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Neoadjuvant PD-1 Blockade
in Resectable Lung Cancer
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EFS using RECIST v1.1 (BICR) (mITT)
First planned interim analysis of EFS
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NADIM Il trial: study design

« NADIM Il was a randomized, phase 2, open-label study that evaluated NIVO + chemo vs chemo in resectable
stage IIlA-B NSCLC

Neoadjuvant therapy

NIVO 360 mg +
Paclitaxel 200 mg/m? +
Carboplatin AUC 6
QW x 3 cycles

Key eligibility criteria

+ Locally advanced, potentially
resectable stage IIlA-B NSCLC (8th
edition)

* No EGFR or ALK mutations

Paclitaxel 200 mg/m? +

Carboplatin AUC 6
QIW = 3 cycles

Primary endpoint Secondary endpoints
- pCR + MER
. Sumtal outcomes
* ORR
+ Downstaging

AUC, area under the curve; chemo, chemotherapy; CtDNA, circulating tumor DNA; MPR, major pathalogic respanse; NIV, nivolumab; NSCLC, non-small cel lung cancer; ORR, objective response rate;

Adjuvant therapy

suve [T

Within third to fourth week .
(&7 days) from Day 21 Cycle F"“s"“’ ”:’s""
3 of neoadjuvant treatment year

DI observation Q12W
Sy, for & months

* PES, 05
+ Predictive biomarkers (PD-L1, ctDNA

See also Pathologic Response Reoctive Deck

+ Safety

@5, overall survival; pCR, pathelogic complete response; PD-L1, programmed death ligand 1; PFS, progression-free surdval; R, randomized
Provencio M et al. Oral presentation at World Conferance on Lung Cancer (WCLC); August -9, 2022; Vienna, Austria. Presentation PLD3.12.
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non-metastatic non-small cell lung cancer

Bristol Myers Squibb Announces Perioperative Regimen of Neoadjuvant Opdivo
(nivolumab) and Chemotherapy Followed by Adjuvant Opdivo Significantly Improves
Event-Free Survival in Patients with Resectable Non-Small Cell Lung Cancer

09/22/2023

CheckMate -77T represents the company’s second positive Phase 3 trial with an immunotherapy-based combination for the treatment of
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Neoadjuvant and Adjuvant Treatments for Early
Stage Resectable NSCLC: Consensus
Recommendations From the International
Association for the Study of Lung Cancer
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Checkmate 816: study design

Primary analysis population

Key eligibility criteria N = 358 NIVO 360 mg Q3W +
+ Newly diagnosed, resectable, chemo*< Q3W (3 cycles)
stage IB (= 4 cm)-1IIA NSCLC Radiologic Surgery Follow-up
(per TNM 7th edition) restaging (within 6 Optional
- ECOG PS 0-1 > Chemod Q3W (3 cycles) — weeks =—> adjuvant ———
+ No known sensitizing EGFR post- chemo + RT
mutations or ALK alterations treatment)f
NIVO 3 mg/kg Q2W (3 cycles)
Stratified by stage (IB-Il vs IlIA), + IPI 1 mg/kg (cycle 1 only)e
PD'L1a‘Z 1% vs < 1%b), and sex (Exploratory arm)
Primary endpoints Secondary endpoints Exploratory endpoints
* pCR by BIPR * MPR by BIPR « EFS2  Feasibility of surgery
« EFS by BICR « 0S * ORR by BICR » Peri- and postoperative surgery-related AEs
« TIDM » Predictive biomarkers (PD-L1, » Safety

TMB, ctDNA®)

Forde PM et al. N Engl J Med. 2022



Neoadjuvant nivolumab plus chemotherapy vs
chemotherapy in patients with resectable
NSCLC: 4-year update from CheckMate 816
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EFS: 4-year update?

» In CheckMate 816, neoadjuvant NIVO + chemo significantly improved the primary endpoints of EFS and pCR vs chemo

and demonstrated a favorable OS trend in patients with resectable NSCLC'2

100 < NIVO + chemo Chemo
(n=179) (n=179)
Median EFS, mo 43.8P 18.4¢
80 A HR (95% ClI) 0.66 (0.49-0.90)
—_— 60' o
R - NIVO + chemo
m é - =)
W 40 = A
40%: 38%¢!
20 - 2 | Chemo
0 | | | | | i | ; | | | |
0 6 12 18 24 30 36 42 48 54 60 66 T
Months from randomization
No. at risk
NIVO + chemo 179 130 114 99 92 85 74 64 49 24 5 2 0
Chemo 179 124 92 73 60 56 53 50 37 22 2 1 0

Database lock date, February 23, 2024; minimum/median follow-up, 49.1/57.6 months.

aExploratory analysis. ¢95% Cl: 30.6-NR; <14.0-26.7; 941-57; €30-46. 1. Forde PM, et al. N Engl J Med 2022;386:1973-1985. 2. Forde PM, et al. Oral presentation at European Lung Cancer Congress (ELCC); March 29-April 1,

2023; Copenhagen, Denmark. Presentation 840.



Checkmate 816: OS 4y FU

NIVO + chemo Chemo

(n=179) (n=179)
Median 0S,2 mo NR NR¢
HR (98.36% Cl); P value 0.71 (0.47-1.07); 0.0451b
Unstratified HR (95% Cl) 0.69 (0.49-0.97)
100 -
80
7 1%
. » _NIVO + chemo
. 60— =3 8 : SensGRN NS R NEY
® 64% -
= i 58%¢
o) : Chemo
40—
20
o I | | I | i I ; | I | I |
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months from randomization
No. at risk

179 168 160 151 147 140 137 129 120 84 41 14 0
179 169 158 138 123 114 111 103 97 68 36 12 1 0



KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Key Eligibility Criteria
» Pathologically confirmed,

resectable stage II, llIA, or IlIB
(N2) NSCLC per AJCC v8

No prior therapy
Able to undergo surgery

Provision of tumor sample for
PD-L1 evaluation using PD-L1
IHC 22C3 pharmDx

ECOG PS0Oor1

Neoadjuvant Phase

Pembrolizumab 200 mg IV Q3W
+

Cisplatin and Gemcitabine
or

Cisplatin and Pemetrexed

for up to 4 cycles

Placebo IV Q3W
-

Cisplatin and Gemcitabine
or
Cisplatin and Pemetrexed

for up to 4 cycles

Surgery per Local Standards
Performed <20 wk after
1st neoadjuvant dose
(4-8 wk after last dose if
<4 neoadjuvantcycles)

e

=

Adjuvant Phase
Started 4-12 wk after surgery

Pembrolizumab 200 mg IV Q3W

for up to 13 cycles (~9 mo)

Placebo IV Q3W

for up to 13 cycles (~9 mo)

Stratification Factors
+ Disease stage (Il vs Ill)
* PD-L1 TPS?2 (<50% vs 250%)
+ Histology (squamous vs nonsquamous)
« Geographic region (east Asia vs not east Asia)

Wakelee H et al. N Engl J Med 2023;389:491-503. ClinicalTrials.gov identifier: NCT03425643.

