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Objectives </ INOVA
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« Chemotherapy’s role in peri-operative
setting

» Targeted therapy in the adjuvant setting

* Role of immunotherapy
* Adjuvant vs Neoadjuvant

* Future landscape



Role of cytotoxic chemotherapy in INOVA
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Adjuvant vs Neoadjuvant ] INOVA
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Meta — analysis of adjuvant and neo adjuvant

chemotherapy
Adjuvant

Study ID ES (95% CI) Weight  size

Neo-Adjuvant

Post-operative

Arriagada, 2004 - 0.86 (0.76, 0.97) 11.15 1867
Douillard, 2006 - 0.76 (0.63,0.92)  8.05 840
Endo, 2003 — 0.88 (0.51,1.52) 1.71 221 ) : |
Feld, 1993 —— 1.02(0.72,1.44)  3.66 283 Pre—operative |
Imaizumi (1), 2005 —_— 0.36(0.16,0.81)  0.83 150 Dautzenberg, 1990 — T 1.10(0.41,2.93) 058 26
Imaizumi (2), 2005 —_— 0.84(0.42,1.68) 1.1 150 *Pass, 1992 ——t 0.43(0.16,1.16)  0.58 27
Kato, 2004 —— 0.71(0.52,0.97) 4.32 999 “Roth, 1998 - 0.89 (0.42,1.88)  0.96 60
Nakagawa, 2005 —_— 0.57(0.32,1.02) 1.56 332 Depierre, 2002 - 0.78 (0.60,1.02)  5.39 355
Nakagawa, 2006 j 0.72(0.46,1.13) 247 267 Gilligan, 2007 —- 1.02(0.80,1.31)  5.92 519
Niiranen, 1992 0.57 (0.33,1.00)  1.67 110 Nagai, 2003 —_—— 1.22(0.66,2.25) 1.40 62
Ohta, 1993 —— 1.04 (0.70,1.52)  3.10 181 Rosell, 1999 — 0.47 (0.27,0.79)  1.79 60
Park, 2005 —— 0.66 (0.36,1.23)  1.37 118 Pisters, 2007 —— 0.83 (0.61,1.13)  4.29 354
Roselli, 2006 —— 0.85(0.40,1.81)  0.95 140 Sorensen, 2005 —_—— 0.89 (0.49,1.62) 1.45 90
Scagliotti, 2003 - 0.96 (0.81,1.14)  8.83 1209 Yi, 2003 ——] 0.48 (0.24,0.99) 1.05 84
SGACLC, 1995 —— 0.69 (0.48,0.99)  3.46 333 Subtotal (I-squared = 31.6%, p = 0.155) D 0.81(0.67,0.97)  23.42
Strauss, 2006 —— 0.80 (0.57,1.13)  3.71 344 !
Tada, 2004 B 0.96 (0.61,1.51)  2.40 119 Heterogeneity between groups: p = 0.805 !
Ueda, 2004 * 0.15(0.02,1.27)  0.13 30 Overall (I-squared =23.1%, p = 0.119) é 0.80 (0.75,0.87)  100.00
Wada, 1996 g 0.64 (0.42,0.97) 272 323 ) ) I
Wada, 1999 —_—— 0.80 (0.48,1.34)  1.91 225 NOTE: Weights are from random effects analysis 1
Waller, 2004 —— 1.02 (0.77,1.35)  5.00 381
Winton, 2005 —— 0.67 (0.51,0.89)  5.06 482 P Chemo NO Chemo
Xu, 2000 —_— 0.49 (0.27,0.90)  1.43 70 <
Subtotal (I-squared = 22.5%, p = 0.163) | 0.80 (0.74,0.87)  76.58

I

Chemo No Chemo HR 0.81 (0.68-0.97, p = 0.024)

P o
<

HR 0.80 (0.74-0.87, p <0.001)

 LACE Meta-analysis: 5-year OS increased by 5.4% + 1.6%
* No significant different difference in OS benefit between adjuvant
and neo-adjuvant chemotherapy.

Lim et al. J Thorac Oncol 2009, Pignon et al. JCO 2008



INOVA

Adjuvant Treatment of EGFR
mutation positive NSCLC



Peri-op EGFR TKI INOVA
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Osimertinib in Resected EGFR-Mutated Non—Small-Cell Lung Cancer

Yi-Long Wu, M.D., Masahiro Tsuboi, M.D., Jie He, M.D., Thomas John, Ph.D., Christian Grohe, M.D.,
Margarita Majem, M.D., Jonathan W. Goldman, M.D., Konstantin Laktionov, Ph.D., Sang-We Kim, M.D., Ph.D.,
Terufumi Kato, M.D., Huu-Vinh Vu, M.D., Ph.D., Shun Lu, M.D., Kye-Young Lee, M.D., Ph.D.,
Charuwan Akewanlop, M.D., Chong-Jen Yu, M.D., Ph.D., Filippo de Marinis, M.D., Laura Bonanno, M.D.,
Manuel Domine, M.D., Ph.D., Frances A. Shepherd, M.D., Lingmin Zeng, Ph.D., Rachel Hodge, M.Sc.,

Ajlan Atasoy, M.D., Yuri Rukazenkov, M.D., Ph.D., and Roy S. Herbst, M.D., Ph.D., for the ADAURA Investigators>
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ADAURA established the
paradigm of adjuvant
osimertinib for 3 years in
resected stage IB-IlIA
EGFR exon 19 or L858R
NSCLC.

