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Oral Session Abstr#9000

First-line nivolumab (NIVO) plus ipilimumab (IPl) plus two cycles of chemotherapy (chemo) versus chemo alone (4 cycles) in
patients with advanced non-small cell lung cancer (NSCLC): Two-year update from CheckMate 9LA. (M. Reck)

CheckMate 9LA study design? 2-Year update: OS in all randomized patients
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First-line nivolumab (NIVO) plus ipilimumab (IPl) plus two cycles of chemotherapy (chemgfc\l/le§'seé§ ’8%%5%2800
(4 cycles) in patients with advanced non-small cell lung cancer (NSCLC): Two-year update from CheckMate 9LA.
(M. Reck)

PD-L1 < 1%: efficacy outcomes
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r jon Abstr#9
First-line nivolumab (NIVO) plus ipilimumab (IPl) plus two cycles of chemotherapy (chemo) Qerqslugegﬁ’e%o gg%é# ooo

(4 cycles) in patients with advanced non-small cell lung cancer (NSCLC): Two-year update from CheckMate 9LA.
(M. Reck)

2-Year update; safety and exposure summary Efficacy in patients who discontinued NIVO + [Pl + chemo due to TRAES®
N0 (; '_P;;:'e"’" 100_'.,: drwiomg P Patients who discontinued all components of
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6 55 )53 ‘@ ‘4 4 B M B A 1B M 4 D

These updated results continue to support NIVO + [Pl + 2 cycles of chemo as an efficacious 1L
treatment option for patients with advanced NSCLC




Poster Discussion Session Abstr#9016
Nivolumab (NIVO) plus ipilimumab (IPl) versus chemotherapy (chemo) as first- line (1L) treatment for advanced
non-small cell lung cancer (NSCLC): 4-year update from CheckMate 227

4-year OS in patients with PD-L1 > 1%
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Luis G Paz-Ares



Poster Discussion Session Abstr#9016

Nivolumab (NIVO) plus ipilimumab (IPl) versus chemotherapy (chemo) as first- line (1L) treatment for advanced
non-small cell lung cancer (NSCLC): 4-year update from CheckMate 227

4-year update: DOR

Post hoc analysis: efficacy in patients who discontinued NIVO + IPI due to TRAEs?

0
PD-L1 > 1% PD-L1 > 50%
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NIVO + IPI: 18.0 (12.4-33.2)
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100+

80+

201
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NIVO + IPI
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O Discontinued full NIVO + IPI regimen due to TRAES -=---------

Discontinued

0
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
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66 59 56 54 52 46 43 40 37 37 33 30 30 30 29 28 26 2014 8 3 O

PDL1 > 1% PD-L1 > 1%
(n=66) and < 1%
(n=97)

Median 0OS, mo® 30.6 41.5
4-year OS rate, % 44 44
ORR, n (%) 35 (53) 50 (52)
M‘edlan'DOR gfter 52.6 342
discontinuation, mo¢
Ongoing response
for 2 3 years after 53 48
discontinuation, %¢

* 66 patients with PD-L1 > 1% (17%) and 97 patients with PD-L1 > 1% and < 1% (17%) treated with NIVO + IPI had TRAES
that led to discontinuation of all components of the regimen

Taken together, these updated results from CheckMate 227 continue to reinforce the positive benefit-risk profile
of dual immunotherapy at 2 years after treatment discontinuation and support the use of NIVO + IPI
as 1L treatment of patients with advanced NSCLC

Luis G Paz-Ares
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Nivolumab (NIVO) plus ipilimumab (IPl) versus chemotherapy (chemo) as first- line (1L) treatment for advanced
non-small cell lung cancer (NSCLC): 4-year update from CheckMate 227

4-year update: DOR Post hoc analysis: efficacy in patients who discontinued NIVO + IPI due to TRAES?

PD-L1 > 1%

NIVO + IPI

[T
reached?

... | PDL121%
nd < 1%

NIVO-IPI: 29% 4 yr OS in PD-L121%, plateau

PD-L1= 50% =pembro mono?

Promising 4 yr OS in PD-L1<1%

Patients in response (%)

Long DOR after treatment discontinuation

B P rcsented By: Anne-Marie Di sl b « 66 patients with PD-L1 > 1% (17%) and 97 patients with PD-L1 > 1% and < 1% (17%) treated with NIVO + IP| had TRAEs
JIE e SENgaIahs that led to discontinuation of all components of the regimen

Taken together, these updated results from CheckMate 227 continue to reinforce the positive benefit-risk profile

of dual immunotherapy at 2 years after treatment discontinuation and support the use of NIVO + [PI
as 1L treatment of patients with advanced NSCLC