Dual primary end points: EFS per investigator review and OS

Key secondary end points: mPR and pCR per blinded, independent
pathology review, change from baseline in HRQoL in the neoadjuvant and
adjuvant phases, and safety



Event-Free Survival
According to %RVT Categorization in the Pembrolizumab Arm

1004
90+
80+

Pembro Arm % RVT 0% —-<5%

704

60-

50+ TEETE Pembro Arm %RVT>30%—<60%

40- 11 1 ]

30-

Event-Free Survival, %

20-
10+

0 ] ] ] ] ] ] ] ] ] 1

0 6 12 18 24 30 36 42 48 54 60
No. at risk Time, mo

%RVT 0%-<5% 102 100 98 94 77 54 39 21 11 2 0
%RVT >5%-<30%

%RVT >30%-<60% 101 95 73 66 52 34 24 16 8 2 0
%RVT >60%



Health-Related Quality of Life Outcomes
From the Randomized, Double-Blind Phase 3
KEYNOTE-671 Study of Perioperative
Pembrolizumab for Early-Stage NSCLC

Marina C Garassino, Heather Wakelee, Jonathan D Spicer, Moishe Liberman, Terufumi Kato, Masahiro Tsuboi,
Se-Hoon Lee, Ke-Neng Chen, Christophe Dooms, Margarita Majem, Ekkehard Eigendorff, Gaston L Martinengo,
Olivier Bylicki, Delvys Rodriguez-Abreu, Jamie Chaft, Jing Yang, Ashwini Arunachalam, Josephine M Norquist,
Steven M Keller, Shugeng Gao

Presented by Marina C Garassino of the University of Chicago School of Medicine and
Biological Sciences, Chicago, IL, USA



Empirical Mean Change From Baseline Over Time
EORTC QLQ-C30 GHS/QoL

100 -

80+

-o- Pembrolizumab group
-o- Placebo group

60=

40+

Improvement

20+

Mean Change From Baseline (95% ClI)
o
!

-20=
-40 -
60+
-80= Neo-
§ adjuvant Adjuvant Post Adjuvant Follow-up
400 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
()] il — < N~ o D 0 N~ © N 0 < o (o) N Q < o
(O]
3 £ = = = £ £ 2 £ 2 2 £ £ £ 1 15 3 s
o
No. of 388 342 300 269 260 266 235 215 226 191 170 151 120 108 84 69 31 22 3
participants 391 350 299 246 239 244 214 199 196 145 125 95 80 65 37 35 18 10 5

Completion of the QLQ-C30 at baseline and adjuvant week 10 was 268.6% in the pembrolizumab group and 262.1% in the placebo group; compliance was 292.2% and 292.9%, respectively.
A 210-point difference in EORTC QLQ-C30 scales is generally considered clinically relevant. Data cutoff date for IA2: July 10, 2023.



Perioperative Durvalumab for Resectable NSCLC
Updated Outcomes from the Phase 3 AEGEAN Trial

John V. Heymach,! David Harpole,? Tetsuya Mitsudomi,® Janis M. Taube,* Shugeng Gao,’
Laszlo Urban,®Jin Hyoung Kang,” Francisco J. Orlandi,? Jeronimo Rodriguez-Cid,® Bartomeu Massuti,°
Luis Leon Mateos,*! Giulia Pasello,*? Quincy Chu,3 Jaroslaw Kolb-Sielecki,’* Masao Nakata,> Mike Aperghis,®
Helen Mann,® Tamer M. Fouad,’” Gary J. Doherty,!® Martin Reck?!®

AEGEAN study design

Study population

Durvalumab 1500 mg IV +

D | b 1500 v
¢ Resectable NSCLC* olatinum-based CT* urvaluma mg
(stage IIA-IIIB[N2]; AICC 8" ed) Q3W for 4 cycles Q4W for 12 cycles

* Treatment-naive
e ECOGPSOor1

¢ Lobectomy, sleeve resection, or
bilobectomy as planned surgery* Placebo IV +

e Confirmed PD-L1 status’ platinum-based CT*

* No documented EGFR/ALK s Q3W for 4 cycles
aberrations* randomized

Randomization stratified by:

*Disease stage (Il vs I11) .
*PD-L1 expression (21% vs <1%)

pCR/ MPR
assessment

Placebo IV
QAW for 12 cycles

Efficacy analyses were performed in the mITT population (or its resected subpopulation), which excluded patients with documented EGFR/ALK aberrations®
Primary endpoints: pCR, evaluated centrally (IASLC 2020%), and EFS per BICR (RECIST v1.1)
Key secondary endpoints: MPR, evaluated centrally (IASLC 2020%), DFS per BICR (RECIST v1.1) in the resected subpopulation, and OS




Updated EFS (second planned interim analysis; mITT)

* EFS benefit favoring the durvalumab arm was maintained and consistent with that reported previously?

D arm PBO arm
1.0 g No. events / no. patients (%) 124/366 (33.9) 165/374 (44.1)
i g mEFS, months (95% Cl) NR (42.3-NR) 30.0 (20.6—-NR)
0.9 + ® Stratified HR (95% Cl) 0.69 (0.55-0.88)
0.8
0.7 4
(7] .
et ik
— 0.6 4 !
Q '
> b
£ 05 '
8 ]
s |
e 04- . i i
o ' ) ]
' ' ]
0.3 - - ' '
' ) ]
) ) ]
0.2 | ' ' Median follow-up (range) in censored patients: 25.9 (0.0-58.6) months
- ! ] EFS maturity: 39.1%
0.1 - ) i H
' 1] ]
' ) ]
| ' 1
00 I I I i I I I ; | I I 'l I | I I I I I )
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No: at iicks Time from randomization (months)
Darm 366 337 276 240 219 201 194 179 172 128 121 76 67 48 36 29 6 4 4 - 0

PBO arm 374 338 261 225 201 176 172 151 142 93 83 57 53 36 32 25 8 3 2 2 0



Updated EFS by subgroup (mITT)

e EFS benefit was maintained across predefined subgroups

Median EFS, months (95% C1
D arm PBO arm

(N=366) (N=374) HR (95% C1)
All patients 740 NR {42.3-NR) 0.0 {20.6-NR —8— | 0.69 (0.55-0.88)
Age at randomization <65 years 358 NR (NR-NR} 1 ——q : 0.69 (0.48-0.97)
265 years 382 NR [31.5-NR) 15.1 }_-_4: 0.71 (0.52-0.57)
Sex Male 530 NR {41.2-NR) —e— : 0.66 (0.50-0.88)
Female 210 NR (33.2-NR) 5.1 |— 0.80 {0.52-1.23)
ECOGPS 0 506 NR {42.3-NR) 1(195- —— i 0.66 (0.50-0.88)
1 234 NR (21.8-NR) 6(1 t - : 4 0.79 (0.52-1.20)
Race* Asian 307 NR (42.3-NR) ———— 0.66 (0.45-0.95)
Non-Asian 433 NR (33.2-NR) 1 I——O—I: 0.73 (0.54-0.99)
Smoking Current 190 NR (33.2-NR) - —NR | { : 0.52 (0.32-0.82)
Former 443 NR (41.2-NR) 20.7- p—— 0.75 (0.56-1.02)
Never 107 NR (13.0-NR) ; : 0.88 (0.47-161)
Histology Squamous 360 NR (41.2-NR) 4 p—————y | 0.70 {0.49-0.98)
Non-squamous 375 NR (36.6-NR) —e 0.73 (0.53-1.00)
Disease stage Stage |l 214 NR (41.2-NR) 4 4-NF }—-——:—l 0.82 (0.45-1.34)
(AICCB*"ed.) Stage lIIA 338 NR {42.3-NR) 11.7-45 ——— 0.60 {0.42-0.34)
Stage llIB 186 36.6 (12.7-NR) 11 2 }-—o—-—;—l 0.81 (0.53-1.23)
Lymph node station N2 single 273 NR (NR-NR) p———e— : 0.58 (0.39-0.85)
N2 multi 74 31.9 (9.3-NR) 7.2—NR a L { 0.78 (0.40-1.49)
PD-L1 expression at baseline' TC<1% 247 NR (24.7-NR) b (14.3- F——*—ﬂ 0.69 (0.46-1.02)
TC 1-45% 277 NR {31.5-NR) 9 (123~ f——— 0.73 (0.50-1.05)
TC 250% 216 NR (41.2-NR) 2 }———:—1 0.71(0.44-1.12)
Planned neoadjuvant Cisplatin 196 NR (NR-NR) 5.0 (13.8-N k "B 0.58 (0.35-0.83)
platinum agent Carboplatin 544 NR (36.6-NR) 26.2 (20.6—NF ——— 0.75 {0.57-0.97)
0.25 05 3 2 3