Primary endpoint DFS;
HR of 0.17 (0.12-0.23)

Median DFS NR vs 19.6
mo

CNS DFS NR vs 48.6 mo



ADAURA Update — ESMO 2022 INOVA
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4-year Update — consistent DFS benefit HR 0.23 (0.18, 0.30) from 0.17 (0.12, 0.23)
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ADAURA Update — ESMO 2022 INOVA
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4-year Update — consistent DFS benefit HR 0.23 (0.18, 0.30) from 0.17 (0.12, 0.23)
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DFS by stage: a waning effect for stage Il and Il1A?
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DFS by stage: a waning effect for stage Il and lllA?

A potentia| exCess Of DFS events for Stage 1. For stage IB: are more patients cured with 3yr osimertinib than

stage II/lIA, or are there simply not enough events post treatment
Stage 1B discontinuation?

. 2. For stage II/IIA:
f ' i « what is the optimal duration of osimertinib - is 3 years enough?
£ " ! * is osimertinib simply delaying relapse & if so, is the huge DFS
o M E difference meaningful to patients and payers?
° 0 3yr-treatment | how does this change adjuvant chemotherapy decision-making?
Y F—————T—t—T———T—7— 3. If stopping osimertinib at 3yr, what's the optimal imaging frequency
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CONDITIONAL PROBABILITY OF CNS* AND NON-CNS RECURRENCE IN
PATIENTS WITH STAGE I/ [IIA DISEASE

* The estimated probability of observing CNS recurrence (in the absence of non-CNS recurrence or death) at
36 months was 2% (95% CI: 0.9%, 5.0%) with osimertinib versus 13% (95% CI: 8.5%, 18.5%) with placebo

* The cumulative incidence of CNS recurrence was consistently lower in the osimertinib arm than in the placebo arm
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ongress *Defined as the probability of observing CNS as the first recurrence event, conditional on the patient not experiencing a competing risk event (non-CNS
PARIS M recurrence and death by any cause) by time t, TCumulative incidence function calculated using a Fine and Gray model.
2022 Masahiro Tsuboi, MD Content of this presentation is copyright and responsibility of the author. Permission s required for re-use.

Cl, confidence interval; CNS, central nervous system; DFS, disease-free survival
Data cut-off: April 11, 2022.
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* The estimated probability of observing CNS recurrence (in the absence of non-CNS recurrence or death) at
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*Defined as the probability of observing CNS as the first recurrence event, conditional on the patient not experiencing a competing risk event (non-CNS
recurrence and death by any cause) by time t; TCumulative incidence function calculated using a Fine and Gray model.

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
Cl, confidence interval; CNS, central nervous system; DFS, disease-free survival

Data cut-off: April 11, 2022.

Masahiro Tsuboi, MD



CONDITIONAL PROBABILITY OF CNS* AND NON-CNS RECURRENCE IN
PATIENTS WITH STAGE I/ [IIA DISEASE

* The estimated probability of observing CNS recurrence (in the absence of non-CNS recurrence or death) at
36 months was 2% (95% CI: 0.9%, 5.0%) with osimertinib versus 13% (95% CI: 8.5%, 18.5%) with placebo

* The cumulative incidence™ of CNS recurrence was consistently lower in the osimertinib arm than in the placebo arm
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ALL CAUSALITY ADVERSE EVENTS (210% OF PATIENTS)

Diarrhoea
Paronychia

Dry skin

Pruritis

Cough

Stomatitis

URTI
Nasopharyngitis
Decreased appetite
Dermatitis acneiform
Mouth ulceration
Nausea

Weight decrease
Arthralgia

mcongress

41|

3l<1

2 « ILD 11% (Gr 1&2) QTc

a1 prolongation 9%.

25 | ] |7  Adverse events remain
11 19 stable with long term
AL __# gallowl-lup. Il tolerated

w2l 4 . verall, well tolerated.
1] 1
501 10
14 1]
:;E ; [] Osimertinib, all grades
10 [<t] 6 B Osimertinib, Grades 3/4
10 1] Placebo, all grades
1] " Placebo, Grades 3/4

100 90 8 70 60 30 40 30 20 10 0

10 20 30 40 50 60 70 80 90 100

Percentage of patients with adverse event (%)

*Compared with the January 17, 2020 data cut-off, one additional patient reported interstitial lung disease (grouped term): pneumonitis, Grade 2;

TGrade 1, n=6; Grade 2, n=5; Grade 3, n=0; *Osimertinib: Grade 1, n=16; Grade 2, n=10; Grade 3, n=4; placebo: Grade 1, n=T; Grade 2, n=0; Grade 3, n=1.

