 15 18 21
Months
No. at Risk
95 88 62 41 20 5 1 0

99 92 63 32 14 4 1 0

Borghaei H et al. WCLC 2019; Paz Ares L, et al. NEJM 2018



Rationale for combining atezolizumab with bevacizumab and
chemotherapy

Bevacizumab

Normalises the tumour vasculature,
increasing T-cell infiltration?=®

Atezolizumab —

Promotes T-cell activation
by allowing B7.1 co-stimulation?

Activated
T cells

by - Bevacizumab

©, Dendritic o
7 cells Decreases the activity of

immunosuppressive cells (MDSCs

and Tregs)%>37-10

Tumour

Bevacizumab
Promotes DC maturation?11.12 \\ Tumour
antigens e :
e % ape o .1 TSR Atezolizumab
Chemotherapy | Restores anticancer immunity® with

activity further enhanced through
VEGF-mediated immunomodulatory
effects

Promotes tumour cell death triggering
the release of antigens'?

1. Chen & Mellman. Immunity 2013; 2. Hegde, et al. Semin Cancer Biol 2017; 3. Wallin, et al. Nat Commun 2016; 4. Goel, et al. Physiol Rev 2011; 5. Motz, et al. Nat
Med 2014; 6. Hodi, et al. Cancer Immunol Res 2014; 7. Gabrilovich & Nagaraj. Nat Rev Immunol 2009; 8. Roland, et al. PLoS One 2009; 9. Facciabene, et al. Nature
2011; 10. Voron, et al. J Exp Med 2015; 11. Gabrilovich, et al. Nat Med 1996; 12. Oyama, et al. J Immunol 1998



|0 and bevacizumab in NSCLC: IMpower150 trial design

/ Stage IV or \

recurrent metastatic
non-squamous NSCLC
Chemotherapy-naive’
Any PD-L1 IHC status
ECOG PS 0-1

Stratification factors:
* Sex
* PD-L1 IHC expression

[- Liver metastases ]

\ N = 1202 /

Arm A

Atezolizumab +
Carboplatin + Paclitaxel

Arm B

Atezolizumab +
Bevacizumab +
Carboplatin + Paclitaxel

Arm C (control

Bevacizumab +
Carboplatin + Paclitaxel

Maintenance therapy
(no crossover permitted)

Atezolizumab

Atezolizumab
+

Bevacizumab

Bevacizumab

-

\-

o

until PD =)

or loss of %

clinical benefit —

O

G

=

. Z

Bevacizumab S

treatment n
until PD

~

Atezolizumab
treatment

)

Allowed inclusion of patients with a sensitising EGFR mutation or ALK translocation must have disease
progression or intolerance to treatment with one or more approved targeted therapies.

Socinski MA et al. N Engl J Med 2018



IMpowerl50 met its co-primary endpoints of OS and PFS in the
ITT-WT population

Overall survival (%)

100

80—

60

40

20-

0

OS

—— Atezo + bev + CP
— Bev + CP

HR*, 0.78

(95% ClI: 0.64, 0.96)
P=0.02

Median follow-up: ~20 mo

14.7 mo 19.2 mo

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 246 810121416182022242628303234
Time (months)

Progression-free survival (%)

80

60

40

20

PFS

—— Atezo + bev + CP
—— Bev + CP

HR*, 0.62

(95% Cl: 0.52, 0.74)

P <0.001

Minimum follow-up: 9.5 mo
Median follow-up: ~15 mo

6.8 mo I8.3 mo

T r 1 111 r 111117171
0 2 4 6 8 101214 16 18 20 22 24 26 28 30

Time (months)

*Stratified HR
Data cut-off: 22 January 2018 (0OS); 15 September 2017 (PFS)

Socinski MA et al. N Engl J Med 2018



OS in Key Subgroups (Arm B vs Arm C)

Median@S,Eno
Subgroup nd%)? Arm®B Arm
PD-L1-High{TC3mrAC3)ANT 136820%) —0.70 4 = 25.2 15.0
PD-L1-Lowd{TC1/2@rAC1/2)® WT 226032%) — 080 o = 20.3 16.4
PD-L1-NegativedTCORNJACO)MT 339949%) 0.82 o 17.1 14.1
LiveriVetastases@VT 94714%) 0.54 o 13.2 9.1
NofLiveriMetastases@VT 602086%) 0-834 L, 19.8 16.7
ITTHincluding®EGFR/ALK+) 8005100%) 0-Tg — 19.8 14.9
EGFR/ALK+Bnly* 1049 (13%) 0.54 o NE 17.5
ITT-WT 696087%) 784 19.2 14.7
0:2 1.0 2:0
HazardRatio®

