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Esophageal Cancer

« Esophageal cancer was the 8th most common cancer and the 6th most common cause of cancer-

related deaths worldwide in 2020.
— Globally, an estimated 604,100 new cases of esophageal cancer were reported in 2020.1
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1. Esophagus Fact Sheet. Global Cancer Observatory. December 2020. Accessed May 20, 2021. hitps://gco.larc fr/today/data/factsheets/cancers/6-Oesophagus-fact-sheet pdf



Esophageal Cancer: Histological Subtypes

- Two main types of esophageal cancer exist, based on histology.’

— Squamous cell carcinoma (SCC) is the most common type of esophageal cancer worldwide, with the highest
incidence rates in Eastern Asia and Eastern Africa.’

— Adenocarcinoma (AC) is more common in Northern Europe, North America, and Oceania than in other regions.’

Easlern Asia
South-Central Asia
Sub-Saharan Africa
Eastern Europe
South America
Western Europe
Northern Europe
South-Eastern Asia
Oceania

Southern Europe
Western Asia
Northem Africa
Northern America
Caribbean + Central America

Incidence Rates by Histological Subtype’

1.0 N 111
04 W 48
0.6 PN 2
0.5 I 5
1.0 N 2
1.7 N 3
35 I 1 6
0.2 M 1.7
20 IR 13
0.5 NN 1.3
05 DN 12
0.5 NN 1.0
2.2 . 1.0 AC
0.5 NN 10 sce

T I T ] I L] T !

4 2 0 2 4 6 8 110 12
Age-Standardized Rates per 100,000, both sexes combined (2018)

GERD = gastroesophageal reflux disease.

1. Arnold M et al. Gut. 2020;69(9):1564—-1571. Reproduced from Gut, Arnold M et al, Vol. 69, 1564-1571, Copyright 2020, with permission from BMJ Publishing Group Lid.
2. American Cancer Society. Esophageal Cancer Risk Factors. Last revised June 9, 2020. Accessed June 14, 2021. hitps://www_cancer.org/cancer/esophagus-cancer/causes-
risks-prevention/risk-factors_html

Risk Factors for Esophageal Cancer?
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Current 1L immunotherapy-based treatment in advanced

esophageal cancer
Positive trial

Serplulimab+chemo
(NCT03958890)

Sugemalimab+chemo
(GEMSTONE-304)

Camrelizumab+chemo Sintilimab+chemo Tiragolumab+atezolizumab+chemo
(ESCORT-1st) (ORIENT-15) (SKYSCRAPTER-08)
5-FU/Cisplatin Pembrolizumab+chemo Nivolumab+chemo Toripalimab+chemo Tislelizumab+chemo
(KN590) Nivolumab+ipilimumab (JUPITER-06) (RATIONALE-306)
(CM648)
1950 2020 2021 2022 2023

Lenvatinib+pembrolizumab+chemo
(LEAP-014)
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A Disease-free Survival in the Overall Population
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Kelly, R. J., et al. (2021). N Engl J Med 384(13): 1191-1203.

wwo oo

36

NwN o

39 4
3 2
1 1
0 0
2 1

45 0.61 (95% Cl, 0.42-0.88)

cococo

Subgroup No. of Patients Median Disease-free Survival Unstratified Hazard Ratio (95% Cl)
Nivolumab Placebo
mo
Overall 794 224 11.0 - 0.70 (0.58-0.86)
Age H
<65 yr 507 244 108 —— 0.65 (0.51-0.84)
265 yr 287 17.0 13.9 e 0.80 (0.57-1.12)
Sex E
Male 671 214 11.1 —— 0.73 (0.59-0.91)
Female 123 Not reached 11.0 — 0.59 (0.35-1.00)
Race H
White 648 213 10.9 — E 0.71 (0.57-0.88)
Asian 117 240 10.2 —_— 0.70 (0.41-1.22)
Black 9 14.4 83 + - 0.43 (0.06-3.06)
Other 20 Not reached 141 + $ 0.48 (0.11-2.02)
Region E
Asia 106 24,0 14.3 —_—— 0.78 (0.43-1.41)
Other 688 214 11.0 — E 0.69 (0.56-0.86)
ECOG performance-status score '
0 464 29.4 1.1 —— 0.73 (0.56-0.96)
1 330 17.0 10.9 —_—— 0.66 (0.48-0.89)
Disease stage at initial diagnosis :
" 278 340 13.9 — 0.72 (0.51-1.02)
m 514 19.4 8.5 —— E 0.68 (0.53-0.88)
Tumor location at trial entry H
Esophagus 462 240 2.3 —— 0.61 (0.47-0.78)
| QT L s e 274 pras paras — A ey
Histologic type :
Adenocarcinoma 563 19.4 11.1 —— 0.75 (0.59-0.96)
Squamous-cell carcinoma 230 297 11.0 — E 0.61 (0.42-0.88)
= P H
21% 129 19.7 141 — 0.75 (0.45-1.24)
<1% 570 213 11.1 —— 0.73 (0.57-0.92)
Indeterminate or could not be evaluated 95 Not reached 95 — 0.54 (0.27-1.05)
Pathological lymph-node status H
YPNO 336 Not reached 27.0 — 0.74 (0.51-1.06)
zypN1 457 14.8 7.6 —— 0.67 (0.53-0.86)
Pathological tumor status E
ypTO 47 340 5.2 S 0.35 (0.15-0.82)
YPT1 orypT2 308 283 9.3 —— E 0.60 (0.44-0.83)
ypT3 orypT4 436 18.9 141 — 0.84 (0.64-1.11)
Histologic grade E
lor2 438 29.4 139 —— 0.68 (0.51-0.91)
Jord 253 14.1 9.2 —— 0.73 (0.52-1.02)
Not assessed 101 Not reached 11.1 —_— 0.65 (0.37-1.16)
Time from complete resection :
to randomization :
<10 wk 256 240 14.1 — 0.84 (0.57-1.22)
210 wk 538 214 108 —— 0.66 (0.52-0.84)
HER?2 status H
Positive 63 19.6 7.6 —Q—E— 0.78 (0.40-1.55)
Negative 207 214 9.4 — 0.69 (0.46-1.03)
Not reported 522 240 1.1 — 0.70 (0.55-0.90)
0.;)0 0.‘25 O‘ISO l.IOO Z‘IOU 4.00
Nivolumab Better Placebo Better