QTc, electrocardiogram QT; URTI, upper respiratory tract infection
Data cut-off: April 11, 2022.



Targeted Therapy Futurescape INOVA
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EGFR A ICTAN 1 lIA-IIA C v C + Icotinib DFS
CORIN | IB Obs v Icotinib OS
ALCHEMIST 1] IB-1IIA C v C + Erlotinib OS
APEX 1] H-11A CvC+Almovs DFS
Almonertinib
NeoA  NEOADAURA 1 [-111B OsivOsi+CvP+ MPR
C
ANSWER | A Almo v Erlot/C ORR
Neolpower | [-111B Icotinib + C MPR
ALK A ALCHEMIST 1] IB-1IIA C v C + crizotinib OS
NeoA  ALINA 1] IB-1IIA C v alectinib MPR
RET A LIBRETTO-432 1] IB-1IIA  Selpercatinib v P EFS
MET NeoA  GEOMETRY-N | IB-11IB Capmatinib MPR
ALK/ROS1/ NeoA  NAUTIKA1 | -1 TKI x 2 cycles MPR
BRAF/RET/

NTRK



Conclusions INOVA
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* Adjuvant osimertinib improves DFS in patients
with resected EGFRm+ NSCLC. Reduces risk of
recurrence particularly CNS mets.

* Well tolerated, no new AEs on 4-yr follow-up

* But questions remain,

— |s 3 years of adjuvant osimertinib enough?

— Will there be an OS benefit?

— |Is treatment waning effect specific to stages Il & 111?
— How long do we surveil patients? Is 5 years enough?

* EXxpecting data on other targets including ALK,
RET, MET, ROS1, BRAF & NTRK



INOVA
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Immunotherapy in Resectable NSCLC



IMpower010: Phase Il randomised trial of
atezolizumab vs BSC in early-stage NSCLC

Completely resected | Cisplatin+ )
stage IB-IllA* NSCLC pemetrexed,
gemcitabine,
+ Stage IB tumors >4 cm | docetaxel or

» ECOG 0-1 vinorelbine

+ Lobectomy

1-4 cycles
« Tumor tissue for
PD-L1 analysis \ N=1280 )

Stratification factors
« Sex | Stage | Histology | PD-L1 status

Primary endpoint

+ Investigator-assessed DFS tested hierarchically

Key secondary endpoints

No crossover

Atezolizumab
1200 mg q21d x 16
cycles or 1 year

« OSinITT|DFSin PD-L1 TC 250% | 3-yr and 5-year DFS

Key exploratory endpoints
» OS biomarker analyses

Survival
follow-up

Clinical cutoff: 18 April 2022. Both arms included observation and regular scans for disease recurrence on the same

schedule. ECOG, Eastern Cooperative Oncology Group, q21d, every 21 days.

3 Per UICC/AJCC staging system, 7th edition. ® Two-sided a=0.05.

Hierarchical statistical testing
of endpoints

DFS in PD-L1TC 21%
stage lI-llIA population®

I positive: *

DFS in all-randomized
stage lI-llIA population®

If positive: *

DFS in ITT population (stage IB-lIA)®

I positive: *

[ 0S in ITT population® J

Endpoint was met at DFS IA

Endpoint was not met at DFS |A and follow up is ongoing

|| Endpoint was not formally tested

Felip E, WCLC 2022



IMpower010: DFS in the PD-L1 TC 21%?
stage lI-llA population (primary endpoint)

Atezolizumab BSC
(n=248) (n=228)
:\5 80- Median DFS (95% Cl), mo | NE (36.1, NE) | 35.3 (29.0, NE)
% Stratified HR (95% Cl) 0.66 (0.50, 0.88)
g P value 0.004¢
3 60- Median follow-up: 32.8 mo (range, 0.1-57.5)
@ | emeemeemmceesseccme e CEURER CTE N o oot
§ 40 ‘ 48.2%
'h ‘ |
N ‘ |
w : |
2 |
0 20 | :
0- I I I 1 1 1 ] 1 i 1 1 1 ; I I I I I I
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk

Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3
BSC 228 212 186 169 160 151 142135117 97 80 59 38 21 14 7 6 4 3

Clinical cutoff: January 21, 2021. Cl, confidence interval; HR, hazard ratio; NE, not evaluable. 2 Per SP263 assay. © Stratified log-rank. ¢ Crossed the significance boundary for DFS. 6
Dr. Heather A. Wakelee :

Presented By: IMpower010 Interim Analysis #ASCO021 | Content of this presentation is the property of the author, licensed by ASCO. 202‘] ASCO
https:/bit.ly/33t6JJP Permission required for reuse. ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



DFS by PD-L1 status®

All-randomised stage II-IlIA population (with and without known EGFR/ALK+ disease)

Subgroup (including EGFR/ALK+) n HR (95% CI)b¢

PD-L1 status by SP263

TC<1% 383 0.97 (0.72,1.31)

