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Not for debate:

« Chemotherapy is not enough (either pre- or post-op)
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NSCLC Meta-Analysis Group. Lancet Oncology 2014 Pignon et al. JCO 2006
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Inherent differences in Adjuvant v Neoadjuvant approach

Adjuvant: Neoadjuvant:
- Prioritizes local treatment » - Prioritizes systemic treatment
- Patients with adverse surgical - Treatment complications may
outcomes not represented in trials , preclude surgery/ surgical
- 30% do not complete adjuvant " _ outcomes

systemic therapy - 15% do not have tumor resected

? Is definitive therapy or systemic therapy the priority

?1s this different with better systemic therapies

? Which approach leads to the best survival outcomes

. Jarushka Naidoo, MB BCH MHS
2023 AS O #ASCO23 PRESENTED BY:
Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER
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What is Dr. Steuer going to argue?

1. Surgeons prefer to operate first / inertia with current
work-flow

2. Surgical implications of immunotherapy:
-Inflammation, increased OR time

3. Why risk delays or missed surgery when we can give immunotherapy
in the adjuvant setting?
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PERIOPERATIVE IMMUNOTHERAPY TRIALS

_ Study (Primary Endpoint) Patient population

Neoadjuvant CheckMate 816 (pCR, EFS)* g/g'g\ approval Excludes EGFR/ALK
Neoadjuvant/adj Checkmate 77T (EFS) Excludes EGFR/ALK
Neoadjuvant/adj Aegean (pCR, EFS) Excludes EGFR/ALK
Neoadjuvant/adj KEYNOTE 671 (EFS, OS) May include EGFR/ALK
Neoadjuvant/adj IMpower030 (EFS) Excludes EGFR/ALK
Adjuvant IMpower010 (DFS)* |1:0D/21approval May include EGFR/ALK
Adjuvant PEARLS/KN 091 (DFS) g?/g\;pprova' May include EGFR/ALK
Adjuvant BR.31 (DFS in PD-L1 TC = 25% May include EGFR/ALK
Adjuvant ANVIL (DFS, OS) Excludes EGFR/ALK

Forde et al. NEJM 2022; Cascone et al. ASCO 2021; Felip et al. Lancet 2021;
Paz-Ares et al. ESMO Virtual Plenary 2022.ga aco
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IMpower010: Adjuvant atezolizumab

No crossover
Atezolizumab

Completely resected Cisplatin + 1200 mg q21d
stage IB-IIIA NSCLC pemetrexed, 16 cycles
per UICC/AJCC v7 gemf’:tabil"et ) Survival
P ocetaxelor — ) -

+ Stage IB tumors 24 cm it \ 11/ N=1005 follow-up

ECOG 0-1

Lobectomy/pneumonectomy 1-4 cycles
 Tumor tissue for PD-L1 analysis

N=1280

Primary endpoint: DFS in PD-L1 >1%

Felipe et al, Lancet 2021
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IMpower010: OS results
Results of OS |A: PD-L1 TC 21%?2 (stage II-llIA)

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

100
80 -
S 60- 67.5% Atezo BSC
E (n=248) (n=228)
- Events, n (%) 52 (21.0%) 64 (28.1%)
[+7]
3 mOS (95% Cl), mo NR NR
20 4 HR (95% CI)P 0.71 (0.49] 1.03)
04
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72
Months
No. at risk
zuma 11 1 0 208 0 172 16 1 E
BS( 4 21 1 2 172 b 40 11 49 4 E
mOS, median overall survival; NR, not reached. 2By SP263 assay. Stratified. Felipe et al, WCLC 2022

IMpower010 OS IA. https:/bit.ly/3InK8SP

Presented by Dr Enriaueta Felio. |
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IMpower010:

(data cutoff: 18 Apr 22)

Atezo better BSC better

EGFR/ALK+) n HR (95% Cl)b excluding EGFR/ALK+
PD-L1 status by SP2632 —
TC 21% 476 - 0.71(0.49, 1.03
0 oo —& ( ) _‘w 1% 84 8%
>

TC 250% —&— 0.43 (0.24, 0.78) - 77 5%

TC 1-49% 247 —e— 0.95 (0.59, 1.54) 3 67.5%
TC <1% 383 - 1.36(0.93,1.99) 2 o

‘ . : 3
0.1 1,0 10,0 2
S 40+
Subgroup (excluding 3 Atezo (n=106) BSC (n=103)
EGFR/ALK+) n HR (95% Cl[d o Events, n (%) 15 (14.2%) 30 (29.1%)
PD-L1 status by SP263¢ mOS (95% CI), mo NR NR
TC 21% 410 —o— 0.67 (0.45, 0.98) _ HR (95% CI)? 0.42(0.23,0.78)
TC 250% 209 ——1 0.42 (0.23, 0.78) 'IJ ; }lw sl; 1I2 1'5 wla .1:1 2I-1 zl?' alc 3I3 3IB :;9 -:Iz 4'5 -:Is f:1 5'-1 1:? 13'0 6'3 6[6 ;J ?'lz
TC 1-49% 201 —— 0.93 (0.56,1.56) ,_ Months
TC <1% 312 —é— 1.21 (0.80, 1.85)
o4 40 100

23 patients had unknown PD-L1 status. ? Stratified for PD-L1 TC 21%; unstratified for all other subgroups. ¢ 21 patients had unknown PD-L1 status. ¢ Unstratified. Fellpe et al, WCLC 2022

IMpower010 OS IA. https://bit.ly/3InK8SP
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Keynote-091: adjuvant pembrolizumab