Hazard ratio

. - Favors PBO arm
John V. Heymach | Perioperative Durvalumab for Resectable NSCLC: i oo
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0S (mITT)

e Based on 35% maturity, an OS trend favoring the durvalumab arm was observed

Probability of OS

No. at risk:

Darm

PBO arm

1.0

0.9

0.8

0.7

0.6

0.5

0.4 4

0.3

0.2

0.1 4

D arm PBO arm
No. events / no. patients (%) 121/366 (33.1) 140/374 (37.4)
mOS, months (95% Ci) NR (NR-NR) 53.2 (44 .3-NR)

Stratified HR (95% CI) 0.895 (0.70-1.14)

Median follow-up (range) in censored patients: 33.6 (0.7-64.3) months
OS maturity: 35.3%

0.0

0

366 356 327 316 297 288 277 267 260 227 182 141 104 80 62 50
374 367 342 327 309 292 287 270 259 230 183 149 116 87 68 58

3

6

T
9 12

15 18 21 24 27 30 33 36 39 42 45

I
48 51 54 57 60 63 66

Time from randomization (months)

39 29 36 12 3 3. 0
41 28 16 7 2 0 O

- Preplanned analysis censoring patients with cause of death due to COVID-19: OS HR = 0.84 (95% CI: 0.66—1.08)

John V. Heymach | Perioperative Durvalumab for Resectable NSCLC:

Updated Outcomes from the Phase 3 AZGEAN Trizl

DO = My 300, 2008 08, srexiian 05



Background and study design

* In the phase 3 CheckMate 77T® study, perioperative NIVO demonstrated statistically significant and clinically meaningful
EFS benefit vs PBO in patients with resectable NSCLC (HR, 0.58; 97.36% Cl, 0.42-0.81; P < 0.001); pCR was also improved'

* Here we report updated clinical outcomes from CheckMate 77T with a median follow-up of 33.3 months, exploratory
outcomes by pCR status, and ctDNA analyses

NIVO 360 mg Q3W

Key eligibility criteria chem:" oW Surgery I::Ypotjﬁ% rrc'lsg’ccl)_:s\;\f
* Resectable, stage IIA (> 4 cm)-11IB (N2) NSCLC (up to 4 cycles)
(per AJCC 8th edition)
* No prior systemic anti-cancer treatment N = 461 Neoadjuvant Neoadjuvant Adjuvant Discase
* ECOG P50 c1D1 treatment completion C1D1 C4D1 C7D1 C13D1 recurrence
* No EGFR mutations/known ALK translocations @ B © P & &

ctDNA assessment schedulec
Stratified by

histology (NSQ vs SQ), disease stage (Il vs lll), PBO Q3W
and tumor PD-L1 (2 1% vs < 1% vs &+ i PBO Q4W
not evaluable/indeterminate) chemo® Q3W g Surgery (up to 13 cycles)

(up to 4 cycles)

Primary endpoint Secondary endpoints Exploratory analyses
» EFSdY by BICR * pCRe by BIPR « OS « Outcomes by pCR status
* MPR by BIPR « Safety » ctDNA clearancef and recurrences

Database lock date: April 26, 2024; median follow-up (range): 33.3 months (23.6-52.1).

aNCT04025879. PNSQ: cisplatin + pemetrexed, carboplatin + pemetrexed, or carboplatin + paclitaxel; SQ: cisplatin + docetaxel or carboplatin + paclitaxel. <ctDNA was measured using the Invitae Personalized Cancer
Monitoring (tumor-informed) assay. 9Time from randomization to any disease progression precluding surgery, abandoned surgery due to unresectability or disease progression, disease progression/recurrence after
surgery, progression in patients without surgery, or death due to any cause. 0% residual viable tumor cells post-surgery in both primary tumor (lung) and sampled lymph nodes. fChange from detectable ctDNA at
neoadjuvant treatment initiation (C1D1) to no detectable ctDNA at neoadjuvant treatment completion (end of neoadjuvant treatment or prior to definitive surgery). 8Change from no detectable ctDNA at adjuvant
treatment initiation (C1D1) to detectable ctDNA during the post-operative period (adjuvant C4D1, C7D1, or C13D1; disease recurrence). 1. Cascone T, et al. N Engl J Med 2024;390:1756-1769.
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Perioperative Nivolumab
in Resectable Lung Cancer

T. Cascone, M.M. Awad, .D. Spicer, J. He, S. Lu, B. Sepesi, F. Tanaka, .M. Taube,
R. Cornelissen, L. Havel,* N. Karaseva, ]. Kuzdzal, L.B. Petruzelka, L. Wu,
J.-L. Pujol, H. Ito, T.-E. Ciuleanu, L. de Oliveira Muniz Koch, A. Janssens,

A. Alexandru, S. Bohnet, F.V. Moiseyenko, Y. Gao, Y. Watanabe,
C. Coronado Erdmann, P. Sathyanarayana, S. Meadows-Shropshire, S.I. Blum,
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Perioperative nivolumab vs placebo in patients with
resectable NSCLC: clinical update from the phase 3
CheckMate 77T study

Mariano Provencio Pulla,! Mark M. Awad,? Tina Cascone,? Jonathan D. Spicer,* Jie He,> Shun Lu,®

Aurelia Alexandru,’ Yasutaka Watanabe,® Robin Cornelissen,’® Ludmila de Oliveira Muniz Koch,°

Jaroslaw Kuzdzal,'" Jean-Louis Pujol,'? Petra Hoffknecht,'3 Jhanelle E. Gray,'* Cinthya Coronado Erdmann,
Jaclyn Neely,' Vipul Devas, !> Sumeena Bhatia, !> Fumihiro Tanaka'®

"Hospital Universitario Puerta de Hierro, Madrid, Spain; 2Dana-Farber Cancer Institute, Boston, MA, USA; 3The University of Texas MD Anderson Cancer Center,
Houston, TX, USA; “McGill University Health Centre, Montreal, Quebec, Canada; 3National Cancer Center/National Clinical Research Center for Cancer/Cancer
Hospital, Chinese Academy of Medical Sciences and Peking Union Medical College, Beijing, China; ®Shanghai Lung Cancer Center, Shanghai Chest Hospital, Shanghai
Jiao Tong University, Shanghai, China; 7Institutul Oncologic Bucuresti Prof. Dr. Alexandru Trestioreanu, Bucharest, Romania; 8Saitama Cancer Center, Saitama, Japan;
°Erasmus MC Cancer Institute, Rotterdam, Netherlands; Hospital Israelita Albert Einstein, Sao Paulo, Brazil; '"John Paul Il Hospital, Krakow, Poland; 2Montpellier
Regional University Hospital, Montpellier, France; "*Franziskus-Hospital Harderberg, Niels-Stensen-Kliniken, Georgsmarienhutte, Germany; “Moffitt Cancer Center,
Tampa, FL, USA; "5Bristol Myers Squibb, Princeton, NJ, USA; '®University of Occupational and Environmental Health, Kitakyushu, Japan



EFS per BICR

NIVO PBO
(n =229) (n =232)
Median EFS, mo 40.1 17.0
100 (95% CI) (33.7-NR) (13.6-28.1)
739% HR (95% CI) 0.59 (0.45-0.79)
80 o, (67%79%) 65%
Re oo ..Q_,_Bem(sa%-ﬂ%)
- 60— -y . —co-cmp o
3
; 59% ;;; SRR =
(38%-51%) ‘
2071 PBO
O | | | | | 1
0 6 12 18 24 30 36 42 48
No. at risk Months from randomization
NIVO 229 172 140 132 114 63 26 5 0
PBO 232 164 117 92 78 39 22 5 0

* Landmark EFS from definitive surgery among patients who had definitive surgery for NIVO (n = 178) vs
PBO (n =178): HR = 0.52 (95% Cl, 0.37-0.73)

Median follow-up (range): 33.3 months (23.6-52.1).
95% Cls for EFS rates are designated in the parentheses.