TC >1% 476 4= 0.66 (0.50, 0.88)

TC 1-49% 247 ——i 0.87 (0.60, 1.26)

TC 250% 229 el 0.43(0.27,0.68)

All patients¢ 882 0.79 (0.64, 0.96)

——
——
0.1 1.0 10.0

HR
Atezolizumab better BSC better

Subgroup (excluding EGFR/ALK+) n HR (95% CI)"¢
PD-L1 status by SP263
TC <1% 312 4 0.92(0.65,1.30)
TC 21% 410 —— 0.62 (0.45, 0.86)
TC 1-49% 201 ——&—T—  0.82(0.54,1.25)
TC 250% 209 —— 0.43(0.26,0.71)
All patientsh 743 —— 0.74 (0.59, 0.93)

0.1 1.0 10.0

HR
Atezolizumab better ~ BSC better
Clinical cutoff: 21 January 2021. @ Per SP263 assay.
b Stratified for all patients and PD-L1 TC 21%; unstratified for all other subgroups. ¢ DFS analyses in the PD-L1 TC <1% and TC 1-49% subgroups were
exploratory. 9 23 patients had unknown PD-L1 status as assessed by SP263. € Excluding patients with known EGFR/ALK+ NSCLC. f Unstratified for all
subgroups. 9 EGFR/ALK+ exclusion analyses were post hoc. " 21 patients had unknown PD-L1 status as assessed by SP263. 14



Results of OS |A: PD-L1 TC 21%?2 (stage lI-1lIA)

(data cutoff: 18 Apr 22, median follow-up: 46 months)

100 -
80 -
9 78.9% |
s %07 l 67.5%
2 1
Z !
=
w . :
T 40 E | Events, n (%)
0 | !
g |
0 ‘ mOS (95% Cl), mo
20 HR (95% CI)°
0 .
1 I 1 I I 1 I 1 | I 1 I I 1 I I 1 1 I I I I 1 | I
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
No. at risk

Atezolizumab 248 241 241 237 234 231 225 222 218 210 208 200 195 190 172 140 116 83 56 37 23 12 5§ 3 NE
BSC 228 220 214 210 205 201 198 192 185 180 172 167 166 158 140 110 95 72 49 27 15 8 7 4 NE

mOS, median overall survival; NR, not reached. 2By SP263 assay. "Stratified.

Atezo BSC
(n=248) (n=228)

52(21.0%) 64 (28.1%)
NR NR
0.71(049, 1.03)



ctDNA positivity was strongly prognostic, with DFS
favouring atezo in both ctDNA+ and ctDNA- patients

DFS in ctDNA-defined subgroups

o (stage II-llIA population) " In all ctDNA-evaluable stage II-lIA patients,
\ mDFS was NR (atezo) vs 31.4 months (BSC),

with an HR of 0.69 (95% CI: 0.53, 0.89)

BSC
(n=204)

mDFS, mo NR NR
HR (95% CI) | 0.72(0.52, 1.00)

’ }ctDNA— ctDNA-

DFS

CtDNA+

CDNA+ Atezo BSC

(n=53)  (n=59)
T T T T T T T T T T T T T T mDFS, mo 19.1 7.9

I I | |
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Months
199 | 131

\A- 218 20 2 189 1 ( 166 151 112 { 2% 12 y)
Atezo, ctDNA+ 63 47 37 33 29 28 27 26 28 17 14 10 6 3 2 0 0 O 0 O

HR (95% CI) | 0.61(0.39, 0.94)

No. at risk

BSC,ctONA+ 59 53 34 24 21+ fnirigsM. Gadged,MD 8 6 4 1 1 0 0 0 0 0 Zhou, ESMO Immuno-Oncology

Zhou et al. IMpower010 biomarkers. https://bit.ly/3F2KriO
Content of this presentation is copyright and responsibility
Clinical cutoff: 21 January 2021. Unstratified HRs are shown. of the author. Permission is required for re-use. 9



PEARLS/KEYNOTE-091 Study Design
Randomized, Triple-Blind, Phase 3 Trial

Eligibility for Registration Eligibility for Randomization

» Confirmed stage B (T >4 cm), PD-L1testing W « No evidence of disease

done centrally using
Il, or IANSCLC per AJCC v7 o011 IHe « ECOGPS 0 or 1

* Complete surgical resectionwith | 22c3phamdx |+ Adjuvant chemotherapy

negative margins (R0) » Considered for stage IB
* Provision of tumor tissue for (T >4 cm) disease
PD-L1 testing » Strongly recommended for
stage Il and lllA disease
* Limited to <4 cycles

Pembrolizumab 200 mg Q3W
for <18 administrations (~1 yr)

Placebo Q3W
for <18 administrations (~1 yr)

Stratification Factors Dual Primary End Points
* Disease stage (B vs Il vs IIA) * DFS in the overall population
o PD-L1TPS (<1% vs 1-49% vs 250%) * DFS inthe PD-L1 TPS 250%
* Receipt of adjuvant chemotherapy (yes vs no) population

» Geographic region (Asia vs Eastern Europe vs
Western Europe vs rest of world)

ESMO VIRTUAI- PI-ENARY ClinicalTrials.gov number, NCT02504372.