Luis G Paz-Ares
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Outcomes of anti-PD-(L1) therapy in combination with chemotherapy versus immunotherapy (I0) alone for first-line (1L)
treatment of advanced non-small cell lung cancer (NSCLC) with PD-L1 score 1-49%: FDA pooled analysis

Chemo-10, 10-only, and Chemotherapy arm of Randomized Trials which

Immunotherapy-only (PD-L1 21%) N=6010
_ EGFR or ALK Mutation
KEYNOTE-042 Pembrolizumab — -
CHECKMATE-227 Nivolumab plus Ipilimumab EGFR/ALK Wild-type
Chemo-immunotherapy Population
: ) N=5814
KEYNOTE-189 Pembrolizumab plus Platinum-doublet chemo No baseline PO-LT
information
KEYNOTE-407 Pembrolizumab plus Platinum-doublet chemo "
KEYNOTE-O21 (cohortG) ~ Pembrolizumab plus Platinum-doublet chemo PD-L1 Evaluable
IMPOWER-150** Atezolizumab plus Bevacizumab plus Platinum-doublet chemo N=5716 PD-L1 Score>50 OR <1
IMPOWER-130 Atezolizumab plus Platinum-doublet chemo N=3608
PD-L1 Score 1-49%
CA2099LA Nivolumab plus Ipilimumab plus Platinum-doublet chemo -
*Control arms: Platinum-doublet chemotherapy :
**Control arm in IMPOWER-150: Bevacizumab plus Platinum-doublet chematherapy .
Chemo-l0 10-only Chemotherapy
Pl N=639 NS S e
Oladimeji Akinboro; June 4, 2021
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Outcomes of anti-PD-(L1) therapy in combination with chemotherapy versus immunotherapy (I0) alone for first-

line (1L) treatment of advanced non-small cell lung cancer (NSCLC) with PD-L1 score 1-49%: FDA pooled analysis

. - . . FDA 1.00 1 - Sy
Demographic and baseline characteristics
N o Y
Chemo-10 10 alone Chemo Overall ] ST, 0OS HR 0.68
(N=639) (N=529) (N=940) (N=2108) > 07 T *
% % % % § =
Age <65 years 48 53 53 51 5 o050
65-74 years 40 36 36 37 2 S
p— | -
275 years 1 1 12 12 = 0.251 .
Female 35 31 32 33 Median OS (months)
: - ! - 10-only: 14.5 months (95% CI: [12.2, 16.9])
White =) 88 69 78 79 0.00 1 Chemo-10: 21.4 months (95% CI: [19.4, 25 .2]) HR (95% Cl) 0.68 (0.52, 0.90)
Asian 9 23 19 17 . * o - - -
Black/African-American 2 2 2 2 I Number at risk (number of events)
Current/Prior Smokers =) 91 81 84 85 g 1 639 (0) 502 (108) 332 (203) 151 (246) 45 (261) 2 (270) 0 (270)
ECOG-PS >1 62 67 67 65 3 529 (0) 378 (147) 283 (239) 183 (286) 77 (323) 14 (334) 0 (336)
s -
1 l 0 6 12 18 24 30 36
Non-squamous ——r » 63 64 _ 68 Time
Stage IV 89 91 92 91
1.001 o c
Hazard Ratio L
S q Median OS (95% Cl) Median OS (95% CI) 0.75- \ i 8 PFS HR 0-60
" 10-only Chemo-1O % W N
Overall 1168 = 14.5 (12.2, 16.9) 21.4 (19.4, 25.2) }og N \
a 0.50 \.\, - L
Age ® e o S
<65 years 580 = 16.1 (11.1, 19.6) 23.7 (18.1, 25.6) £ (. e
65-74 years 443 —=— 14.8 (12.3, 18.2) 22.5 (20.5, NE) 5 S - e
>=75 years 132 w—p——a———| 10.3 (8.0. 15.7) 13.9 (10.2, NE) e 0.251 H\\—*\. ety
ECOG Median PFS (months) Ty )
0 415 —a— 20.0 (18.2, 23.9) 25.2 (23.7. NE) 10-only: 4.2 months (95% CI: [4.0, 4.9]) HR (95% Cl) _ 0.60 (0.48, 0.76) T ——r
1+ 751 o) |- 11.0 (9.1, 13.9) 16.8 (13.8, 22.3) 0.00 Chemo-10: 7.7 months (95% CI: [7.1, 8 4]) 2 QAR A9, Vs
0 6 12 18 24 30
Smoking Status Time (months)
Current/former smokers 1005 = 13.5(11.7, 16.6) 20.8 (17.4,25.1)
Never smokers 160 FH—=— 18.0 (10.8, 23.8) 28.2 (20.3, NE) IH Number at risk (number of events)
c
—T 2 1 639 (0) 360 (224) 158 (368) 49 (397) 11 (404) 0 (405)
<—Chemo-iO Better— °_|f3°_°n,y Better—s> § 1 529 (0) 200 (308) 93 (407) 49 (432) 19 (438) 1 (440)
0 6 12 18 24 30
Presented By Time

Oladimeji Akinboro; June 4, 2021
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Outcomes of anti-PD-(L1) therapy in combination with chemotherapy versus immunotherapy (I0) alone for first-

line (1L) treatment of advanced non-small cell lung cancer (NSCLC) with PD-L1 score 1-49%: FDA pooled analysis

Demographic and baseline characteristics ’ ’°°1 e "

.