Eligibility for

Registration

+ Confirmed stage 1B
(T 24 cm), Il, or llIA
NSCLC per AJCC v7

» Complete surgical
resection with negative
margins (RO)

* Provision of tumor
tissue for PD-L1 testing

Stratification Factors

* Disease stage
(IB vs Il vs IlIA)

*PD-L1 TPS (<1% vs
1%—-49% vs 250%)

+ Receipt of adjuvant
chemotherapy
(yes or no)

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

PD-L1
testing
(centrally
using
PD-L1
IHC 22C3

Eligibility for

Randomization

* No evidence of
disease

+ECOGPSO0or1

* Adjuvant
chemotherapy
» Considered for stage

Pembrolizumab
200 mg Q3W
for <18
administrations

pharmDx)
Placebo Q3W

for <18

IB (T 24 cm) disease
» Strongly
recommended for
stage Il and IIA
disease
« Limited to <4 cycles

administrations
(~1y)

Secondary Endpoints
«DFS inin PD-L1
TPS 21% population
*OS in overall, PD-L1
TPS 250%, and PD-L1
TPS 21% populations
» Lung cancer—specific
survival in overall
population
- Safety

Dual Primary Endpoints
* DFS in overall population

* DFS in PD-L1 TPS 250%
population

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

NCI Designated Comprehensive Cancer Center
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Keynote-091: DFS results

PEARLS/KEYNOTE-091:
Primary Results From the Protocol-Specified Second Interim Analysis (IA2)

DFS, PD-L1 TPS =50% Population
HR 0.82 (95% CI1 0.57-1.18)
P=014

DFS, Overall Population
HR 0.76 (85% CI| 0.63-0.91)
P =0.0014

Note:

14% of patients
In both arms did
not receive

{1B-ma rate
171.7%
{70.2%

{18-mo rate
73.4%
B4.3%

s [ 30- A [ adjuvant
204  Pembro 350% 536 mo 20 Pembro  321% HR
104 Placebo  443%  420mo 104 Placebo  382% MR chemothera PY

0 O (N PO R e o e R
0 6 12 18 24 30 38 42 48 54 60 BB

Months

1 26 2 T 4 0 U
a 1 0

0+ | I
0 5121524333542455451]%

Months

Ho. at sk
500 483 434 358 264 185 82 TO 18 1€
68T 483 409 3% M1 160 T2 5T 22 18 1 D

168 145 126 38 r.!.-
168 140 121 100 75 54 2B 22 E

*» DFS benefit generally consistent across most protocol-specified subgroups, including
PD-L1 TPS <1% (HR 0.78, 95% CI 0.58-1.03) and 1-49% (HR 0.67, 95% CI 0.48-0.92)

J Patel, ASCO 2022
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Keynote-091: DFS results

Events/participants

Pembrolizumab  Placebo

Hazard ratio (95% ClI)

ﬁgrx_ years

<65 94/285 119/273 —— 073 (0-56-0-96)

=65 118/305 1414314 . S 084 (0-66-1-07)

Sex

Female 71/189 87/184 . 073 (0-54-1.00)

Male 141/401 173/403 —— 081 (0-65-1-01)

Geographical region

Asia 44/106 52/105 ——1 074 (0-49-1-10)

Fastern Furope 42116 48/113 . 0.84 (0.56-1.27)

Western Europe 109/303 136/301 . S 077 (0-60-1.00)

Rest of the world 17/65 24/68 S 074 (0-40-1-39)

Race

White 156/450 192/455 . 082 (0-66-1.01)

All otherst 49/118 58/113 —y— 071(0-48-1.04)

ECOG performance status score

o 138/380 150/343 —— 078 (0-62-0-99)

1 74210 110/244 . S 079 (0.59-1-06)

Smoking status

Current 15/75 38/90 & 042 (0-23-0:77)

Former 155/428 185/431 ——t 084 (0-68-1-04)

Never 42187 37166 — 072(0-47-113)

Disease stage

|13 21/84 25/85 —_— 076 (0-43-1-37)

1l 102/329 144/338 & 070 (0-55-0-91)

1A 89/177 89/162 —y— 0492 (0-69-1-24)

Received adjuvant chemotherapy

No 35/84 29/83 ——— 125 (0-76-2-05)

Yes 1771506 231/504 I 073(0-60-0-89)

Histology

Mon-squamous 146/398 184/363 B 067 (0-54-0-83)

. e rizir = e

PD-L1TPS

<1% 89/233 106/232 A 078 (0-58-1-03)"

1-49% 659/189 91/190 —— 067 (0-48-0-92)*

No 84/18 102/216 . 078 (0-59-1-05)

Yes 18/39 22134 <& 044 (0-23-0-84)

Unknown 110/333 136/337 —p— 0:82 (0-63-1-05)
o i s i T payly = Ty

02 05 10 2.0 50
L T ST ey By Covimuswe valmmmbom

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

O Brien et al. Lancet 2022
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Why may timing of immunotherapy matter?