Secondary End Points
* DFS in the PD-L1 TPS 21% population

¢ 0S inthe overall, PD-L1 TPS 250%, and
PD-L1 TPS >1% populations

* Lung cancer-specific survival in the
overall population

« Safety



DFS, Overall Population

Pts w/ Median, mo

i _ Event (9% CI)
100 i 18-mo rate
00 ! i 73,49 Pembrolizumab  35.9% 536 (39.2-NR)
80- i 64.3% Placebo 44 3% 420 (31.3-NR)
704 !
0 | HR 0.76 (95% Cl, 0.63-0.91)
\Q — 1
°. i P=0.0014
g 50+ i T Tl
40- |
30- §
20- i
10
0 I I i I I I I I I I |
0 6 12 18 24 30 36 42 48 54 60 66
No. at risk Months
590 493 434 358 264 185 82 70 28 16 1 0
587 493 409 326 24 160 12 57 22 18 1 0

R d per RECIST v1.1 by investigator review.
ESMO VIRTUAL PLENARY 527 e ™™™



DFS, PD-L1 TPS 250% Population

INOVA

J

Pts w/ Median, mo
100~ Event (95% CI)
%04 18-morate Pembrolizumab  32.4%  NR (443-NR) Schar Cancer Institute
80 70.2% Placebo 38.2% NR (35.8-NR)
709 HR 0.82 (95% Cl, 0.57-1.18)
# 607 P=0.14 :
£ * Did not meet co-
3 primary endpoint DFS
0] in PD-L1 > 50% but
O 1 1 1 1 1 1 1 1 1 1 i
0 6 12 18 24 30 36 42 48 54 60 66 trend In :favor Of
Months pembrolizumab
W w  m m w s om oz b s 10
ESMO VIRTUAL PLENARY 5ol s ™™
0S, Overall Population T—
Event (95% CI)
100+ Pembrolizumab 16.6% NR (NR-NR)
904 Placebo 18.9% NR (NR-NR)
« Secondary endpoint OS 80+ femorate e
did not reach statistical o 91.3% HR 0.87 (95% Cl, 0.67-1.15)
. . . = P=0.17
significance, but immature g 1
data and longer follow-up -
needed o,

0 6 12 18 24 30 36 42

No. at risk Months

590 572 548 520 419 318 226 143
587 582 556 524 420 309 213 135

ESMD VI RTUAI- PI-ENARv Data cutoff date: September 20, 2021

48

83
78

52 23 2 0
44 16 1 0



All-Cause AEs, Incidence 210%

Grade
20 1 12 3
45 Pembrolizumab . .
40 - Placebo B
35
X
5 30 A 289
€25 1 g
2 2 | m ¥ 186 183
g ' ' 66155 169
15 1 127 ' 07
10 - '
5 - 46 29
0 -
Weight ~ Pruritus  Hypo-  Arthralgia Diarrhea  Fatigue  Cough  Hyper-  Dyspnea  Hyper-
increased thyroidism tension thyroidism
' @ There were no AEs with incidence 210% that were of grade 4 or 5 severity. — Content of thi presentation s conyrght and responsibily of the author.
ESM“ VIRTUAL PLENAHY Data cutoff date: September 20, 2021 0 ’ / o ttu\s Paz-Z{eg‘ tPermisswopn Is req%redtforre-tuse‘



Neoadjuvant IO & Chemo |O

INOVA

Schar Cancer Institute

PCR 7%-15%, RR 67%-95%

PCR 18%-38%, RR 81%-87%

100 Neoadjuvant ICl monotherapy

== pCR%
= MPR%

Neoadjuvant ICI+Chemotherapy

B Resection Rate %

pPCR/MPR/Resection Rate (%)

29

Nivolumab Nivolumab Sintilimab  Atezolizumab Atezolizumab
NEOSTAR1 CM-159 LCMC3
(Forde)