Landmark EFS from definitive surgery? by pCR status

O BLR)

PBO (pCR)

=, NIVO (no pCR)

_@..;g@.____l

Loiiion wm e g e,

-sr - el )

----- iy =

PBO (no pCR}

i i,

he
80 = I.'II.__- -I-. P
*"‘.-,.‘__ ------G.---"'b-ta-_
S 60 CEE. Kt T
: --.----’h":"-‘iﬂ&—-e_-&- .,:::H-@D----
L = i e
i 40— HR (95% Cl)
NIVO vs PBO
20— pCR® 0.59 (0.12-2.91)
i No pCRP 0.75 (0.51-1.09)
0 6 12 18 24 30
Months from surgery
No. at risk
pCR 58 54 52 51 40 19
pCR 11 11 11 10 7 3
No pCR 98 74 65 61 40 26
No pCR 148 109 &4 71 50 27

36 42
5 0
1 1
10 4

9

o o o o

- Baseline characteristics were generally similar between patients with or without pCR and between treatment arms,
except a higher proportion of patients with pCR had tumor PD-L1 > 1% vs patients without pCR in the NIVO arm



-DA and EMA approvals ICB and TKIs early-stage NSCLC

PERIOPERATIVE STRATEGY l
NEOADJUVANT STRATEGY | ADJUVANT STRATEGY I

)
SURGERY
—— -
CheckMate 816 : Nivolumab + CT x 3 cycles SURGERY S ruron
. PD-L1 21%
N
CheckMate 77T : Nivolumab + CT x 4 cycles (i Nivolumab 1 year Q
8
KEYNOTE 671: Pembrolizumab + CT x 4 cycles Pembrolizumab 1 year e AL PO
L . ALL PD-L1
AEGEAN: Durvalumab + CT x 4 cycles Durvalumab 1 year 9 ALL PD-L1
= SURGERY
NEOTORCH: Toripalimab + CT x 3 cycles Toripalimab + CT x 1 = Toripalimab 1 year
IMpower030: Atezolizumab + CT x 4 cycles Atezolizumab 1 year
RATIONALE315: Tisleiizumab + CT x 3-4 cycles S y Tislelizumab 1 year
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Primary

. . . Trial g
Neoadjuvant & Perioperative —
CheckMate 816 ’;ﬁ:
approaches
AEGEAN ',’;SR
CheckMate 77T EFS
Read out: NADIM II pCR
" CheckMate 816
Immunotherapy + Surgery KN-671 E)Fss
chemotherapy
Immunotherapy + S immunctherapy
chemotherapy
4 Read out:
CheckMate 77T

AEGEAN; KEYNOTE-671
(Neotorch, RATIONALE-315)
Ongoing:
\_ IMpowero30 y.




Perioperative Immunotherapy in
early stage NSCLC

45 - A14.2(10.1-18.7)
P <0.00001

18.1%
25 1 (14.5-22.3)

Pembro Arm Placebo Arm
(N = 397) (N = 400)

KEYNOTE 671

pCR

PCR rate (%)

40 -

30 -

10 -

20

Difference = 13.0%
(95% ClI: 8.7-17.6)t

P-value = 0.000036
based on interim
analysis (n=402)*

D arm PBO arm
(N=366) (N=374)

AEGEAN

PCR rate (%)

1N
o
]

OR = 13.94 (99% Cl, 3.49-55.75)c
P < 0.0001
30 - I :
Difference¢
o/d
24.0% 21.6%
20 -
10 A
2.2%¢
0 -
NIVO + chemo Chemo
n/N 43/179 4/179 Adal
CHECKMATE 816
10
Difference
40 - 20.5%
33 30 1
9 25.3%
e
% 20 -
[« %
10
4.7%
_ NIVO PBO
n/N 58/229 11/232

CHECKMATE - 77T



Probability of EFS

Perioperative Immunotherapy in early stage NSCLC

Consistent EFS Benefit

CHECKMATE-816

90~ -
Median
Iy 80+ No.of  Event-free Survival
= 704 ; ) Patients (95% Cl)
s ) - Nivolumab plus mo
g 609 4 - % chemotherapy .
& 504 ' ! ‘ : Nivolumab plus 179 31.6 (30.2-NR)
9 ' . Chemotherapy =
& 907 ' ' Chemotherapy 179 20.8 (14.0-26.7) o
£ 304 4 : Chemotherapy alone Alone L
L) ' ' w
@ 20+ - . Hazard ratio for disease progression,
: : disease recurrence, or death, 0.63
10 ' ‘ (97.38% Cl, 0.43-0.91)
0 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
AEGEAN: Durva+CT
D arm PBO arm
10 - No. events / no. patients (%) 98/366 (26.8) 138/374 (36.9) 1
: mEFS, months (95% Cl) NR (31.9-NR) 25.9 (18.9-NR)
0.9 1 Stratified HR* (95% CI) 0.68 (0.53-0.88)
0.8 4 73,49, Stratified log-rank P-value 0.003902
- 470
0.7 1
0.6 - ol i )
1 | o
0.5 1 | | E
0.4 I I
1 1
0.3 4 1 1 Median follow-up (range) in censored
! ! patients: 11.7 months (0.0-46.1)
0.2 1 1
1 1 EFS maturity: 31.9%
0.1 + Censored : :
0.0 T T T f T T T f T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months) at risk

KEYNOTE-671: Pembro+CT

Pts w/ Median
100 Event (95% Cl), mo
12-mo rate 24-mo rate 36-mo rate 48-mo rate

90 Pembro arm 43.8% 47 2 (32.9-NR)

80 73.8% Placebo arm 62.0% | 18.3(14.822.1)

70- N, o

60 60.8% “u"""“"'"kﬂ._x_ 54.3% ~

48 4%

50 41.4% [HR 0.59 (95% CI, 0.48-0.72)

40  35.4%

o % 26 2% J

20

10

0t T LA L LI L T T RIS L 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
CHECKMATE-77T: Nivo+CT
NIVO + chemo/NIVO Chemo/PBO
(n = 229) (n=232)
00 Median EFS, mo IR 18.4
(95% Cl) (28.9-NR) (13.6-28.1)
_ HR (97.36% Cl)P 0.58 (0.42-0.81)

80 73% 70% P value 0.00025
60— NIVO + chemo/NIVO
40 —
20

0 T T T T T T T T T T T 1

0 3 6 g 12 15 18 21 24 27 30 33 36 39 42
Months from randomization

Spicer, ESMO 2023; Heymach, NEJM 2023; Cascone, ESMO 2023



Neoadjuvant & Perioperative
approaches

Read out:
CheckMate 816
Immunotherapy +
chemotherapy

Surgery

Immunotherapy +

chemotherapy

4 Immunotherapy N
ut:

4 Read o
CheckMate 77T
AEGEAN; KEYNOTE-671
(Neotorch, RATIONALE-315)
Ongoing:
\_ IMpowerozo /




EFS by pCR status (exploratory analysis; mITT)

e EFS benefit favored the durvalumab arm regardless of whether patients demonstrated pCR