Tumor
cell
Antl PD- (L)1 Dendritic Efferent
cell lymphatic
Kllllng '

Tcell

1} -
J

: -7 Afferent
\ lymphatic

\ A
1 li

-

| ‘Bloodstream

Primary

tumor Tumor
draining

' Micrometastases
lymph node Anti-PD- (L)1 in tissues

Tumor present=
1. More antigen

2. Activate the
tumor—specific
TILs already in
the tumor

3. Better T cell
priming at the
level of the
dendritic cell

Topalian et al., SCIENCE 2020:367(647)

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY
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CHECKMATE 816

Key eligibility criteria
« Newly diagnosed, resectable,
stage IB (2 4 cm)-1I1A NSCLC NIVO 360 mg Q3w
(per TNM 7" edition) o * Surgery
* ECOG PS5 0-1 chemo? Q3w (3 cycles) Rdd;olgoe; (within 6 Optional | Fotlow-up
Sad 8 resiagin
* No known sensitizing EGFR Q_ weeks b | adjuvant |=——>
mutations or ALK alterations post- chemo + RT
treatment)
Stratified by
stage (IB/1l vs llIA),
PD-L1% (2 1% vs < 1%¢), and sex
Primary endpoints Key secondary endpoints Key exploratory endpoints included
« pCRby BIPR * MPRby BIPR * ORR by BICR
« EFS by BICR « 0S » Feasibility of surgery; peri- and
+ Time to death or distant metastases post-operative surgery-related AEs

Forde et al. NEJM 2022
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Event-free Survival [35)

CHECKMATE 816: EFS BENEFIT

100 g

S0+
204
T0=
&0
50
404
30+
0~
10=

chemotherapy

Chemotherapy alone

Mo. of
Patients

Mivolumab plus

-

Mivolumab plus 179
Chemotherapy

Chemotherapy 179
Alone

Median
Event-free Surviv
(95% CI)
ma

31.6 {30.2-NR)

20.8 (14.0-26.7)

Hazard ratio for disease progressio

disease recurrence, or death, 0.6
(97 382: CI, 0.43-0.91)

; P=0.005

T

B 9 12 15
Maonths

Forde et al. NEJM 2022

T T
18 21 24

T T T T T
27 30 33 3 3§

42

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

Median
Mo. of Event-free Survival Unstratified Hazard Ratio for Disease Progre
Subgroup Patients (95% CI) Disease Recurrence, or Death (95% Cl|
Mivolumab plus  Chemotherapy
chemaotherapy alone
(N=179) {N=174)
ma

Crverall 358 316 (302-NR) 208 (14.0-26.7) _— ' 063 |

Age ,
b5 yr 176 MR {3L6-NR) 208 {14.0-NR) —— 0.57 |
=65 yr 182 0.2 (23.4-MR) 134 (10.6-31.8) —i—e'r— 070 |

Sex '
Male 255 3106 (20.0-MR) 169 (13.8-24.9) —-—: 068 |
Female 103 MR {30.5-NR) 318 {13.9-NR) —_—— 046 (I

Geographic region :
Morth America 91 MR (25.1-NR)  NR (128-NR) —0—:— 078 |
Europe 66 116 (13.4-NR} 211 (10.2-MNR) —_— 080 |
Asia 177 MR (30.2-NR} 16.5 (10.8-227) —— 0.45 |

ECOG performance-status score i
0 241 MR {30.2-NR) 217 (16.6-MR) —O—: 061 |
1 117 305 (14.6-NR) 140 (9.8-26.2) . 071 |
Ly ' = £ L L L] .
IB or Il 127 MR (27.8-NR)  NR (16.83-MR) _— 0.7 |
1A 128 116 (26.6-MR) 157 (10.8-227) —— " 0.54 |
TTISION0gIC TYRe O TLmar ! '
Squamous 182 106 (200-MR) 2217 (1L5-NR) —. 0.77 |
Monsquamous 176 MR {27.82-NR) 19.6 {13.2-26.2) — :_ 0.50 {

Smoking status '
Current or former smoker 118 31L& (302-MNR) 224 [15.7-NR) — 0.68 (0
PR | g HE!JI': £ RIDY 'II".AJI'.l'n‘ a0 29 - U e e | JII'I

PD-L1 expression level i
<1% 155 25.1 (14.6-NR) 13.4 (13.9-26.2) —6—-— 085 |
=1% 178 MR (NR-NR) 211 {11.5-MR) —_— ! 041 |
1499 98 MR (27.8-NR)} 26.7 (11.5-MR) —_—— 0.58 |
=50% B MR (MR-NR) 1%9.6 (8.2-MR} -————— ' 0.24
TMB v |
<12.3 mutations /megabase 102 30.5 (19.4-NR) 267 (16.6-MR) —_ 0.86 |
=123 mutationsmegabase 76 MR {14.8-NR} 224 {13.4-NR} —_— 0.69 |

Type of platinum theragy :
Cisplatin 258 MR {25.1-NR) 209 {15.7-NR) —l—:- 071 |
Carboplatin 72 MR {(30.5-MR} 106 {7.6-26.7) —_—— - 031 |

| L
0125 0.25 0.50

T T 1
1.00 200 4.00

Mivolumab plus Chemotherapy Better Chemotherapy Alone Better

NCI Designated Comprehensive Cancer Center




CHECKMATE 816: PATH CR

Unweighted Difference,

MNo. of Pathological Complete Mivolumab plus Chemotherapy minus
Subgroup Patients Response [95% Cl) Chemotherapy Alone (95% CI)
Chemotherapy Nivolumab plus
alone chemotherapy
(N=179) {N=179)
P percentage poinis
Overall 158 22 (0.6-56) 240 (18.0-31.0) —_— 715 (152 tn 28 7)
Age :
<65 yr 176 0 {0—4.3) 26.9 (18.2-37.1) : e 26.9 (17.8 to 36.7)
=65 yr 182 432 (L1-103) 209 (129-31.0) P ——— 17.8 [7.3 to 26.8)
Sex '
Male 255 24 (D567 227 (15.7-30.9) ; — 203 [12.6 to 28.4)
Female 103 18 [<0.1-103) 275 (15.5-41.7) : e 255 (123 to 39.1)
Geographic region 1
40— ) Nosth America 91 20 (=0.1-106) 22.0 (10.6-37.6) _ 20.0 (6.9 to 34.8)
Oidds ratio, 13.94 (993 C1, 3.49-55.75) Europe 66 0{0-13.7)  24.4 (12.4-403) L o————— 24.4 (7.4 to 39.3)
315 P=0.001 Aszia 177 3.3 (0.7-5.32) 28.2 (19.0-39.0) : —_— 25.0 (14.7 to 35.5)
| Differance. 216 ECOG performance-status score ‘