»

-~

InFavor®fBArm@B: InFfavorDfBArm:
atezo +tbev +@TP bev +XP

Socinski MA et al. N Engl J Med 2018



BEAT:

Phase Il randomized trial comparing atezolizumab versus atezolizumab plus
bevacizumab as first-line treatment in PD-L1+ advanced metastatic NSCLC

Inclusion criteria

eHistologically confirmed diagnosis
of stage IV non-squamous NSCLC
*No evidence of EGFR sensitizing
mutations or ALK or ROS1
rearrangements

e Availability of tumor tissue
*PD-L1 expression >21%

*No previous chemotherapy
*ECOG Performance status 0-1
eAge > 18 years

eMeasurable disease RECIST v1.1

1:1

= Participating Centers: 20 Italian institutions

= Study Duration 24 months

Y.

Atezolizumab 1200 mg i.v., every 3 weeks
until disease progression, toxicity or
patient refusal to continue
N= 103

Atezolizumab 1200 mg i.v., every 3 weeks
+ bevacizumab 15 mg/kg every 3 weeks
until disease progression, toxicity or
patient refusal to continue
N= 103

Primary:

= Qverall Survival (OS) at 18 months
in patients treated with
atezolizumab alone versus
atezolizumab-bevacizumab
combination

Secondary:

* Response rate (RR)

* Progression-free survival (PFS)

* Toxicity

* Correlation with tumor
biomarkers in tumor tissue




Chemo-free options: CheckMate 227 Part 1 Study Design

NIVO + (low-dose) IPIP

Part 1a n =396
PD-L1 Chemo*
» expression2 =
Key Eligibility Criteria P 1% h =397
* Stage IV or recurrent NSCLC N = 1189 NIVO¢
* No prior systemic therapy n =396 -
* No sensitizing EGFR mutations or Treatm(?nt until disease
known ALK alterations | b prOQV?SS'O”’ unacceptable
* No untreated CNS metastases NIVO + (low-dose) IPI tOX'C_'ty' or for 2 years for
« ECOG PS 01 Part 1b n=187 immunotherapy
PD-L1 Chemo¢
Stratified by SQ vs NSQ » expression< n = 186
1%
N =550 NIVO®e + chemo®
n=177
Independent co-primary endpoints: NIVO + IPl vs chemo Secondary endpoints (PD-L1 hierarchy):
*PFS in high TMB (210 mut/Mb) populationf *PFS: NIVO + chemo vs chemo in PD-L1 < 1%
«0S in PD-L1 > 1% populationé *0S: NIVO + chemo v.s chemo in PD-L1< 1%
¢0S: NIVO vs chemo in PD-L1 > 50%

Hellmann MD et al NEJM 2019



Primary Endpoint: OS With NIVO + IPI vs Chemo in Patients
With Tumor PD-L1 Expression 2 1%
. NvVO |

NIVO
100 NIVO + IPI Chemo
(n=396) (n=397)
Median OS, mo 17.1 14.9
807 HR 0.79
97.72% CI? 0.65-0.96
— 60 P =0.007
S
n |
(@] |
40 — !
| P g e timnoc 6o o NIVO + IP]
! I
20 _ i i BB Chemo
i i
I I
: !
0 T T T t T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months
NIVO +IPI 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
Chemo 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

Hellmann MD et al NEJM 2019



OS With NIVO + IPI and NIVO + Chemo vs Chemo in Patients

Part 1b

With Tumor PD-L1 Expression < 1% (Exploratory Analysis) e

No. at risk

NIVO + IPI
NIVO + chemo
Chemo

NIVO + IPI  NIVO + chemo
(n=177)

NIVO + chemo

Median OS, mo

HR (vs chemo)

Cl

0.48-0.782  0.60-1.02bc

seco-o00 NIVO + IP|

» NIVO + chemo
H Chemo

21 24

Months
80 73
67 60
49 41

33 36

2 45

0
0
0

Hellmann MD et al NEJM 2019



OS for NIVO + IPI vs Chemo by Tumor PD-L1 Expression, TMB
Status, and Combined Subgroups in All Randomized Patients

Median OS, months

NIVO + IPI Chemo HR (95% Cl)
n =583 n =583

Randomized groups Stratified Stratified

All randomized (N = 1166) 17.1 13.9 0.73 —
PD-L1 PD-L1< 1% (n = 373) 17.2 12.2 0.62 .