Patients with pCR Patients without pCR

D arm PBO arm
No. events / no. patients (3%) 9/63 (14.3) 3/16 (18.8)
mEFS, months (95% Cl) NR (NR-NR) NR {25.4-NR)

Unstratified HR {95% Cl)

0.73 (0.22-3.28)

1.0 1 93.7% %
» 88.9% 86.3%
93.8%, =
0.8 e ) - H
2 : ! 78.3%!
—_ ' | |
— ' | |
%S 0.6- ; : |
3 ' : :
= 5 1 i
8 044 | | i
e ; | |
= : l I
0.2- | i i
E i i
0!0 L T T: T L ; Ll L ; Ll L T L T 1
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time from randomization (months)
No. at risk:
Darm 63 61 59 59 57 55 52 39 27 26 19 1R 3 2 2 0
PBO 2 16 16 15 15 13 13 11 7 6 6 3 2 1 0 0 0

John V. Heymach | Perioperative Durvalumab for Resectable NSCLC:
Updated Outcomes from the Phase 3 AZGEAN Trial

PBO arm

115/303 (38.0) 162/358 (45.3)

41.2 (31.9-NR) 25.9(19.8-45.0)
0.81(0.64-1.03)

Darm

No. events / no. patients (%)
mEFS, months (95% Cl)
Unstratified HR (95% Cl)

1.0 1

0.8 1

w
-~
—_ |
S 061 h
| '
2 | 52.7% | W
B 04- : ; 46.4%, —t L
o] | ' |
|- | ' |
-8 ' ! \
| ' |
| ' |
0.2 4 H : :
1 ' I
| ' |
| ' |
| ' |
1 ' |
0-0 T T : T T ; T L ; Ll T T Ll L 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
Time from randomization (months)
No. at risk:
Dam 303 240 189 160 142 134 120 87 51 41 29 18 3 2 2 0O
P8O a 358 280 223 186 159 149 131 80 53 47 33 25 7 2 2 O
X - 1 il r ¥ i § wlwrog ban - [



ctDNA clearance rate and OS by ctDNA clearance

« Among concurrently randomized patients, 89 (25%) had evaluable ctDNA levels, and 86 (24%) had detectable ctDNA
levels at baseline’-2

80

(oN
o
|

Patients with ctDNA clearance (%)
N A
o o
| |

ctDNA clearance rate'-P

n/N

56%¢

NIVO + chemo
24/43

35%¢

Chemo
15/43

(0N
100
s L
- - 1 I T NIVO + chemo (ctDNA clearance)
80 [ - |l i
- - k! N Chemo (ctDNA clearance)
é B s o . 0 © - —CO = GO =
A [eh s
HR (95% ClI Chemo
© 40 CtDNA c?learanc)e Vs Ao clihiclcarangs)
no ctDNA clearance NIVO + chemo
20 4 NIVO + chemo 0.31 (0.10-0.90) (no ctDNA clearance)
Chemo 0.58 (0.20-1.64)
0 I | | I | | | | | | I |

0 6 12 18

24 30 36 42 48 54 60 66 72

Months from randomization

No. at risk
ctDNA clearance 24 22 22 22
ctDNA clearance 15 15 15 14
No ctDNA clearance 19 17 16 13
No ctDNA clearance 28 24 22 19

ctDNA clearance is prognostic

22 22 22 20 19 12 9 2 0
13 13 13 13 10 8 6 4 0
1" 10 10 10 9 7 3 2 0
18 16 16 15 15 11 7 2 0



50% of ctDNA clearance is seen in absence of pCR in CM7T

ctDNA clearance*
(neoadjuvant C1D1 to neoadjuvant completion)

80 80
—_ 66%
X
o 60 60
]
m —
= 32
m —
U i)
& 40- 38% 5 40-
[+
Q o
© R
Z
Z 20- 20
]

0 — —
NIVO PBO
n/N 50/76 24/64 n/N

pCR by ctDNA clearance status

With ctDNA clearance®

50%

Without ctDNA clearance®

NIVO PBO
25/50 3/24

2%

0% I
NIVO PBO
0/26 1/40

+ Among patients with ctDNA clearance, the EFS HR was 0.38 (95% Cl, 0.16-0.88); 2-year EFS rates were 81% (NIVO) vs 58% (PBO)
+ Among patients without ctDNA clearance, the EFS HR was 0.74 (95% Cl, 0.39-1.42); 2-year EFS rates were 50% (NIVO) vs 31% (PBO)

Provencio, ESMO 2024



MRD tests are specific, but not sensitive enough to guide any
de-escalation decisions today

GRA:L Gl
PPV =80-99%
NPV =70-80%
Sensitivity = 25-40%

@ GUARDANT  Reveal/Infinity

Specificity =95-100%6 e

Aggregated hypotheses ey
Assumptions: Recurrence rate at 2yrs = 30% RS

100% 4 n=14 n=49 n=10 n=132 n=47 CtDNA-
B ctDNA+

....and have significants false negative rates!

50% 4

Percent of Patients w/ Relapse
w/ ctDNA MRD at End of Therapy

2

N

Abbosh  Abbosh Chen |IMpower010 Zhang
2017 2020 2020 2021 2022

15t generation ctDNA MRD assays have
high false negative rates




What data do we have in NSCLC: phase Il global trials

CheckMate-816 AEGEAN

Key eligibility criteria

* Newly diagnosed, resectable Study population Durvalumab 1500 mg IV +
stage 18 (2 4 cm)-HIA NSCL NIVO 360 mg Q3w i - Durvalumab 1500 mg IV
(per TNM 7% edition) . B Treatment-naive Dla(‘ \...nT\-b:svci?T‘ QW for 12 ovcles
« ECOG PS 01 N = 358 chemo® Q3w (3 cycles) Radtolog! (within 6 Optional | Fotlow-u + ECOGPSOor1
* No known sensitizing EGFR weeks S adjuvant | m— « Resectable NSCLC* Randomization stratified by:
mutations or ALK alterations post chemo & RT (stage IA-1IIB{N2]; AJCC 8" ed) * Dscase stago (W vs i)
treatment) * PD-L1 expression (R1% vs <1%)
e 1 sleeve r or
Y. 3
Stratified by Chemo® Qaw (3 cycles) bilobectomy as planned surgery® Placebo IV +
stage (18/11 vs HIA), L ? Placebo IV
PD-L1% (2 1% vs < 1%¢), and sex Ca ed PD-L1 status p""";":“b:“? _‘Ch Q4W for 12 cycles
*  No documented EGFR/ALK st -
aberrations*

CheckMate-77T KEYNOTE-671

Key eligibility criteria Pembrolizumab 200 mg IV Q3W
+ Resectable, stage IIA (> 4 cm)-IB NIVO 360 mg Q3W Radiologic Surgery N
(N2) NSCLC (per AJCC Bth edition) * restaging (within 6 weeks NIVO 480 mg Q4W Key Eligibliity Criteria Cisplatin and Gemcitabine® = ) Pembrolizumab 200 mg IV QW
—_— g
* No prior systemic anti-cancer chemo? Q3W post-necadjuvant (1 year) ogically confirmed i _‘,‘:rpm'u"'d_ urgery for up 10 13 cyeles
treatment N = 461 (4 cycles) treatment)
« ECOG PS 01 4 for up to 4 cycles
* No EGFR mutation/known ALK
alterations® . Se—
mm Radiologi r— ; = o »I : PldCCDO.W Qw
Stratified by e rﬁ(ql:\q (within 6 weeks mw POD-L1 Cisplatin and Gemcitabine® Placebo IV QIW
histology (NSQ vs 5Q) chemo? Q3W post-necadjuvant (1 year) oy ; or Surgery® i
disease stage (Il vs IlI), 4 treatment) °k _ Cisplatin and Pemetrexed for up to 13 cycles
and tumor PD-L1¢(2 1% vs < 1% vs ( m
not evaluable/indeterminate) for up to 4 cycles