Godoy et al Biomarker Res 2023

88 90

\

Pembro Nivolumab Nivolumab Nivolumab  Atezolizumab Durvalumab

MK3475-223  +Ipilimumab +Chemo +Chemo +Chemo
NEOSTAR2 NADIM CM-816 Shu

[ o 1 NSRS | LY IDlaa~ N

+Chemo
JCO



Checkmate 816 'NOVA

Baseline characteristics

Key elighilty criteri NIVO + chemo Chemo
. (n = 179) (n = 179)
* Newly dgrosed, esctale Age, median (range), years 64 (41-82) 65 (34-84)
stage B >4 cmHIIANSCLC NIVO 360 g -
WPt ; el 28 e
e ) Surgery ECOG PS
v ECOGPS (- 3 d iologc| (it . 0 69 65
FCOGS - chemo‘ o Bodes - L I ol | |1 31 35
* o knownsenitizing ECFR [ N it | [ Smoking status,® %
' ' . ¢ t/f 89 88
mutation o ALK ltraton post demthi || Never et i i
treatment) :
- Histology, % 4 o
i S
Sratified by " 51 47
stage (B/1vs IIA) ——
DL 1< 14, andse | B/11 (A% B) 3 35
IB 6 4
A 17 18
/ 1B 14 13
Primary endpoints Key secondary endpoints Key exploratory endpoints included V| ma 63 64
v pCRby BIPR + IiPRby BIPR v ORR by BICR e 53 )8
 EFS by BICR v (5 + Feasilyof ey pr-an FIiEpe o L
v Tine todeath o disant metastases~~ Pstoperatve rgery-elated Afs Tumor PD-L1 expression, %
\ } Not evaluable 7 7
<1% 44 43
> 1% 50 50
Tsuboi ASCO 2022




Neoadjuvant Nivolumab + CT in Resectable Stage
IB-11IA (CheckMate 816): pCR® Rate

PRIMARY ENDPOINT: ITT (ypTONO)?

40 1 OR = 13.94 (99% Cl, 3.49-55.75)

P <0.0001
Difference¢
0 ‘ 21.6%
o
& 24,0%
0
o+
(0]
= 20
%
U
Q
10 |
2.2%¢
| |
NIVO + chemo Chemo
n/N 43179 4/179

*  pCRrate in the exploratory NIVO + IPl arm (ITT) was 20.4% (95% Cl, 13.4 29.0)

CT, chemotherapy.

PCR rate (%)
—_ () w S
o o o o

o
1

n/N

PCR rate (%)
N w H N
o o o

—
o
1

0 -

n/N

PATIENTS WITH RESECTION® (ypTONO)

30.5%
3.2%
NIVO + chemo Chemo
43/141 4/126

PRIMARY TUMOR ONLY IN ITT (ypTo)

25.7%
2.8%
\ |
NIVO + chemo Chemo
46/179 5/179

#Per BIPR; pCR: 0% residual viable tumor cells in both primary tumor (lung) and sampled lymph nodes; °ITT principle: patients who did not undergo surgery counted as non responders for primary analysis; “Calculated by stratified
Cochran Mantel Haenszel method; 9pCR rates 95% CI: NIVO + chemo, 18.0 31.0; chemo, 0.6 5.6; Patients who underwent definitive surgery with an evaluable pathology sample for BIPR.

Forde P, et al. American Association for Cancer Research Annual Meeting 2021. Presentation CT003.

35



Checkmate 816 Results INOVA

Schar Cancer Institute

A
100 -4
90- _
Median
3 80 No.of  Event-free Survival
— 704 : , _ Patients (95% Cl)
- ' - Nivolumab plus mo
g 50 : ' chemotherapy :
A 504 ' ' Nivolumab plus 179 31.6 (30.2—-NR)
9 : : Chemotherapy
& 407 : l Chemotherapy 179 20.8 (14.0-26.7)
' 30- = : Chemotherapy alone Alone
v ' 1
@ 204 . ! Hazard ratio for disease progression,
: : disease recurrence, or death, 0.63
104 : : (97.38% Cl, 0.43-0.91)
0 T T T T T T T T T T T T T 1 P=0.005
O 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6 3 O
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 O

Forde et al. NEJM 2022



Z| INOVA

Checkmate 816 Results

Schar Cancer Institute

A
100~
20 Median
< 80 2 No. of Event-free Survival
= 70+ : . Patients (95% ClI)
S : - Nivolumab plus o
= 60 : . chemotherapy .
] 50 : : Nivolumab plus 179 31.6 (30.2—NR)
3 ' Chemotherapy
& 407 : : Chemotherapy 179 20.8 (14.0-26.7)
"S‘ 304 E E Chemotherapy alone Alone
KT 20 . . Hazard ratio for disease progression,
. . disease recurrence, or death, 0.63
il - : (97.38% ClI, 0.43-0.91)
0 T T T T T T T T T T T T T 1 P=0.005
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab plus chemotherapy 179 151 136 124 118 107 102 87 74 41 34 13 6. 3 o
Chemotherapy alone 179 144 126 109 94 83 75 61 52 26 24 13 11 4 0
Disease stage at baseline A
IB or 11 127 NR (27.8—NR) NR (16.8—NR) o 0.87 (0.48—-1.56)
1A 228 31.6 (26.6—NR) 15.7 (10.8—22.7) ——e— 0.54 (0.37—0.80)
Histologic type of tumor '
Squamous 182 30.6 (20.0—NR) 22.7 (11.5—NR) — e 0.77 (0.49—1.22)
Nonsquamous 176 NR (27.8—NR) 19.6 (13.8—-26.2) — e 0.50 (0.32—0.79)
Smoking status E
Current or former smoker 318 31.6 (30.2—NR) 22.4 (15.7—NR) ————! 0.68 (0.48—0.96)
Never smoked 39 NR (5.6—-NR) 10.4 (7.7—20.8) L 2 y 0.33 (0.13-0.87)
PD-L1 expression level :
<19 155 25.1 (14.6—NR) 18.4 (13.9-26.2) —_— 0.85 (0.54—1.32)
=126 178 NR (NR—NR) 21.1 (11.5—NR) —_——— H 0.41 (0.24—-0.70)
1-49% 98 NR (27.8—NR) 26.7 (11.5—NR) o : 0.58 (0.30—1.12)
=50% 80 NR (NR—NR) 19.6 (8.2—NR) o : 0.24 (0.10-0.61)
T™MB
<12.3 mutations/megabase 102 30.5 (19.4—NR) 26.7 (16.6—NR) - 0.86 (0.47—1.57)
=12.3 mutations/megabase 76 NR (14.8—-NR) 22.4 (13.4—NR) . 0 0.69 (0.33—-1.46)
Type of platinum therapy .
Cisplatin 258 NR (25.1-NR) 20.9 (15.7—NR) ——— 0.71 (0.49-1.03)
Carboplatin 72 NR (30.5-NR) 10.6 (7.6—26.7) o : 0.31 (0.14—0.67)
T T T T T 1
0.125 0.25 0.50 1.00 2.00 4.00