PD-L12>1% (n =793) 17.1 14.9 0.79°2 a
Additional exploratory subgroups analyses®c Unstratified Unstratified

1-49% (n = 396) 15.1 15.1 0.94 ——
P > 50% (n = 397) 21.2 14.0 0.70 - -
TMBH low, < 10 (n = 380) 16.2 12.6 0.75 P
(mut/Mb) high, > 10 (n = 299) 23.0 16.4 0.68 —

025 05 1 2
NIVO + IPI <+— Chemo

Hellmann MD et al NEJM 2019



Nivolumab+ipilimumab and platinum-based CT: October 22,
2019 BMS press release

&5 Bristol-Myers Squibb

Press Release

See All Press
eases Si

CheckMate -9LA, a Phase 3 Trial Evalua& mail
Opdivo (nivolumab) Plus Low-Dose Yerﬁéy_;g ReS
(ipilimumab) Combined with Chemotherapy,
Meets Primary Endpoint Demonstrating
Superior Overall Survival Compared to
Chemotherapy Alone In First-Line Lung

Cancer

Study evaluated Opdivo plus low-dose Yervoy given concomitantly
with two cycles of chemotherapy vs. chemotherapy alone for the
first-line treatment of advanced non-small cell lung cancer



SQUINT: study design: Phase Il, randomized, non comparative study

Until disease

Nivolumab 360 mg Q3W progression or

Ipilimumab 1 mg/kg Q6W unacceptable toxicity or

maximum of 2 years

Key Eligibility Criteria

 Stage IV or recurrent stage lllb
squamous-cell lung cancer

* No prior systemic therapy

 ECOG PS 0-1

* PD-L1 all comers

Nivolumab until disease

Platinum-based chemotherapy

progression or
unacceptable toxicity or
maximum of 2 years

up to 6 cycles
Nivolumab 360 mg Q3W

Primary endpoints: Select secondary endpoints:

- OS at 12 months in Arm A and Arm B - RR, median PFS and median OS in Arm A and B
- RR, median PFS and median OS in patients with
or without bone metastases

\_ J

Landi L et al ESMO 2019



TMB is a positive prognostic factor
Retrospective analysis on 908 resected NSCLC
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TMB in KEYNOTE-189: Impact on OS-PD-L1 all comers

tTMB 2175 mut/exome tTMB <175 mut/exome
100 HR 0.64 (95% CI 0.38-1.07) 100 - HR 0.64 (95% CI 0.42-0.97)
90 - 90 -
80 - 80 -
704 704
32 60 - 32 60 -
v 50+ v 50+
© 40+ O 40-
30- W E 30- Lt s i1l 11
20+ Median (95% CI) 20+ Median (95% CI)
10 Pembro +chemo  23.5 mo (20.2-NE) 104 Pembro +chemo 20.2 mo (15.8-NE)
Placebo + chemo 13.5 mo (7.0-NE) Placebo + chemo 9.9 mo (7.4-19.1)
O | 1 1 1 1 1 1 1 O 1 1 1 1 | | | |
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28 32
No. at Risk Time, months No. at Risk Time, months
100 83 78 74 67 44 19 4 0 107 96 86 68 61 45 16 2 0
34 30 21 18 13 9 5 0 0 52 43 29 24 21 15 7 3 0

Data cutoffdate: Sep 21, 2018.

Paz-Ares L et al. ESMO 2019



TMB in KEYNOTE-407: Impact on OS-PD-L1 all comers

tTMB 2175 mut/exome

100 HR 0.74 (95% CI 0.50-1.08)
90 -
80 -
70 -
32 60 -
w 904
O 40-
304
20+ Median (95% Cl) 't
104{Pembro +chemo 17.1 mo (14.0-26.6)
Placebo + chemo 11.6 mo (8.6-17.2)
0 | 1 1 1 1 1 | 1
0 4 8 12 16 20 24 28 32
No. at Risk Time, months

73 60 54 46 38 26 15 4 0
89 75 55 43 34 22 1 4 0

Data cutoffdate: May 9, 2019.