% 10 S L 0 241 1.7 (0.2-6.09 26.9 (19.1-35.3) ' e 24.9 (16.7 to 33.4)
= 24.0 1 117 3.2 (0.4-11.2) 18.2 (9.1-30.9) C——— 15.0 (3.8t 27.3)

E E 75 o (43/179) Disease stage at baseline '

'5 - 1B or 128 4.8 (LD-133) 262 (16.0-33.5) ! ————— 21.4 (9.0 1o 33.6)
il 1A 228 09 (<0.1-4.7) 23.0 (15.6-31.5) : — 221 (143 to 30.7)
_E E 20+ Histologic type of tumor :

B Squamous 182 43 (1.2-104) 3253 (166-35.7) : —_— 21.1 (11.0to 31.4)
28 DA Nonsgquamous 176 0(0-43) 228 (147-328) L —— 218 (142 10 32.4)
4 Smoking status ;

E 104 rent : 118 28 [0 7_& 41 e b 912313118 J 231 (15.9 to 30.5)

2.2 I Mever smoked 39 O(0-168) 105 (1.3-33.1) — 105 [-7.3 to 31.4)
5= (4)179) "L ERprEssion ever !
o 1%, 155 26(03-91) 167 (9.2-26.8) D —— 14.1 (4.8 to 24.0)
E =1% 178 22 (0.3-7.9) 316 (23.0-433) . —_— 30.3 (19.9 to 40.7)
Nivolumab plus Chemotherapy Chemotherapy Alone 1-49% 98 0(0-75) 235 (12.8-375) e 235 (11.4 to 36.3)
=50% 20 48 [0.6-16.2) 44.7 (286-61.7) i _ 4000 (21.7 to 55.9)
TME :
«12.3 mutations /megabase 102 19 (=0.1-10.1) 724 (11 8-36.8) b —— 206 (8.2 to 34.1)
=12.3 mutations/megabase 76 2.7 (<0.1-142) 30.8 (17.0-47.5) ; e 281 [11.6 to 43.9)
Type of platinum therapy '
Cisplatin 258 2.2 (0.5-6.4) 21.8 (14.5-30.1) : —_— 195 (12.0 to 27.7)
Carboplatin 72 0(0-10.6)  30.8 (17.0-47.6) ; S — 305 [14.7 to 46.4)
L 13 L L 1 I L]
-10 -15 0 15 30 45 &
Forde et al. NEJM 2022 -

Chemotherapy Alone Better Mivolumab plus Chemotherapy Better

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

NCI Designated Comprehensive Cancer Center




CheckMate 816: 3-y efficacy/safety update and biomarker analyses

OS with neoadjuvant NIVO + chemo vs chemo: 3-year update

NIVO + chemo Chemo
(n = 179) in=179) Notyet mature

Median OS, mo NR NR
(95% CI) (NR-NR) (46.8-NR)
100 — HR (99.34% CI) 0.62 (0.36-1.05)
90% P value 0.01242
80 - :  3%°
| : Feocunag;, NIVO + chemo
— 60
2l | | |
2 e | |
© 40- : | |
20 - i i i
0 I I | i I | I i | 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 risk Months from randomization

NIVO + chemo 179 176 166 163 158 151 149 146 145 141 137 136 117 95 67 4 23 14 6 2 0

Minimum/median follow-up: 32.9/41.4 months.
aSignificance boundary for OS was not crossed at this interim analysis. ®<95% Cls for 3-year OS rates: b71-83; <56-70. Forde et al. ELCC 2023 oral

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



CTDNA CLEARANCE AND ASSOCIATION WITH PCR IN CHECKMATE-816

ctDNA clearance rate (C1D1 to C3D1)®

80 =

With ctDNA Clearance Without ctDNA Clearance
80 T .-;.

g
9 g
a2 & 60 —
£ o :

60 A o/b =

@ 2E% 2 46%"
g a‘s
o :
g L

g
a 40 4
2 34%> 5

o
: 3
’ 3
E 20 - %
g o
o 4%

0%*
.
NIVO + chemo Chemo Nivolumab + Chemotherapy Nivolumab + Chemotherapy
n/N 24/43 15/44 chemotherapy chemotherapy
n/N 11/24 2/15 019 1/28

Forde PM et al. NEJM 2022

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY Slide courtesy of Dr. Leal NCI Designated Comprehensive Cancer Center



CHECKMATE 816: SAFETY

Nivolumab plus Chemotherapy Chemotherapy Alone

Any Grade Grade 3 or 4 Any Grade Grade 3 or 4

Adverse events of any cause — no. (%)}

All 163 (92.6) 72 (40.9) 171 (97.2) T7 [43.8)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 20 (11.4) T (4.0)
Serious 30 (17.0) 19 (10.8) 24 (13.6) 17 (9.7)
Treatment-related adverse events — no. (%6)7T

All 145 (82.4) 59 (33.5) 156 (88.6) 65 (36.9)
Leading to discontinuation of treatment 18 (10.2) 10 (5.7) 17 (9.7) B (3.4)
Serious 21 (11.9) 15 (8.5) 18 (10.2) 14 (8.0)
Deathy 0 — 3(1.7) —

[ Surgery-related adverse events — no ftotal no. (36){ 62/149 (41.6)  17/149 (11.4)  63/135 (46.7)  20/135 (14.8) ]