Forde et al. NEJM 2022

Nivolumab plus Chemotherapy Better

Chemotherapy Alone Better



CheckMate 816: surgical outcomes with neoadjuvant NIVO + chemo

Surgical approach by baseline stage of disease

Thoracotomy Minimally invasive Minimally invasive>opend

aNIVO + chemo uNIVO + chemo aNIVO + chemo
Chemo Chemo Chemo

Nivo + chemo resulted in more
minimally invasive surgeries
and fewer pneumonectomies

Patients (%)

B H L 90-Day surgery-related complications summary?

BLstage  All' 1B/ A y 1BAI A 1BAI A 25
N 88/149 85/135  32/55 35/52  56/94 50/83 441149 29/135  16/55 13/52  28/94 16/83 171149 211135 7/55 4/52  10/94 17/83 Grade

1-2 3-4
% NIVO + chemo NIVO + chemo

Chemo

Surgery-related AEs,* %

Nivo+ chemo did not increase
surgery related AEs

Patients with an event® (%)

Anemia Pain Wound  Procedural Pyrexia Pneumonia Pneumo- Subcutaneous Atrial Cough Pleural  Nausea  Dyspnea Pulmonary Non-cardiac
complication  pain thorax  emphysema fibrillation effusion fistula  chest pain

+ Grade 5 surgery-related AEs (within 24 hours of AE onset) were reported in 2 patients in the NIVO + chemo arm and were
deemed unrelated to study drug per investigator (1 each due to pulmonary embolism and aortic rupture)c

Jonatha n Spice r, d bSt a Ct 8503 + 30-day and 90-day mortality rates are planned to be evaluated when survival endpoints are available

Jyotfﬁsﬁgﬁee‘i,%b #ASC021 | Content of this presentation is the property of the author, licensed by ASCO. 2021 ASCO

Permission required for reuse.

ANNUAL MEETING

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



CheckMate 816 neoadjuvant NIVO + chemo in resectable NSCLC: EFS by pathological regression

Safety

pCR No pCR MPR No MPR
(primary tumor)P (primary tumor)P (primary tumor)® (primary tumor)P

All treated

Patients

(%) (n=176) | (n = 176)

Any grade

TRAES? 82 89 85 100 84 88 79 96 90 86
Grade 3-4

TRAES 34 37 30 40 37 35 31 32 39 36

* Incidence of TRAEs in the NIVO + chemo arm was similar in patients with or without pCR/MPR and
consistent with all treated patients

2Includes events reported between the first neoadjuvant dose and 30 days after the last neoadjuvant dose as per Common Terminology Criteria for Adverse Events Version 4.0; Medical Dictionary for Regulatory Activities 6
Version 24.0; bpCR and MPR assessed in path-evaluable patient population.

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

Provencio-pulla. ASCO 2022



Neoadjuvant 10 vs Adjuvant |10

INOVA

Schar Cancer Institute

1801 Study Schema

Primary endpoint; Event-ree surviva

18 cycles pembrolizumab
200mg IV o3 wk

Resectable
stage [IB-IV
Clinically

assessable

melanoma 3cycles ‘ 15 cycles

pembrolzumab pembrofzumab 200
\ / \.