0S, %

100+
90
80
70~
60+
504
40+
30+
204

tTMB <175 mut/exome
HR 0.86 (95% CI 0.57-1.28)

Median
(95% CIl)

10-
0

Pembro +chemo 15.0 mo (12.5-22.3)
Placebo + chemo 10.4 mo (8.6-16.0)

0

No. a

1 1 I 1 1 1 1 1

4 8 12 16 20 24 28 32

t Risk Time, months

70 68 52 43 34 19 6 1 0
80 67 50 36 29 25 14 4 0

Paz-Ares L et al. ESMO 2019



TMB in KEYNOTE-042: Impact on OS-PD-L1+

tTMB 2175 mut/exome

oy |_HR 0.62 (95% Cl 0.48-0.80) |

90— Median (95% CI)
Pembro (n=180) 21.9 mo (17.0-26.7)
80+ Chemo (n=165) 11.6 mo (9.9-14.2)

70~
60—
S0 -
40+
304
20+
10+

0 1 1 1 1 1 1 1 1 I 1

| ||
0 4 8 12162024 28 32 36 40 44 48 52
No. at Risk Time, months

180 132 105 66 23 5 1
165 11 78 32 17 4 0

sAll patients were PD-L1-positive (TPS 21%). Data cutoffdate: Sep 4, 2018.

0S, %

0S, %

tTMB <175 mut/exome

' HR 1.09 (95% CI 0.88-1.36) |
100

90 - Median (95% CI)
Pembro (n=234) 12.0 mo (9.2-14.8)
80+ Chemo (n=214) 12.3 mo (11.3-16.2)

10-
0

T T T T T T T T T T T
0 4 8 12162024 28 32 364044 48 52
No. at Risk Time, months

234 141 97 61 28 3
214 144 97 58 22 4

Herbst R et al. ESMO 2019



PFS: Nivolumab + Chemotherapy and Nivolumab + Ipilimumab

By TMB

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

Nivo + chemo Nivo +ipi Chemo

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

Nivo + chemo Nivo +ipi Chemo

(n =43) (n=38) (n=48) (n =54) (n=52) (n=59)
100 ¢ Median PFS,% mo 6.2 7.7 5.3 100 Median PFS,” mo 4.7 3.1 4.7
E HR (vs chemo) 0.56 0.48 HR (vs chemo) 0.87 1.17
(95% ClI) (0.35,0.91) (0.27,0.85) (95% CI) (0.57,1.33) (0.76,1.81)
80 - 80 -
S 60 | 60 -
N - 1-y PFS = 45% ]
LL | I — Nivolumab + i .
a 40 ipilimumab 40 1-y PFS = 18% Nivolumab +
- . Nivolumab + . 1-y PFS = 18% chemotherapy
20 A : ® chemotherapy 20 A s Nivolumab +
- . 1 | ipilimumab
0 il |Chemotherapy 0 1-y PFS = 16%' A
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Months Months
No. at risk No. at risk
Nivo + chemo 43 36 21 14 9 5 2 0 Nivo + chemo 54 38 19 13 6 3 0 0
Nivo +ipi 38 20 16 15 10 8 4 1 Nivo +ipi 52 22 12 7 5 3 1 0
Chemo 48 30 16 4 1 1 1 0 Chemo 59 39 16 6 6 3 1 0

Borghaei H et al. ASCO 2018



OS with Nivolumab + Ipilimumab versus chemotherapy by TMB in

CheckMate 227 trial
PD-L1>50%/TMB high PD-L1<1%/TMB low

Median duration of overall survival
NIVO + IPt NR (95% Cl, 15.7-NR)
Chemo 17.2 mo (95% Cl, 12.6-31.2) 90 1

Median duration of overall survival
NIVO + IPL: 15.5 mo (95% Cl, 8.9-22.0)
Chemo: 13.0 mo (95% ClI, 8.5-15.3)

HR=0.69

S-69 Nivolumab + ipilimumab

&5 Chemotherapy

Patients Who Survived (%)
wn
o
L
Patients Who Survived (%)
8
1

Nivolumab + ipilimumab

Chemotherapy

: : i ‘ : , : ' ¥ ' I ' ¢ T T 1 1 T | | T I T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 -

Months
No. at Risk Months

No. at Risk
Nivolumab + ipiimumab 53 46 44 37 36 35 32 32 an N 28 18 5 2 0 0
Chemotherapy 58 54 48 42 37 34 28 25 23 22 19 11 6 a 1 0 Nivolumab + iplimumab 52 50 40 32 28 26 22 20 16 15 N 7 2 1 0 0
Chemotherapy 59 52 44 37 32 23 18 15 12 e 8 4 2 2 0 0

Hellmann MD et al. NEJM 2019



What is the best place for immunotherapy?