Forde et al. NEJM 2022

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



DEBUNKING SURGICAL CONCERNS

CheckMate 816 (NIVO + chemo in resectable NSCLC): 3-y efficacy and safety by definitive surgery status

Subsequent therapy summary

Numerically, more patients
who got chemo alone did not

get surgery than chemo + 10

With definitive surgery Without definitive surgery

NIVO + chemo
(n = 30)

NIVO + chemo
(n = 149) (1

Patients, n (%)

Any subsequent therapy 32 (22) 59 (44) 17 (57) 28 (64)
Subsequent radiotherapy 14 (9) 26 (19) 11 (37) 18 (41)
Subsequent surgery 4 (3) 7 (5) 1(3) 1 £Z)
Subsequent systemic therapy 26 (17) 52 (38) 15 (50) 23 (52)
Immunotherapy 14 (9) 31 (23) 1 (3) 16 (36)
Targeted therapy 10 (7) 23 (17) 5(17) 4(9)
Chemotherapy 23 (15) 28 (21) 14 (47) 19 (43)

Minimum/median follow-up, 32.9/41.4 months.

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

2
Spicer et al. ASCO 2023
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PATIENTS WHO DON’T GET TO SURGERY HAVE POOR OUTCOMES

CheckMate 816 (NIVO + chemo in resectable NSCLC): 3-y efficacy and safety by definitive surgery status

EFS2 by definitive surgery status

With definitive surgery Without definitive surgery
NIVO + chemo Chemo NIVO + chemo Chemo
(n = 149) (n =135) (n = 30) (n = 44)
Median EFS, mo NR 31.8 Median EFS, mo 6.7 4.1
(95% CI) (44.4-NR) (18.0-NR) (95% CI) (2.7-24.9) (2.5-11.2)
100+ HR (95% Cl) 0.67 (0.47-0.95) 100 ¢ HR (95% Cl) 0.75 (0.44-1.28)
83%
80 ! 80
! 69%
| R T
—_ - | " —\amee + chemo __ _
3:3 60 : ! : bae - ) § 60
wvi | : I v
- 1 1 1 L
* 40+ : : : “ 40+ : :
20 | i | 20 i |
: : : i i ' 8%¢ | NIVO + chemo
0 I I I i 1 I I i 1 I I i I I I I I 1 O I I I 1 I I 1 I I I 1 I 1 I I I 1
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54
_ Months from randomization Months from randomization

NIVO + chemo 149 146 134 125 119 107 105 101 98 96 90 71 60 40 22 15 7 6 O 30 16 14 11 11 10 9 2 9 & 6 5 1 1 1 0 0 0 O

Minimum/median follow-up, 32.9/41.4 months.
3Secondary definition: time from randomization to any progressicn of disease precluding surgery, progression or recurrence of disease after surgery, or death due to any cause; patients receiving subsequent therapy were 3
not censored. 2295% Cl: b53-69; <40-57;42-22; =1-28.

Spicer et al. ASCO 2023
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ADDITION OF NIVOLUMAB DOES NOT INCREASE SURGICAL AES

CheckMate 816 (NIVO + chemo in resectable NSCLC): 3-y efficacy and safety by definitive surgery status

Safety summary?

With definitive surgery Without definitive surgery

NIVO + chemo | NIVO + chemo | Chemo
(n = 149) (n =27)

Patients, n (%) Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4 | Any grade | Grade 3-4

All AEs® 142 (95) 68 (46) 133 (98) 58 (43) 23 (85) 8 (30) 40 (98) 21 (51)
TRAEs® 129 (87) 56 (38) 120 (89) 48 (36) 18 (67) 7 (26) 39 (95) 19 (46)
A!lAEs !eadil?g to 16 (11) 8 (5) 13 (10) 5 (4) 2 (7) 2 (7) 7 (17) 2 (9)
discontinuation®

TBAES l.eadin.g to 16 (11) 8 (5) 11 (8) 5 (4) 2 (7) 2 (7) 6 (15) 1(2)
discontinuation®

All SAEs® 23 (15) 16 (11) 15 (11) 11 (8) 7 (26) 3 (11) 9 (22) 6 (15)
Treatment-related SAEsP 17 (11) 13 (9) 11 (8) 9 (7) 4 (15) 2 (7) 7 (17) 5 (12)
Surgery-related AEs® 67 (45) 17 (11) 66 (49) 20 (15) — — — -
Treatment-related deathsd 0 1 (1)# 0 2 (5)f

2AEs per CTCAE v4.0 and MedDRA v25.0. ®Includes events reported between the first dose and 30 days after the last dose of necadjuvant study treatment. cIncludes events reported within 90 days after definitive
surgery. ‘Treatment-related deaths occurring at any time after the first dose of necadjuvant study treatment. =Due to pneumonia. ‘Due to pancytopenia, diarrhea, and acute kidney injury (all in 1 patient) and

enterocolitis (n=1). éplcer et al ASCO 2023
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KEYNOTE-671 Study Design
Randomized, Double-Blind, Phase 3 Trial

Pembrolizumab 200 mg IV Q3W
+
Key Eligibility Criteria Cisplatin and Gemcitabine® Pembrolizumab 200 mg IV Q3W
or