Lesson from other tumor

A Intention-to-Treat Population
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1707353 749 (69.9-79.2)  62.8 (57.3-67.8)
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B Patients with a PD-L1 Expression Level of 21%
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b 80 ?
g 204 Nivolumab  55/140 745 (66.2-81.1)  67.2 (58.4-74.5)
a 50 Nivolumab Placebo  81/142 55.7 (46.8-63.6)  45.9 (37.1-54.2)
Bz i Hazard ratio for disease recurrence or death,
ERSIELY
o= 4ol 0.55 (98.72% Cl, 0.35-0.85)
% 0 . P<0.001
7 Placebo
£ 20
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No. at Risk
Nivolumab 140 113 98 91 76 68 58 50 38 31 27 24 21 12 10 1 0 0
Placebo 142 90 73 59 53 49 42 37 28 22 17 16 12 7 5 3 1 0

N EnglJ Med 2021;384:2102-2114

Subgroup No. of Patients Nivolumab Placebo Hazard Ratio for Disease Recurrence or Death (95% Cl)
ro. of events/no. of patients

Al patients 709 170/353 204/356 —— | 0.70 (0.57-0.86)

Age !

T 291 74155 70/136 —e—r 0.77 (0.55-1.07)
265 yr and <75 yr 295 64/131 100/164 — 0.68 (0.49-0.94)
=75 yr 123 32/67 34/56 — 0.63 (0.38-1.06)