PFS 2 analysis in KEYNOTE 407

e PFS2 defined by EMA as time from randomization
to objective tumor progression on next-line
treatment or death from any cause

e Can be used to assess impact of crossover on OS
and whether therapy in one line positively or
negatively affects efficacy of the next line of
therapy

Representation of PFS, OS, and PFS2

Therapy 1 Therapy 2 Ofifinerapy

Death
¥

OS

100
904
804
704
604
501
401
301
204
104

PFS2, %

Events, n HR
/N (95% CI)
Pembrolizumab
- 81.7% combination 182/278 0.59

: Pl .49-0.72
: 09.5% coiiz?:ation 227/281 (0.4970.72)

Median (95% CI)
13.8 mo (12.2-15.9 mo)
9.1 mo (8.2-10.2 mo)

Subsequent therapies:
32% in pembrolizumab arm

0_

59% in chemotherapy arm
ﬂ‘m"mi‘m"m"m"m"mlﬁl‘m“ml‘m’

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

No. at risk
Pembrolizumab
combination
Chemotherapy
combination

Time, months

2/8 256 227 189 157 127 98 67 39 10 4 0

281 241 193 142 99 74 62 42 24 9 2 0

Paz Ares L, et al. ESMO 2019



PFS2 improvement irrespective of PD-L1 expression

Total TPS 250% TPS 1-49% TPS <1%
End Point N =559 N = 146 N =207 N=194
0S, HR (95% ClI) 0.71 (0.58-0.88) 0.79 (0.52-1.21) 0.59 (0.42-0.84) 0.79 (0.56-1.11)
PFS, HR (95% ClI) 0.57 (0.47-0.69) 0.43 (0.29-0.63) 0.52 (0.38-0.71) 0.67 (0.49-0.91)
ORR,
pembrolizumab combination 62.6% vs 38.4% 64.4% vs 30.1% 55.3% vs 42.3% 67.4% vs 41.4%

vs placebo combination

DOR, median (range), mo,
8.8 (1.3+ to 28.4+) vs 9.2 (2.7 to 25.8+) vs 10.4 (1.3+ to 28.4+) vs 6.9 (1.4+ to 25.4+) vs
pembrolizumab combination
4.9 (1.3+t0 28.3+) 4.6 (1.3+to0 28.3+) 4.8 (2.0 to 22.8+) 5.7 (1.4+ to 25.6+)
vs placebo combination

PFS2, HR (95% CI) 0.59 (0.49-0.72)  0.61(0.40-0.91) 0.51 (0.37-0.72) 0.61 (0.44-0.85)

Paz Ares L, et al. ESMO 2019



PFS2 in KEYNOTE 189 trial

100 Events HR (95% Cl)
90" Pembro/Pem/Plat 59.5% 0.49
80 - 63.6% Placebo/Pem/Plat 83.0% (0.40-0.59)
1)
20 41.3%
38.4%
S 607 13.8%
g 50 Median (95% Cl)
. 17.0 mo (15.1-19.4)
407 9.0 mo (7.6-10.4)
30 - _
Subsequent therapies:
2097 ¢ Pembro arm: 44.6% (13.4% immuno)
104 ¢ CTarm:59.2% (53.9% immuno) I L
0 L B N RN L L D . L R B |
0 3 6 9 12 15 18 21 24 27 30 33
_ Months
No. at Risk
410 377 336 294 253 217 185 115 67 26 2 0
206 180 139 105 84 61 50 23 10 3