Differences in preoperative pathological confirmation of lymph nodes, brain imaging, cisplatin vs. carboplatin, pCR
criteria, EFS definition



Neo-Adjuvant or peri-operative trials: a basis for discussion

Stratification Neo-adjuvant adjuvant I.VIaI.n
objectives
IB (24cm), 11, 1A 1B, 11 vs llIA . .
(1) o1
CheckMate 816 (7™ ed.) 179 PD-L1 (< 1 vs 21%, PharmDx Dako 28-8) Chemo. + Nivo. (x3) Opt!onal chemo. (x4) EFS
Phase Il R1:1 ALK/EGFR - 179 Sex Chemo. (x3) Optional chemo. (x4) pCR
I, A, IBIN2 s 1l Gem-cis. or Pem-cis (x4)
KEYNOTE-671 A IN2] 397 PD-L1-TPS (<50% vs. 250%, PharmDx, 22C3), ' EFS
(8™ ed.) + Pembro. (x4) Pembro. (1 year)
Phase Ill R1:1 ALK/EGFR - 400 Nonsquamous vs squamous pCR
. + Placebo (x4) Placebo (1 year)
East Asia vs Other
AEGEAN @) I ”;g{hlgg[)m] 366 s I Chemo. + Durva. (x4) Durva. (1 year) pCR
Phase Ill R1:1 ALK/EGF.R ) 374 PD-L1 (<1% vs 21%) Chemo. + Placebo(x4) Placebo (1 year) EFS
A (>4 cm), Nonsquamous vs squamous
CheckMate 77T [IB[N2] 229 s I Chemo. + Nivo. (x4) Nivo. (1 year) EES
Phase Il R1:1 (8™ ed.) 232 PD-L1 (<1% vs. 21% vs NE or ND Chemo. + Placebo (x4) Placebo (1 year)
ALK/EGFR - PharmDx Dako 28-8)

* Neotorch, results for stage Il only
** Statistical hierarchical test: EFS stage Il » EFS stage Il, Ill = MPR stage Ill > MPR stage I, Ill » OS stage Ill = OS stage II, Il
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DFS and EFS are listed as surrogate

R U R ST @ DFS and EFS are also accepted endpoints by

2
approvals or licensure by the FDA?! the EMA
Time from randomisation to any of
Time from randomisation to any of the the following:
following: » Progression of disease that
« First recurrence of NSCLC D FS E FS* precludes surgery

+ Occurrence of new primary NSCLC (,gjuvant)
+ Death from any cause

* Occurrence of new primary NSCLC

(neoadjuvant)
+ Death from any cause

<10% residual viable tumour
at the time of surgical resection, as
assessed by central pathology laboratory

Absence of any viable tumour
at the time of surgical resection

*Note that EFS is functionally the same as DFS but is used instead for neoadjuvant studies because 1. AEGEAN: 2. CheckMate 816: 3. IMpower030: 4. CheckMate 77T
patients are technically not disease-free until they have undergone surgery 5. KEYNOTE-671; 6. ANVIL; 7. IMpower010; 8. PEARLS; 9. BR31




SACRO CUORE
DON CALABRIA

| y ' ' | THE IDOLATRY OF THE SURROGATE
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Easier to measure surrogate outcomes are often used instead of patient important outcomes such
as death, quality of life, or functional capacity when assessing treatments. John Yudkin, Kasia
Lipska, and Victor Montori argue that our obsession with surrogates is damaging patient care

BM]J [ 14 JANUARY 2012 | VOLUME 344

Since they respond sooner than outcomes that are important to patients, surrogates are better
f suited as end points in clinical trials that need to be completed quickly and at low cost

Surrogate markers are not intrinsically flawed. When interpreted é
appropriately, they can be helpfuliin risk stratification and in treatment
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Pathological response in resectable non-small cell lung
cancer: a systematic literature review and meta-analysis

| C C s Nathalie A. Waser (8), PhD,"* Melanie Quintana, MSc,? Bernd Schweikert, PhD,? Jamie E. Chaft, MD,* Lindsay Berrg, PhD/?
Ahmed Adam, MPH,’ Lien Vo, PharmD, MPH,® John R. Penrod, PhD,? Joseph Fiore, PharmD,® Donald A. Berry, PhD,
Sarah Goring, MSc"

JNCI Cancer Spectrum, 2024, 8(3), pkae021

Author (year) Histology Stage Treatment cor::Itehtzlfgsizzlnse Sample Size HR 95% Cl Weight
Fischer 2008* Al lIB-IIB CRT=>S 30% < 44 0.13 [0.02100.95] 0.6%
Yokomise 2007* Al IIA-IIB  CRT=>S 17% ' 41 0.20 [0.03t01.40] 0.6%
Spaggiari 2016 All IA-IIB CT=>S 6% ; f 126 0.22 [0.07t00.70] 1.7%
Martin 2002* All AV CT/CRT=>S 5% —%— 446 0.27 [0.14100.53] 4.5%
Shintani 2012 Al IA-B  CRT=>S 21% — 52 0.29 [0.07t01.23] 1.1%
Kayawake 2019* All -l CT/CRT=>S 26% _ 145 0.30 [0.17t00.53] 5.7%
van der Meij BS 2011 Al I CRT=>S  29% — 51 0.32 [0.10t01.05] 1.6%
Mouillet 2012* All IB-IB  CT=>S 8% _ 492 0.36 [0.19100.69] 4.8%
Lee HY 2012 Al WA  CRT=>S 17% —-— 205 0.41 [0.20100.83] 4.0% Patient level ana|ysis
Pottgen 2015 All I CRT=>S  26% —— 157 041 [0.25t00.67] 7.3%
Yamaguchi 2013* All WA/B  CRT=>8 23% 39 0.42 [0.05t03.52] 0.5% (aSSOCiation between the
Krantz 2018* Al A  CT/CRT=>S 9% — 1364  0.46 [0.32100.65] 11.4% : : :
Remark 2016* All I CT=>S  12% 122 048 [0.17t01.35] 2.1% express!on of the intermediate
Coufiago 2019 All A  CT/CRT=>S 27% — e 1 118 057 [0.28101.16] 4.0% endeInt and the reference
Haque 2019 All I CRT=>S  16% —.— 1750  0.57 [0.47 t00.70] 19.4% final endpoint)
Sawabata 2003* Al -V CRT=>S 13% — 131 0.58 [0.28101.22] 3.8%
Kim 2011 All IB-IIB  CRT=>S 22% —— 233 0.59 [0.37100.94] 7.9%
Lee H 2014 All A  CRT=>S 16% . 355 0.75 [0.43101.29] 6.2%
Kim 2016* Al -V CRT=>S 12% e 574 0.76 [0.52t0 1.13] 10.2%
Coroller 2017 All -l CRT=>S 15% — 85 0.78 [0.30t02.01] 2.4%
Random effects model <> 0.49 [0.42 to 0.57] 100.0%
I I I | I 1

Heterogeneity: I° = 20%, t* = 0.0218, P = .20
0.1 0.2 0.5 1 2 5 10

Favors pathological Favors no pathological
complete response complete response
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e o Pathological response in resectable non-small cell lung
u - . . . .
=E = cancer: a Systematlc literature review and meta-analySIS
I R C CS Nathalie A. Waser Q PhD,"* Melanie Quintana, MSc,? Bernd Schweikert, PhD,* Jamie E. Chaft, MD,* Lindsay Ben}', PhD?