| "ac3cwaphic aSSSSIMent  Adftnal rtera stataincluced AJCC 6% ed.tage and LOH, v ratan allwed, concomant radatn &
pembrolzumab was notalowed, brain mefastass excluced, uveal melanoma gxclided
Surgery type and extent was requie o be pre-spgcfed and camed out regarcless ofradologic response f terapy

s Ongress
08 = VB

Patel et al. ESMO 2022

‘‘‘‘‘‘‘

S$1801 primary endpoint: Event-free survival

«= 1.0;
C
°
© 0.8 i
= — Neoadjuvant _
72%
[e]
< 0.6
=
- 0.4 ‘Adjavant
C .4 1 ljuvan
Q
T
S 0.2
[e) Hazard ratio=0.58 (95% CI 0.39-0.87) p=0.004
n’__ 0.0 Landmark 2-year EFS: 72% v. 49%
) 6 12 18 24 30 36
Noat Fisk Months since randomization
159 98 67 40 22 10 2 Adjuvant
154 96 69 46 25 17 1 Neoadjuvant

Overall survival

1 O 1 Neoadjuvant
T R - s
0.8 P —
GZ) Adjuvant
© 0.6
——
®
© 04
(0]
o
0.2
Hazard ratio=0.63 (95% CI 0.32-1.24) p=0.18
0.0
6 12 18 24 30 36
No. at Risk Months since randomization
159 124 93 60 33 15 3 Adjuvant
154 124 90 59 30 19 1 Neoadjuvant



Why Neoadjuvant vs Adjuvant 10 in @ nOVA

N S C L C f? Schar Cancer Institute

* Pros
— Higher neoantigen load
— Early treatment of micro-metastatic disease
— Intact tumor vasculature

 Cons
— Delay in resection

— Treatment related adverse events

— Risk of delayed/cancelled surgery (CM 816 83% vs
75%; NADIM 11 93% v 69%)



Futurescape

INOVA

Schar Cancer Institute

NeoA KN-671
IMp-030
AEGEAN
NCT04379635
NCT04025879
NCT04158440

A NCT02273375
ALVIN
MERMAID 1 & 2
NADIM-ADJ

I
I
I
I
I
I
I
/111
/111
/111

1B, IlIA
I1L1IA & [1IB
I1,1IA & 11IB
ILINA
IA-11IB
A

IB-IIIA
IB-IIIA

11-111

IB-IIIA

C+Pemv C

Atezo+C v C
C+Durvav C
Tisle+Cv C

Nivo+C > Surg > Nivo
Tori+C

Adj Durva v Placebo
Adj Nivo v Obs
C+Durva > Durva

C+Nivo>Nivo

EFS, OS
MPR
PCR, EFS
MPR, EFS
EFS
MPR, EFS
DFS
DFS, 0OS
DFS

DFS



Conclusions INOVA

Schar Cancer Institute

* |0 agents in peri-op treatment of NSCLC is a
key breakthrough, but questions remain,

— Neo-adjuvant v adjuvant? It maybe a function of
patient selection: ?cfDNA ?imaging

— Is 3 cycles of neo-adjuvant chemo IO enough?

— Do we need both neo-adjuvant & adjuvant IO? Is
there an optimal regimen?

* Pre-treatment molecular testing is essential!

* Results from ongoing trials would guide patient
& treatment selection.



Waning treatment effect of TKIs after discontinuation

dentified in other adjuvant EGFR TKI trials

A
= 0 104 — leotinib
1.0 o _E T —Erotinib group _ — Chemotherapy
08 ° ! g L i_*; :
' g ! 3 . 0%
T 06 [ % i - | " 3 067
o | H 2
Placebo | (g 04 | g i +_ '?C: 044
0.4+ Median: 285 montls &’ | g | 2 |
Erlotinib I 30.2 | g I :E 024 Icotinib: median 47-0 months (95% G1 36.4-NR)
0.2 Madian: 46.4 montip b I M HRo268 9% Clo13603) | -+ £ Chemotherapy: median 22:1 months(95% C1 16.8-304)
2 | g akpO 001 | 5 HR 036 (95% C10:24-0:55); p<0:
HR: 0.61 (95% CI,O}B to 0.98) 5 1 : 3 4 5 5 7 g 9 ],0 0 : ! 4 | ; 0 1 (I; 112 llg 2[ |0 Ié |2 |8 5l
0 6 1218 24 30 3 42 48 5 60 66 R 0 0 4 ¥ # 0 R L
Time (months)
RADIANT! SELECT? EVAN? EVIDENCE*
Treatment Duration . Fos - P
erlotinib erlotinib erlotinib icotinib
I 5
m— Gefitnib median 35.9 months
100 (95% Cl, 30.0 to 47.7 months) |MPACT 100 — Gefitnib i
—— Cishin. 25.1 months f. t. .b —— Vinorelbine plus cisplatin
80 (95% Cl, 17.7 to 41.8 months) ge I Inl - 80 \ 0‘60(gsia(zlag!“rzafzé;;’r;g:gsc:
= 4 e
X 60+ 3 \ !
v a
¢ | | ADJUVANT®
(=] I § I —t
v mgn .
20 - 5-Year DFg rate 2 20 : gefltlnlb
Gefitinib 31.8% I
cisivin - 38.1% P= .63, stratified log-rank I
T T T T T T T T T 0 T T T T 1
0 n % 36 48 60

B ™ PP
2022

Sanjay Popat FRCP PhD  Yf@DrSanjayPopat
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