Gadgeel S et al ASCO 2019



%

PFS2,

PFS2 by PD-L1 TPS in KEYNOTE 189 trial

TPS 250 %
HR
Events (95% ClI)
Pembro/Pem/Plat 47.0% 0.47
Placebo/Pem/Plat 72.9% (0.33-0.69)
100
907 71.7%
80 = 47.1%
707 49.6%
60 = 21.3% <
50 o
LL
40 = [al
304
i . L 111
20 Median (95% Cl)
10 - 22.5 mo (18.5-NR)
9.9 mo (7.4-16.4)
0 =rrr-r-r - - T -
0 6 12 18 24 30
Months
No. at Risk
132 113 93 75 26 0
70 47 33 25 5 0

TPS 1-49%

HR
Events (95% ClI)
61.7% 0.59
81.0% (0.41-0.86)
100
907 62.1%
80 = 43.1%
707 35.9%
60 17.5%
50 =
© J'lq'I'II.I.IlIJ_I.I_l
30 -
20 7 Median (95% Cl) L1l
104 16.9 mo (12.7-20.5)
9.1 mo (6.8-13.9)
0 = rrrrr [T Trrrorr [T r e
0 6 12 18 24 30
Months
No. at Risk
128 104 78 56 23
58 43 24 15 4

%

PFS2,

100

90 A

80 4

704

60 4

504

40 4

TPS <1%
HR
Events (95% Cl)
69.3% 0.46
93.7%  (0.33-0.66)

54.2%
36.5%

31.0%
0%

30+ ‘H_“_u
20 Median (95% Cl)
10 - 12.6 mo (10.2-15.9)
8.9 mo (6.5-10.5)
0 =rr—r-r-r T rrrrT T T
0 6 12 18 24 30
Months
No. at Risk
127 99 65 42 14
63 42 23 7 0

Gadgeel S et al ASCO 2019



PFS2 in KEYNOTE 024 trial

Events,n HR (95% CI)

Therapy 1 Therapy 2 Off Therapy

Median (95% Cl)

Crossover to :
e Platinum-doublets=87.5% . flomhs
e Pembrolizumab=81.4% No. at risk

Key messages:
 Immunotherapy first is better

Brahmer JR, et al. ASCO 2017



Who are long-term survivors? 5-Year Estimates of OS in CA209-003:
Phase 1 Nivolumab in Advanced NSCLC

100
_ Median OS (95% Cl), mo
80— Overall (N = 129) 9.9 (7.8, 12.4)
_ 60—
S
" . 1y 0S, 42%
o
40—
B 2y 0S,24%
3y 0S, 18% 5y 0S, 16%
20— \ |
} } } H o o
_ i i ! | I o
0 i | | | .
0 1 2 3 4 5 6 7 8
No. at Risk Years
129 49 27 20 17 16 3 1 0

No difference in squamous and non-squamous histology (5 years survival 16% and 15%)

BrahamerJ et al. AACR 2017



Who are long-term survivors?

Landmark analysis of OS according to response in Checkmate 017/057

Nivolumab
CRIPR sD PD
100 {n = 70} (n = 66) (n = 144)
Median OS NR 16.1 9.1
31 nfn {95'}3 Cl} mo {255 I‘R} {102 235} {52 1 .4}
. HR vs PD (95% CI) 013 U.0e
80 v ¢ (0.12,0.27) (0.37,0.71)
§3% 61% 58%
s 607 CRIPR
wn
O 40 - |
20 i : i SD
i : | 8%
; : : e PD
0 T T T T T T T 1 T T
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months from 6-month landmark analysis
CR/PR 70 65 57 52 44 42 39 37 24 7 0
SD 53 38 29 23 18 15 13 10 2 )
PD 144 87 55 32 17 10 10 5 3 0 0

Docetaxel
CRIPR sD PD
100 (n = 34) (n=102) (n=128)
Median OS 171 8.0 a8
(95% C1), mo (11.1,28.7) (6.6,104) (3.4,5.9)
| 0.43 0.80
80 HRVs PD (95% CI) 0 0”0 s (061, 1.04)
62%
3‘? 60
)
O 40
20 7 CR/PR
: PD
SD
0 T | T T T T T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66

Months from 6-month landmark analysis

No. at risk

CR/PR K”| 30 21 15 13 10 9 7 4 0 0 0
sD 102 63 15 24 11 A 2 ) ) )
PD 128 52 28 18 15 13 10 8 5 1 0 0

BrahamerJ et al. AACR 2017



Immunotherapy in first-line small-cell-lung cancer

~

Patients with (N = 403):

* Measurable ES-SCLC
(RECIST v1.1)

* ECOGPSOori1

* No prior systemic
treatment for ES-SCLC

* Patients with treated
asymptomatic brain
metastases were eligible

Stratification:

* Sex (male vs. female)

* ECOGPS(0vs.1)

* Brain metastases
(yes vs. no)?