Ahmed Adam, MPH,! Lien Vo, PharmD, MPH,® John R. Penrod, PhD,* Joseph Fiore, PharmD,® Donald A. Berry, PhD,’
Sarah Goring, MSc"

JNCI Cancer Spectrum, 2024, 8(3), pkae021

R2: 0.103 (95% CI: -0.174 to 0.379
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Pathological response in resectable non-small cell lung
cancer: a systematic literature review and meta-analysis

Nathalie A. Waser Q. PhD,"* Melanie Quintana, MSc,? Bernd Schweikert, PhD,* Jamie E. Chaft, MD,* Lindsay Ben}r, PhD,?
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THE IDOLATRY OF THE SURROGATE

Easier to measure surrogate outcomes are often used instead of patient important outcomes such
as death, quality of life, or functional capacity when assessing treatments. John Yudkin, Kasia
Lipska, and Victor Montori argue that our obsession with surrogates is damaging patient care

BMJ | 14 JANUARY 2012 | VOLUME 344

Since they respond sooner than outcomes that are important to patients, surrogates are better
’,7 suited as end points in clinical trials that need to be completed quickly and at low cost

Surrogate markers are not intrinsically flawed. When interpreted é o

appropriately, they can be helpfuliin risk stratification and in treatment

In order to fully engage our patients in treatment
decisions, we must understand how therapies affect
outcomes that are important to them. Surrogate end-
points will not provide us with these answers.
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Perioperative vs neoadjuvant nivolumab for
resectable NSCLC: patient-level data analysis of
CheckMate 77T vs CheckMate 816

Patrick M. Forde,! Solange Peters,2 Jessica Donington,? Stephanie Meadows-Shropshire,*
Phuong Tran,4 Stefano Lucherini,® Cinthya Coronado Erdmann,® Hong Sun,® Tina Cascone’

"The Bloomberg-Kimmel Institute for Cancer Immunotherapy, The Sidney Kimmel Comprehensive
Cancer Center, Johns Hopkins Medicine, Baltimore, MD, USA; 2Lausanne University Hospital,
Lausanne, Switzerland; 3The University of Chicago, Chicago, IL, USA; “Bristol Myers Squibb,
Princeton, NJ, USA; Bristol Myers Squibb, Uxbridge, UK; ¢Bristol Myers Squibb, Boudry,
Switzerland; “The University of Texas MD Anderson Cancer Center, Houston, TX, USA
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Perioperative vs neoadjuvant NIVO: Patient-level analysis

Methods: perioperative NIVO vs neoadjuvant NIVO + chemo

Surgery

Analysis patient populations

' R

CheckMate 8161 Neoadjuvant NIVO + chemo

(3 cycles) Patients who had surgery

Neoadjuvant NIVO + chemo
(up to 4 cycles)

\ S

Patients who had surgery and
received > 1 dose of adjuvant NIVO

CheckMate 7712

Endpoint
EFS (BICR) landmarked from time of surgery

* In lieu of a head-to-head trial, exploratory propensity score weighting analyses (ATT® and ATEP) were performed to
allow simplified reproduction of a randomized trial by adjusting for clinically relevant baseline demographics and
disease characteristicss between study populations and reducing the confounding effects of these factors

— Subgroup analyses were not weighted due to smaller sample sizes

* Median duration of follow-up¢: 29.5 months (CheckMate 816) and 33.3 months (CheckMate 77T)

3Average treatment effect for the treated (ATT): a weight of 1 was applied to patients in the perioperative NIVO arm of CheckMate 77T; varying weights were applied to patients in the CheckMate 816 NIVO + chemo arm
to make them comparable to those in the perioperative NIVO arm in CheckMate 77T based on propensity scores. 2Average treatment effect (ATE): varying weights were applied to all patients in the populations of
interest from CheckMate 77T and CheckMate 816 to make them comparable to one another based on propensity scores. S5ex, race, clinical stage, tumor histology, PD-L1 expression, age, ECOG PS, and smoking status.
9Database locks: CheckMate 816, October 20, 2021; CheckMate 77T, April 26, 2024. 1. Forde PM, et al. N Engl J Med 2022;386:1973-1985. 2. Cascone T, et al. N Engl J Med 2024;390:1756-1769.




Perioperative vs neoadjuvant NIVO: Patient-level analysis

Landmark EFS (BICR) from definitive surgery

100+
80- Periop NIVO2
(CheckMate 77T7)
S 604 - .
o i Weighted (ATE)P
[72]
b 40- Neoadij NIVO + chemo Periop Neoadi
(CheckMate 816) NIVO2 NIVO + chemo
20- (n=139.4°) (n = 147.59)
HR (95% CI) 0.61 (0.39-0.97)
0 I I I 1 1 I I |
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO 139.4 128.0 118.1 112.9 79.7 42.5 13.0 3.1 0
Neoadi N+C 147.5 121.0 106.2 84.2 39.1 12.1 2.2 0 0

« HR (95% Cl): ATTd weighted analysis, 0.56 (0.35-0.90); unweighted analysis, 0.59 (0.38-0.92)

Median follow-up: CheckMate 816, 29.5 months; CheckMate 77T, 33.3 months. 2ncludes only patients who received > 1 dose of adjuvant NIVO. PATE: varying weights were applied to all patients in both neoadjuvant
NIVO + chemo arm (CheckMate 816) and perioperative NIVO (CheckMate 77T) to make them comparable to one another. N values fractional due to weighting. $ATT: varying weights were applied to patients in the
neoadjuvant NIVO + chemo arm (CheckMate 816) to make them comparable to those in the perioperative NIVO arm (CheckMate 77T).

In the unweighted analysis population, 89 patients (64%) completed adjuvant therapy, and median number of doses (range) was 13.0 (1-13). Unweighted landmark EFS from surgery among all patients who had surgery
(regardless of whether they received adjuvant NIVO in CheckMate 77T) for periop NIVO vs neoadj NIVO + chemo: HR = 0.82 (95% Cl, 0.55-1.21).
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A vs B trials

Direct comparison

®

competing interventions

AM Glenny,'* DG Altman,2 F Song,3 HTA
C Sakarovitch,2 ]J Deeks,2 R D’Amico,2

M Bradburn® and A] Eastwood* « '

Health Technology Assessment 2005; Vol. 9: No. 26

Indirect comparisons of t

When conducting systematic reviews to evaluate
the effectiveness of interventions, direct evidence
from good-quality RCTs should be used
wherever possible. If little or no such evidence
exists, 1t may be necessary to look for indirect
comparisons from RCIS. The reviewer needs,
however, to be aware that the results may be
susceptible to bias.
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Indirect comparisons of t

When conducting systematic reviews to evaluate
the effectiveness of interventions, direct evidence
from good-quality RCTs should be used
wherever possible. If little or no such evidence
exists, it may be necessary to look for indirect
comparisons from RCT5. The reviewer needs,
however, to be aware that the results may be
susceptible to bias.
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A vs B trials
®—== @

Direct comparison

Indirect comparison of A and B
@ FrorTEmmaaTy

Similarity Assumption

trials must be comparable on effect modifiers
to obtain an unbiased pooled estimate.

Indirect comparisons of
competing interventions

AM Glenny,'* DG Altman,2 F Song,3 HTA
C Sakarovitch,2 ]J Deeks,2 R D’Amico,2

M Bradburn® and A] Eastwood* « '

Health Technology Assessment 2005; Vol. 9: No. 26

When conducting systematic reviews to evaluate
the effectiveness of interventions, direct evidence
from good-quality RCTs should be used
wherever possible. If little or no such evidence
exists, 1t may be necessary to look for indirect
comparisons from RCIS. The reviewer needs,
however, to be aware that the results may be
susceptible to bias.
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WHAT FACTORS DETERMINE

SIMILARITY?