FDA-approved chemo-10 regimens may improve OS and PFS compared to < %-68
noe sy | 10-0nly regimens in most subgroups of patients including adults:

65-74 years

175 years * aged 65-74 years -
Female . ECOG 1
whe
Asian = =

Black/African-Americaj

curenterior smoked NQ @vidence that older adults aged 275 years have worse outcomes with [eo  cem

ECOG-PS 21 . (334) 0 (336)
e chemo-10 compared with 10-alone % =
Stage IV
. : IR 0.60
Subgroup Results are exploratory and hypothesis-generating
Overall
Age
<65 years
S o ) . -
ccoo Results question 10-alone as controls in RCTs of 1L treatment of advanced|_—_—
L NSCLC PD'Ll 1'49% 30
Smoking Status Time (months
Sz\r/reern;/r?&“;;smo“ers 11%%5 }—IH—-l—i }gﬁgm)ﬁgﬁ égﬁg; zzoa'éz(:z?déé.zrx?g)) I Number at risk (number of events) : )
o g 639 (0) 360 (224) 158 (368) 49 (397) 11 (404) 0 (405)
<_Chemo-.25§e§;;°,_‘ O_lfgo.on,y Better—> § 529 (0) 200 (308) 93 (407) 49 (432) 19 (438) 1 (440)
Presented 8 ; i " Time N s -

S Y
Oladimeji Akinboro; June 4, 2021
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Pooled analyses of immune-related adverse events (irAEs) and efficacy from the phase 3 trials IMpower130,

IMpower132, and IMpower150. (Mark A. Socinski)

Methods and analysis plan

— ) )
irAEs | L.
Pooled trials?: Atezo-containing arm 7
[ Without |
IMpower130 | IEs |+ The association between overall
IMpower132 ~ survival and irAEs was explored
IMpower150 with | * Immortal bias was managed by using:
IrAES - Time-dependent Cox model
N=2503 — - Landmark analyses at 1, 3, 6
\ ) iiou and 12 months
irAES
N/
irAEs

Defined using the Medical Dictionary for Regulatory Activities preferred terms, which included diagnosed immune conditions as
well as signs and symptoms potentially representative of immune-related events regardless of investigator-assessed causality

Plaric A Socensic
IMDOwrer 1 30V T 3271 S0 pocked itAEs
PDs e Sy SBg Z e

0S by irAE status®®

n=1577
Atezo arm
” —+ With irAEs
4 Without IrAEs
80 .
Median OS, 25.7 mo
m (95% Cl: 239, 29.1)
~ B0
)
0 S0 o o
0 0 |
o]  Medan0S :
) umo |
o (5% CLLT !
; 13.9) |

||||||||||||||||||||||||||||

0246810NUBEBI2UBBEINHBBOLUEEDRNHS

Time (mo)
Vith TAEs 753 733 714 852 637 605 570 433 431 372 315 285 250 217 02 106 174 141 115100 T4 44 2 § 4

Time-dependent Cox model:
HR, 0.69 (95% Cl: 0.60, 0.78)

oS (%)

n =926

Control arm
—With irAEs

—+ Without irAE

Median 0S, 20.2 mo
(95% CI: 18.2, 22.8)

|||||||||||||||||||||||||||

002 46 81012141618 202224262530 3234 36 38 40 42 44 46 48 50 22
Time (mo)

WithirAEs 289 284 267 251 234 207 168161 131 102 75 60 47 40 32 30 28 4 2 18 14 & 3 2

Time-dependent Cox model:
HR, 0.82 (95% CI: 0.68, 0.99)

Patients who experienced irAEs had longer OS than those without irAEs in both the atezo-containing and control arms



Oral Session Abstr#9002

Pooled analyses of immune-related adverse events (irAEs) and efficacy from the phase 3 trials IMpower130,

IMpower132, and IMpower150. (Mark A. Socinski)

OS landmark by irAE status (cont)