1:1

o

IMPOWER 133

Induction (4 x 21-day cycles) Maintenance

Atezolizumab (1200 mg IV, Day 1)
+ carboplatin

Atezolizumab

Carboplatin: AUC 5 mg/mL/min IV, Day 1
Etoposide: 100 mg/m? 1V, Days 1-3

PCl per local standard of care

)

+ etoposide Treat until PD
or loss
of clinical
Placebo benefit
+ carboplatin Placebo
+ etoposide
—

Co-primary end points: Key secondary end points:
Overall survival * Objective response rate
Investigator-assessed PFS * Duration of response

Safety

Survival follow-up

Treatment-naive
ES-SCLC

WHO PS0Qor1
Asymptomatic or
treated and stable
brain metastases
permitted

Life expectancy
>12 weeks

Measurable disease
per RECIST v1.1

N=805 (randomised)

CASPIAN

Durvalumab + EP* Durvalumab
Durvalumab 1500 mg + EPq3w for 1500 mg gq4w
up to 4 cycles until disease progression

EP* , .
Optional PCI
g3w for up to 6 cycles’

Stratified by
planned
platinum agent
(carboplatinvs

Durvalumab +

cisplatin) tremelimumab + EP* Durvalumab#
Durvalumab 1500 mg + " 1500 mg g4w
tremelimumab 75 mg + until disease progression

EP g3w for up to 4 cycles

Horn L et al NEJM 2018; Paz-Ares L et al WCLC 2019



Overall survival

IMPOWER 133

Atezolizumab Placebo
100 - +CP/ET +CP/ET
90 (N =201) (N = 202)
0S events, n (%) 104 (51.7) 134 (66.3)
80 —
Median OS, 12.3 10.3
T 70— 12-month 0S months (95% Cl) (10.8, 15.9) (9.3,11.3)
= 0.70 (0.54, 0.91)
= | HR (95% Cl) = 0.00
2z ® 51.7% R=0.0069
;:: 50 — Median follow-up, months? 13.9
© 40—
g Atezolizumab
O 30— +CP/ET
20 — Placebo
+CP/ET
10 4 Censored
|
|
I I I I I 1 I I I I I I I I I I I I I I 1
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
No. at risk Months
Atezolizumab 201 191 187 182 180 174 159 142 130 121 108 92 74 58 46 33 21 11 5 3
Placebo 202 194 189 186 183 171 160 146 131 114 96 81 59 36 27 21 13 8 3 3

aClinical data cutoff date: April 24, 2018, 11 months after the last patient was enrolled. Cl, confidence interval;
HR, hazard ratio; CP/ET, carboplatin + etoposide.

Probability of OS

No. atrisk
Durvalumab +EP
EP

1.0

0.8

0.6

0.4

0.2

0.0

CASPIAN

EP

_ Durvalumab +
EP
Events, n/N (%) 155/268 (57.8)
mOS, months (95% Cl) 13.0(11.5-14.8)
HR (95% Cl) 0.73 (0.591-0.909)
pvalue 0.0047
- 53.7%
: : |
T T T 1 T 1 T 1
0 3 6 9 12 15 18 21 24
Time from randomisation (months)
268 244 214 177 116 57 25 5 0
269 242 209 153 82 44 17 1 0

Horn L et al NEJM 2018; Paz-Ares L et al WCLC 2019

181/269 (67.3)
10.3 (9.3-11.2)



Conclusions

e Immunotherapy alone or in combination is the standard of care in first-
line NSCLC
— Combo seems superior to single agent in PD-L1 >50%, with more toxicity
— In combination with chemotherapy irrespective of PD-L1

— The addition of bevacizumab to chemotherapy and immunotherapy is effective
particularly in some subgroups

— Chemo-free combinations is a new option

e At the present time TMB seems prognostic and is not useful for defining
candidates for immunotherapy

e Chemoimmunotherapy marginally but significantly prolongs survival in
SCLC