= |ncluded trials should be “comparable” in terms of key factors that
could affect the outcome of treatment

= |f differences in patient or study characteristics would not be expected
to influence treatment effect, the assumption of similarity is not
violated

= There are no statistical methods to test for similarity

= Must use clinical knowledge and best judgement to assess appropriate
comparability



Population-adjusted Indirect Comparisons

 Population-adjusted Indirect Comparisons use patient-level data from a trial of a
given treatment (referred to as the index trial) to derive a comparison of
outcomes with competing treatments, based on published information from
similarly designed studies, after adjusting for differences in the characteristics
of the populations.

* in other words: individual patient data (IPD) in one or more trials are used to
adjust for between-trial differences in the distribution of variables that influence
outcome

https.//www.nicedsu.org.uk/wp-content/uploads/2017/05/Population-adjustment-TSD-FINAL.pdf.
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c % Landmark EFS (BICR) from definitive surgery

“HA
~Hl

100+
80+ Periop NIVO?
(CheckMate 77T)
S 60+ ;
& Weighted (ATE)b
v
b 404 Neoadi NIVO + chemo Periop Neoadj
(CheckMate 816) NIVO2 NIVO + chemo
20- (n = 139.4c) (n = 147.5°)
HR (95% ClI) 0.61 (0.39-0.97)
G T T T 1 I I I 1
0 6 12 18 24 30 36 42 48
Months from surgery
No. at risk
Periop NIVO  139.4 128.0 118.1 112.9 79.7 4.5 13.0 3.1 0
Neoadj N+C 147.5 121.0 106.2 84.2 39.1 12.1 2.2 0 0

* In lieu of a head-to-head trial, exploratory propensity score weighting analyses (ATT® and ATE®) were performed to
allow simplified reproduction of a randomized trial by adjusting for clinically relevant baseline demographics and

— Subgroup analyses were not weighted due to smaller sample sizes

* Median duration of follow-up4: 29.5 months (CheckMate 816) and 33.3 months (CheckMate 77T)

3Average treatment effect for the treated (ATT): a weight of 1 was applied to patients in the perioperative NIVO arm of CheckMate 77T; varying weights were applied to patients in the CheckMate 816 NIVO + chemo arm
to make them comparable to those in the perioperative NIVO arm in CheckMate 77T based on propensity scores. ®Average treatment effect (ATE): varying weights were applied to all patients in the populations of
interest from CheckMate 77T and CheckMate 816 to make them comparable to one another based on propensity scores. cSex race, clinical stage, tumor histology, PD-L1 expression, age, ECOG PS, and smoking status.
dDatabase locks: CheckMate 816, October 20, 2021; CheckMate 77T, April 26, 2024. 1. Forde PM, et al. N Engl J Med 2022; 386 1973-1985. 2. Cascone T, et al. N Engl J Med 2024;390:1756-1769.
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Efficacy and safety of perioperative,

neoadjuvant, or adjuvant immunotherapy
alone or in combination with chemotherapy
in early-stage non-small cell lung cancer:
a systematic review and meta-analysis of
randomized clinical trials

Yunchang Meng*, Qingfeng Zhang*, Ranpu Wu, Huijuan Li, Zhaofeng Wang, Yang Yao,
Xinjing Li, Zhangxuan Chen, Yanzhuo Gong and Hongbing Liu

Ther Adv Med Oncol 2024, Vol. 14: 1-18

Event-Free Survival

Overall Survival

Study or Hazard Ratio Hazard Ratio Study or Hazard Ratio Hazard Ratio
Subgroup logHR SE  Weight IV, Random, 95% CI IV, Random, 95% CI Subgroup logHR SE  Weight IV, Random, 95% CI IV, Random, 95% CI
Neoadjuvant : Neoadjuvant
CheckMate816 2022 -03857 0.1635  127%  0.68[0.49;0.93] —— CheckMate816 -0.4780 02731 8.6%  0.62[0.36;1.05] —8—
TD-FOREKNOW 2023 -0.6539  0.4631 1.7%  0.52[0.21;1.29] ; Adjuvant
loRleFeCl 3 ‘ A 000 [04%:0.59] ~_— Mpower010 —0.0050 01264  229%  0.99[0.78; 1.28]
Beterogeneify: “ans=<k; S “=0.3, df=1 (P =0.38 )£ = : KEYNOTE-091 ~0.1393 01378  21.1%  087[0.67; 1.15] 1
) _ i Total (95% CT) 43.9%  0.94[0.78; 1.12] :
Rexioperative § Heterogeneity:  Tau 2=0; Chi>=0.52,df=1 (P =047 ) I°=0% :
AEGEAN 2023 —03857 0.1294  195%  0.68[0.53;0.88] - ;
Neotorch 2024 -09163 01813  104%  0.40[0.28; 0.57) - Perioperative :
KEYNOTE-671 2023 -0.5276  0.1034  28.8%  0.59[0.48;0.72] -5 Neotorch —0.4780 02468 10.1% 0.620.38; 1.00] ——
NADIM II 2023 ~0.7550  0.3210 35%  0.47[0.25; 0.88] —_— KEYNOTE-671 —0.3285  0.1294  22.4% 0.72[0.56; 0.93] —.—
CheckMate77T 2023 —0.5798  0.1675  12.1%  0.56[0.42;0.81] —— NADIM IT —0.8440  0.4185 42%  043[0.19;0.98] — &
RATIONALE-315 2024 -0.5798 0.1736  11.3% 0.56 [0.40; 0.79] —.— RATIONALE-315  -0.4780  0.2351  10.8% 0.62[0.39; 0.98] ——
Total (95% CI) 85.6%  0.56[0.49;0.65] - Total (95% CT) 475%  0.66[0.55;0.81] -
Heterogeneity: Tau 2=0.0061 ; ChiZ=6.17,df=5 (P =0.29 ); = 19% : Heterogeneity: Tau 2=0; Chi>=1.63,df=3 (P =0.65 ); [°=0% :
Total (95% CI) 100.0%  0.58 [0.52; 0.65] > Total (95% CI) 100.0%  0.76 [0.63; 0.90] —
Heterogeneity: Tau2=0.0019 ; ChiZ=7.25,df=7 (P =040 ); [*=3% ! Heterogeneity:  Tau 2=0.0194 : Chi2=926,df=6 (P =0.16 ); I*=35% ' ' ' !
Test for subgroup differences: Chiz =0.86,df=1 (P =035) 05 1 2 Test for subgroup differences: Chi 2_ 7.11,df=2 (P =0.03 ) 0.2 0.5 1 2 5
Favor immunotherapy Favor chemotherapy Favor immunotherapy Favor chemotherapy
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Placebo
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Event-Free Survival Overall Survival
) ) SUCRA = 0.914 . . SUCRA = 0.798
POrMODOENLIVE o == = == == = o ot = == =i 5 = Sie S5 = 57 20 = 2 =0 ] 1™ Perioperative | - - - - - - - - - - oo oo i 1%
Neoadjuvant | . _______________. SUCRAZ0681 I 9nd Neoadjuvant | . __________________. SUCRA=0791. l ond
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Adjuvant B | 3 Adjuvant B | 3
SUCRA = 0.013 SUCRA=0.132
Control arms - -| 4" Control arms 4 - - - | 4™
T T T T T T T T T T
0.00 025 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00
SUCRA(RANKS) SUCRA(RANKS)

Ther Adv Med Oncol 2024, Vol. 16: 1-18
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