« Pathologicall firmed
S i s Cisplatin and Pemetrexed®

resectable stage Il, IlIA, or llIB
(N2) NSCLC per AJCC v8 for up to 4 cycles

No prior therapy

for up to 13 cycles

Able to undergo surgery Placebo IV Q3W

Provision of tumor sample for o
PD-L1 evaluation? Cisplatin and Gemcitabine® Placebo IV Q3W

or

SetErele Cisplatin and Pemetrexed®

for up to 13 cycles

for up to 4 cycles

Stratification Factors Dual primary end points: EFS per investigator review and OS
+ Disease stage (Il vs )
« PD-L1 TPS? (<50% vs 250%) Key secondary end points: mPR and pCR per blinded, independent
« Histology (squamous vs nonsguamous) pathology review, and safety
+ Geographic region (east Asia vs not east Asia)

2 Assessed at a central laboratory using PD-L1 [HC 22C3 pharmDx.  Cisplatin 75 mg/m? |V Q3W + gemcitabine 1000 mg/m? |V on days 1 and 8 Q3W was permitted for squamous histology only. ©Cisplatin
75 mg/m? IV Q3W + pemetrexed 500 mg/m?2 IV Q3W was permitted for nonsquamous histology only. ¢ Radiotherapy was to be administered to participants with microscopic positive margins, gross residual
disease, or extracapsular nodal extension following surgery and to participants who did not undergo planned surgery for any reason other than local progression or metastatic disease. ClinicalTrials.gov
identifier; NCT03425643.

2023 ASCO #ASCO23 presentep Bv: Dr. Heather Wakelee ASCO) ansiiesms
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KEYNOTE-671: NEOADJ. CHEMO +PEMBRO

Event-Free Survival

Pts w/ I‘:‘Iedian
100_ 12-mo rate 24-mo rate Event a0, me
90- Pembro arm 35.0% NR (34.1-NR)
80 - 73.92% Placebo arm 51.3% 17.0 (14.3-22.0)
e 62.4%
59.9%
2 604
E 504 40.6% HR 0.58 (95% CI, 0.46-0.72)
40 - % P < 0.00001
30-
20 -
10
0""'I""'""'I""'""'I"'"I""'I""'I'""I
0 6 12 18 24 30 36 42 48 54
No. at risk Months
397 330 236 112 17 Ti 42 1 0 0
400 294 183 124 74 38 24 9 1 0

EFS defined as time from randomization to first occurrence of local progression precluding planned surgery, unresectable tumor, progression or recurrence per RECIST v1.1 by investigator assessment, or
death from any cause. Data cutoff date for [A1: July 29, 2022 (median follow-up, 25.2 mo [range, 7.5-50.6]).

2023 ASCO #ASCO23 presenten By: Dr. Heather Wakelee ASCO CUNICAL ONCOLOGY
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KEYNOTE-671: NEOADJ CHEMO + PEMBRO
Event-Free Survival in Subgroups

Subgroup Events/participants Hazard ratio (95% CI) Subgroup Events/participants Hazard ratio (95% Cl)
Pembro Placebo Pembro Placebo
Arm Arm . Arm Arm .
Overall 139/397  205/400 - 0.58 (0.46-0.72) Overall 139/397  205/400 - 0.58 (0.46-0.72)
Age Pathologic stage
<65y 74/221 113/214 - 0.53 (0.39-0.71) I 34/118 48/121 + 0.65 (0.42-1.01)
65y 85/176  92/186 - 0.64 (0.46-0.88) A 801217  124/225 - | 0.54 (0.41-0.72)
Sex ne 25/62 33/54 —— 0.52 (0.31-0.88)
Female 311118 55/116 —— 0.44 (0.28-0.68) pN status
Male 108/279  150/284 - 0.63 (0.49-0.80) pNO 51/148 70/142 - 0.57 (0.40-0.82)
Race pN1 25/81 33/71 —— 0.60 (0.36-1.01)
White 85/260  123/239 - 0.54 (0.41-0.72) pN2 63/168 102/187 - 0.57 (0.42-0.78)
All others 46/134 70/145 + 0.62 (0.42-0.89) PD-L1 TPS
Geographic region <1% 63/138  80/151 — 0.77 (0.55-1.07)
East Asia 43/123 571121 —— 0.66 (0.45-0.99) 1-49% 44/127 62/115 —= 0.51 (0.34-0.75)
Not east Asia 96/274  148/279 -+ 0.54 (0.41-0.69) >50% 32/132 63/134 —— 0.42 (0.28-0.85)
Smoking status EGFR mutation
Current 37/98  57/103 —— 0.52 (0.34-0.78) No 31111 64/127 —— 0.48 (0.31-0.74)
Former 84/247  128/250 - 0.57 (0.43-0.75) Yes 114 10/19 ¢ 0.09 (0.01-0.74)
Never 18/54 20/47 —— 068 (0.36-1.30) Unknown  107/272  131/254 - 0.64 (0.49-0.83)
Histology ALK translocation
Nonsquamous 73/226  107/227 - 0.58 (0.43-0.78) No 29/104 76/133 —— 0.41 (0.26-0.62)
Squamous 66/171  98/173 = 0.57 (0.41-0.77) Unknown  106/281  128/258 - | 0.63 (0.49-0.82)
001 005 02 051 23 001 005 02 051 23
h Pembro Placebo “ Pembro mebo
Arm Better Arm Better Arm Better Arm Better

Per the prespecified analysis plan, subgroups with <30 participants are excluded from the forest plot. Subgroups for stage IlIA and [1I1B and pN status were post hoc; all other subgroups were prespecified.
Data cutoff date for IA1: July 29, 2022.
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NEO-TORCH: peri-operative toripalimab + chemo

Neoadjuvant

Toripalimab
240mg
+
Platinum-based
chemotherapy

* Newly diagnosed
resectable stage II-
[l NSCLC

+ EGFR/ALK wild
type

+ Biopsy tissue
available for
biomarker analysis

+ Evaluable lesions

* Planned enroliment
N=500

Q3W 3 cycles

Placebo
+
Platinum-based
chemotherapy

Q3W 3 cycles

Stratification factors:

[l vs A vs lIIB

» Lobectomy vs pneumonectomy

» Non-squamous vs squamous

» PD-L1 TC expression: = 1% vs < 1% or non-evaluable

SURGERY

Toripalimab
240mg
+

Platinum-based
chemotherapy

Q3W 1 cycles

Placebo
+

Platinum-based
chemotherapy

Q3W 1 cycles

Toripalimab
240mg

Q3W up to 13
cycles

Placebo

Q3W up to 13
cycles

Follow Up

Primary endpoints:

* EFS by Investigator (stage Ill)

» EFS by Investigator (stage lI-IIl)

+ MPR evaluated by BIPR (stage Ill)

* MPR evaluated by BIPR (stage II-Ill)

Secondary Endpoints:

» Overall survival

* pCR by BIPR/site pathologist for stage
Il and stage II-lI

» EFS by IRC for stage Ill and stage II-llI

*» Disease-free survival

+ Safety and feasibility of surgery

EFS: Event-Free Survival

MPR: Major Pathologic Response

BIPR: Blinded Independent Pathologic Review
pCR: Pathological Complete Response

IRC: Independent Review Committee

Shun et al, ASCO virtual Plenary, 2023
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NEO-TORCH: peri-operative toripalimab + chemotherapy

No. of Events/ Median EFS
Intent-to-treat Stage lll patients assessed by investigator per RECIST v1.1 No ol Paticnts mo (95% CT)

1-Yr EFS 2-Yr EFS Toripalimab + Chemo 17/202 NE (24.4. NE)
Rate % ] Rate %
[}
: 64.7%
! | Censored

Median follow-up: 18.25 months

HR 0.40 (95%Cl 0.277, 0.565)

two-sided P<0.0001

2-sided efficacy boundary: 0.01683

E

-;/L;;
— =
= o
w2 =
s &
-

S
e
>\:—/
€3

Does the number of cycles and

timing of chemo-io matter?
Months

No. at Risk

3 chemo-1O pre-op, 1 post op

Shun et al, ASCO virtual Plenary, 2023
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AEGEAN: peri-operative durvalumab + chemo

Study population

Durvalumab 1500 mg IV +

«  Treatment-naive platinum-based CT?
Q3W for 4 cycles
+ ECOGPSOor1

* Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8" ed)

* Lobectomy, sleeve resection, or
bilobectomy as planned surgery”

Randomization stratified by:
« Disease stage (Il vs I}
* PD-L1 expression (21% vs <1%)

Placebo IV +

+ Confirmed PD-L1 status’ platinum-based CT* udﬂﬁ;&?;ﬂlﬂﬁ
+  No documented EGFR/ALK N=802 Q3W for 4 cycles 4
aberrations” randomized

Haymach, AACR, 2023

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY
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AEGEAN: peri-operative durvalumab + chemo

Study population

Durvalumab 1500 mg IV +

«  Treatment-naive platinum-based CT?
Q3W for 4 cycles
+ ECOGPSOor1

* Resectable NSCLC*
(stage IIA-IIIB[N2]; AJCC 8" ed)

Randomization stratified by:
« Disease stage (Il vs I}
* PD-L1 expression (21% vs <1%)

* Lobectomy, sleeve resection, or
bilobectomy as planned surgery”

Placebo IV + -
+ Confirmed PD-L1 status’ platinum-based CT* S— Placebo IV

+  No documented EGFR/ALK N=802 QAW for 4 cyciee SR

aberrations* randomized
= e = Durva. Placebo

TNM classificationt (N=366) (N=374) Current 26.0 254
T1 12.0 11.5 Smoking status, % Former 60.1 59.6
Primary T2 26.5 289 Never 139 15.0
tumor, % T3 35.0 34.5 O [ 28.4 29.4
T4 26.5 25.1 : 1y 47.3 44.1

(AJCC 8™ ed.), %
Rediondiinusi NO 30.1 273 ULz, 24.0 26.2
gional lymp N1 20.5 233 : Squamous 46.2 511
nodes, % N2 495 495 Histology, % Non-squamous 53.6 47.9
TC <1% 33.3 334
PD-L1 expression, % TC 149% 36.9 38.0
TC 250% 29.8 28.6

Haymach, AACR, 2023
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AEGEAN: peri-operative durvalumab + chemo

D arm PBO arm
1.0 Mo. events / no. patients (%) 98/366 (26.8) 138/374 (36.9)
' mEFS, months (95% CI) NR (31.9-NR) 25.9 (18.9-NR)
0.9 Stratified HR* (95% Cl) 0.68 (0.53-0.88)
0.8 - Stratified log-rank P-value 0.003902
E 0.7 1 53.3% )
° 0.6 - 64.5%1 I 1
- I I
% 0.5~ : :
w04 - : l
-E i I
= 0.3 - ! ! Median follow-up (range) in censored
o ] : : patients: 11.7 months (0.0-46.1)
' : : EFS maturity: 31.9%
0.1 7 + Censored : :
U.G | I 1 : | I | : I I 1 1 1 I 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time from randomization (months)
No. at risk:
D arm 366 336 271 194 140 90 78 50 49 31 30 14 11 3 1 1 0
PBO arm 374 339 257 184 136 82 74 53 S50 30 25 16 13 1 1 0 0

Haymach, AACR, 2023
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AEGEAN: peri-operative durvalumab + chemo

Median EFS, months (95% CI)