OS by irAE grade in the atezolizumab arm

Atezo arm Control arm Atezo vs control HR® (95% Cl)
With irAEs  Without irAEs | With irAEs | Without irAEs =~ With irAEs | Without irAEs
n 305 1210 116 764
- 0.82 (0.61, 1.09)|0.81 (0.72, 0.91)
/1 month median OS, mo 222 18.9 19.3 14.3
HR? (95% CI) 0.85(0.72, 1.01) 0.85 (0.66, 1.10)
n 451 963 180 625
= 0.74 (0.58, 0.93)(0.84 (0.74, 0.96)
'3 months median OS, mo 231 19.6 19.1 16
HR?® (95% CI) 0.81(0.70, 0.94) 0.92 (0.74, 1.14)
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- 0.79 (0.63, 0.99)(0.87 (0.75, 1.01)
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- 0.91(0.68, 1.22)(0.84 (0.68, 1.04)
12 months median OS, mo 327 215 318 255
HR? (95% Cl) 0.75(0.61,0.91) 0.67 (0.50, 0.91)

OS by irAE grade in the atezolizumab arm (cont)
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Poster Discussion Session Abstr#9018

Association of a very high tumor mutational load with increased CD8+ and PD-1+ T-cell infiltration and improved
clinical outcomes to PD-(L)1 blockade across different PD-L1 expression levels in non-small cell lung cancer.

(Ricciuti et al.)
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Association of a very high tumor mutational load with increased CD8+ and PD-‘F-Pﬁt-@g|Pfﬁ?H§§JBB§§ﬂ%QHM#9O18

clinical outcomes to PD-(L)1 blockade across different PD-L1 expression levels in non-small cell lung cancer.
(Ricciuti et al.)
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Poster Discussion Session Abstr#9017
Effect of antibiotic therapy on immunotherapy outcomes for non-small cell lung cancer: Analysis from the

Veterans Health Administration Database. (Strokes et al.)

Original Cohort

Methods: OAbx No, MedianOS CoxMVA  Cox MVA
* Retrospective cohort study of Veterans diagnosed with oy ’"hs A So%Cl
. no s - _
NSCLC 2010-2018 and treated with ICI e — - 5 5 TR

Propensity-Score Matched Subset

» Two Abx exposures defined a priori: e e e

1) prior (pAbx): receipt of Abx £30d before ICl start PAbx  No. months HR 95%ClI
2) concurrent (cAbx): receipt of Abx <60d after ICl start no 760 S : =
yes 760 7 1.27 1.14-1.41
* Primary Outcome: overall survival (OS) from ICl start Original Cohort Surviving to 60-Day Landmark
» i i median OS Cox MVA Cox MVA
Kaplan-Meier, Cox Proportional Hazards, e nie e o B

Propensity Score Matching

no 2.253 10 - -

yes 970 ¥ 1.33 1.21-1.45

Results: _
e ey ) Propensity-Score Matched Subset
3,634 Vetgrans received ICl | . o medianOS Cox UVA ——
* mostly nivolumab (59.3%) & pembrolizumab (35.1%) el ' months HR 95%Cl
* median age 69, 97% male, 73% white, 48% adenoca no 968 10 - -
yes 968 7 1.32 1.19-1.46

Abstract 9017 William A. Stokes?'/2,




Poster Discussion Session Abstr#9017

Effect of antibiotic therapy on immunotherapy outcomes for non-small cell lung cancer: Analysis
from the Veterans Health Administration Database. (Strokes et al.)

Original Cohort

Methods: . medianOS Cox MVA  Cox MVA
* Retrospective cohort study of Veterans diagnosed with - 82 ’""’5 il 234Gl
. nNo b o s
NSCLC 2010-2018 and treated with ICI s —— - T 1 o

®
Two Al Cox UVA

;; 2 Antbiotics and ICI: Related with worse outcome 95%Cl
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yes 970 ¥4 1.33 1.21-1.45

Results: |
= = == = - Propensity-Score Matched Subset
3,634 Vetg rans received ICl | median OS Cox UVA
* mostly nivolumab (59.3%) & pembrolizumab (35.1%) months HR
* median age 69, 97% male, 73% white, 48% adenoca no 968 - -
yes 968 7 1.32 1.19-1.46
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Intestinal Akkermansia muciniphila predicts overall survival in advanced ncﬁ'nQ%%(IID éseﬁi’%ﬂﬁ’g égﬁ%’gp éﬁfgﬁ%? 019
treated with anti-PD-1 antibodies: Results a phase Il study. (Derosa et al.)

Primary endpoint: ORR Secondary endpoint: OS
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Intestinal Akkermansia muciniphila predicts overall survival in advanced nc‘?\Q%%ﬁlD éseﬁi’%ﬂﬁ’g égﬁ%’é)ﬁ éﬂféﬁ%? 019
treated with anti-PD-1 antibodies: Results a phase Il study. (Derosa et al.)

Primary endpoint: ORR Secondary endpoint: OS
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