D arm PBO arm
Subgroup n (N=366) (N=3T74) HR (95% CI)
All patients 740 NR (31.9-NR) 25.9 (18.9-NR) —— : 0.68 (0.53-0.88)
Age at randomization <65 years 358 NR (NE=MNR) NR (18.9-NR) b Y] 0.71 (0.47-1.04)
265 years 382  NR(17.9-NR) 24.5 (13.6-31.1) E——! 0.69 (0.48-0.97)
Sex Male 530 NR (31.9-NR) 22.9 (14.3-31.1) —.— 0.61 (0.44-0.82)
Female 210 NR (17.5-NR) NR (13.6-NR) L =I‘ 0.95 (0.58-1.56)
ECOG PS 0 506 NRE (31.9-NR) 25.4 (14.3-NR) po———| | 0.65 (0.47-0.89)
1 234 NR (21.8-NR) 25.9 (14.3-NR) L - : 0.78 (0.49-1.22)
Race* Asian 307 NR (MR-NR) 25.4 (13.9-NR) . 1) 0.60 (0.40-0.90)
Mon-Asian 433 31.9 (21.8-NR) 26.2 (14.3-NR) ——H 0.76 (0.54-1.06)
Smoking Current 190 NR (MR-NR) 14.3 (8.1-NR) - i : 0.48 (0.28-0.80)
Former 443 NR (31.9-NR) 25.9 (19.5-NR) ——t 0.79 (0.57-1.10)
Never 107 NR (NR-NR) 24.5 (14.3-NR) : 0.76 (0.35-1.58)
Histology Sguamous 360 MR (31.9-NR) 26.2 (13.0-NR) -————— 0.71 (0.49-1.03)
Mon-squamous 375 NR (MR-NR) 25.4 (14.3-NR) !——-——ll 0.69 (0.48-0.99)
Disease stage Stage |I 214 NR (NR-NR) 31.1 (25.4-NR) : T 0.76 (0.43-1.34)
(AJCC 8" ed.) Stage lIIA 338 MR (NR-NR) 19.5 (11.7-NR) —_— 0.57 (0.39-0.83)
Stage llIB 186  31.9 (11.7-NR) 18.9 (11.8=NR) : - : 0.83 (0.52-1.32)
PD-L1 expression at baselinet TC <1% 247 MR (14.9-MNR) 20,6 (13.9-NR) [ - 4 0.76 (0.49-1.17)
TC 1-49% 277  NR(31.9-NR) 25.4 (12.2-NR) . Ly 0.70 (0.46-1.05)
TC 250% 216 NR (MR-NR) 26.2 (14.3-NR) # 0.60 (0.35-1.01)
Planned neoadjuvant Cisplatin 196 MR (NR-NR) 31.1 (14.3-NR) - i 0.58 (0.35-1.00)
platinum agent Carboplatin 544 MR (31.8-NR) 25.4 (14.3-NR) &—Q——I: 0.73 (0.54-0.98)
0.25 0.5 1 2
HR

DCO = Nov 10, 2022; median EFS follow-up in cansored patients: 11.7 monihs (range: 0.0-46.1); EFS maturity: 31.9%. Median calculaled using

the Kaplan-Meler method; HR for all patients (miTT) calculated wing a stratified Cox proportional hazands model. HRS for subgroups caloulated using
unsiratified Cox proportional hazards madels. The size of circles i proportional o the number of events for each subgrowp, and the harizontal bars

Favors D Favors PBO

represent the 95% Cls. “Race was self-repoded per the electronic case report form, "Dietermined using the Ventana SP263 immunchistochemistry assay. Haymach AACR. 2023
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Overall Survival Results Summary (Interim Analyses)

Immunotherapy Trial Median HR (95% Cl)
Setting flu

KEYNOTE-671 252 mo 0.73 (0.54, 0.99) 0.02124

Neoadjuvant

+ Adjuvant Neotorch 18.2 mo 0.62 (0.381, 0.999) 0.0502

Neoadjuvant CheckMate 816 41.4 mo 0.62 (0.36, 1.05) 0.0124

ITT Stage 1B-I1A: 0.995 (0.78, 1.28) 0.9661
IMpower010 ASAB oo Stage II-IA: 0.95 (0.74, 1.24) N/A

Adjuvant St:ge lI-IA, PD-L1 TPS 21%: 0.71 (0.49, 1.03) N/A

KEYNOTE-091 35.6 mo 0.87 (0.67, 1.195)

Wakelee H, et al, ASCO Annual Meeting, 2023; Lu S, et al, ASCO Plenary Series, April 2023; Forde P, et al, ELCC Annual Meeting, 2023;
Felip E, et al, WCLC Annual Meeting, 2022; O'Brien M, et al, Lancet Oncol. 2022 Oct;23(10):1274-1286.

2023 ASCO m oev: Mark M. Awad, MD, PhD, Dana-Farber Cancer Institute, Boston, MA ASCQ) Sl
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Benefits of neoadjuvant immunotherapy approach

1. Improved overall survival, especially relevant for resectable N2 disease

2. Minimal surgical risks

3. Provides benefit regardless of PD-L1 status

Practice change may not be convenient, but in this case is necessary

NCI Designated Comprehensive Cancer Center 33
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Key Questions remain for perioperative treatment NSCLC:

1. Can we omit chemotherapy?

- Patients want this
- Currently no proven overall survival benefit of IO alone in peri-operative setting

2. Role of PD L1

- Neoadjuvant chemo-nivo: All PD-L1 included in CM816 approval
- Adjuvant atezo: PD_L1> 1% approved

3. Can we “downstage” patients?
- Currently need to determine surgical resectability up-front

4. What about common and less common driver mutations?
- Some trials address EGFR and ALK, but we have so many other drivers

34
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