Sex 1
Male 540 125/265 156/275 —— 0.68 (0.54-0.87)
Female 169 45/88 48781 — 0.76 (0.50-1.16)
Race or ethnic group i
Wl'hit: 536 126/264 162/272 —— 0.65 (0.52-0.83)
Blacl 5 1/2 3/3 ! NA
Asian 155 3780 35/75 — 0.83 (0.51-1.35)
American Indian or Alaska Native 1 1/1 0 | NA
Native Hawaiian or other Pacific Islander 0 0 0 | NA
Other 1 5/6 35 ; NA
Not reported 1 0 11 | NA
Geographic region i
United States 102 2449 36/53 —_— 0.45 50.25—0.80
Europe 341 87/170 96/171 — 0.84 (0.63-1.13
Asia 154 37/80 34/74 — 0.85 (0.52-1.39)
Rest of the world 112 22/54 38/58 —_—— 0.39 (0.21-0.72)
ECOG performance-status score at baseline '
0 445 105/224 126/221 —— ! 0.69 (0.53-0.90)
1 247 64/122 71/125 — 0.77 (0.54-1.09)
2 16 1/7 7/9 i NA
Not reported 1 é 0f1L | NA
Hemoglobin level at baseline 0
<10 g/dl 46 8/19 17/27 — 0.30 (0.08-1.06)
210 g/dl 653 162/332 185/321 —— 0.72 (0.58-0.88)
Not reported 10 02 2/8 ! NA
Creatinine clearance at baseline 0
<60 mi/min 309 83/151 91/158 — 0.87 (0.64-1.18)
260 ml/min 383 36/199 1117189 — 0.58 (0.44-0.78)
Not reported 12 1/3 2/9 ! NA
Initial tumor origin 0
Urinary bladder 560 129/279 166/281 —— | 0.62 (0.49-0.78)
Renal pelvis % 24)44 25/52 —_——— 1.23 (0.67-2.23)
Ureter 53 17/30 13/23 —_— 1.56 (0.70-3.48)
Minor histologic variants 0
Yes 286 70/145 76/141 — 0.73 (0.53-1.02)
No 423 100/208 128/215 — 0.69 (0.53-0.90)
Nodal status !
N+ 335 95167 116/168 —— 0.64 (0.48-0.85)
NO or NX with <10 nodes removed 193 46/94 50/99 —_—— 0.85 (0.57-1.28)
NO with 210 nodes removed 179 29/91 37/88 — 0.67 (0.41-1.10)
Not reported 2 0/1 11 ' NA
Pathological tumor stage 0
pT0-2 166 35/80 40/86 — 0.88 (0.54-1.43)
pT3 410 97/206 120/204 — 0.63 (0.48-0.82)
pT4a 119 36/57 40/62 —_— 0.77 (0.47-1.25)
Other 12 1/9 33 ; NA
Not reported 2 1/1 1/1 . NA
Pathological tumor stage and nodal status i
pT2N- 54 6/25 10/29 —— 0.54 EOJE—LSG
pT3,4N- 317 68/158 78/159 —— 0.75 (0.54-1.05
pTO-4N1 143 39/71 45172 —_— 0.74 (0.47-1.15)
pT0-4N2,3 192 Sg/‘iﬁ 71{}96 — 0.57 (0.40-0.83)
TisN- 1 i NA
ot reported 2 1?2 0 NA
Previous neoadjuvant cisplatin therapy !
No 401 100200 104/201 —— 0.92 (0.69-1.21
Any previous neoadjuvant systemic therapy !
Yes 319 75/160 104/159 —— 0.53 (0.39-0.72)
No 390 95/193 100/197 —e— 0.91 (0.69-1.21)
Dags from surgery to randomization i
L g 0/2 /3 !
>30- T EEYEE] 170 ——
>60-90 342 78/165 93/177 —
590-120 198 47/103 62/95 ——
5120 is 24 7N ;
Smaking status I
Current or former smoker 434 116/237 141/247 ——
Never smoked 215 537111 617104 —
Unknown 10 1/5 2/5 !
PD-L1 expression level at baseline |
>1% 280 55/139 79/141 —_— 0.56 (0.40-0.80)
<1% 419 114/210 120/209 —e— 0.82 (0.63-1.06)
Indeterminate or not able to be evaluated 8 1/3 415 0 NA
Not reported 2 0/1 11 3 NA
T T T T 1
0.25 0.50 1.00 2.00 4.00
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National . . . o
comprehensive NCCN Guidelines Version 3.2024 NCCN Sudelines Index
NCCN ﬁ:{‘vﬁg:k Esophageal and Esophagogastric Junction Cancers Discussion
.. . HISTOLOGY TUMOR PRIMARY TREATMENT OPTIONS FOR
Cllnlcal scenario CLASSIFICATIONY  PATIENTS WHO ARE MEDICALLY FIT

T1b—cT2,NO i
[ :law-ri:k I,esions- dt . Surgical Outcomes
1 P CC RT 9 F U <3 em., well ‘| —> Esophagectomy®%tY (for non-cervical esophagus) —— > | After Esophagectomy
) reo p su rg € ry differentiated)® (ESOPH-6)
.
cT2, NO ; ogi X YZ Response Assessment
Squamous (high-risk lesions: Preoperative chemoradiation iyt

—» |Oor

( cell lymphovascular
. carcinoma invasion (LVI),
2 ° LP re O p SySte m I C th e ra py % S u rg e ry zgﬁ‘;?':n';:;ot;g) Definitive chemoradiation®Y > Fggg‘g;‘ug

cT1b—T2, N+ or
cT3-cT4a, Any NW

. - Response Assessment
Xy -
Definitive chemoradiation (ESOPH-5)

or

Consider chemotherapy alone in the setting of invasion of
trachea, great vessels, vertebral body, or heart®
(See Palliative Management [ESOPH-10])

3. | Definitive CCRT & FU ] .+

The role of immunotherapy




Setting the Stage: Locoregional ESCC

« Treatments are with curative intent.

« Surgical resection alone is insufficient.
« Multimodality approach is the standard of care.
* RO resection is critical.

« Completion of planned therapies is essential.

« Systemic recurrences remain a challenge.



Neoadjuvant CCRT - CROSS

« CROSS trial
« Phase lll, N=366 (23% SqCC, 75% ADC, 2% Undiff)
« TIN1 —-T2-3Nx (64% Node +ve)
« Preop CCRT with paclitaxel/carboplatin vs. upfront surgery

Neoadjuvant CRT:

Carboplatin AUC2

Paclitaxel 50 mg/m? 1° Endpoint: OS

= Esophageal cancer (SCC s Ial el
+ Esophagectomy

or adenocarcinoma)
= ¢cT1IN1MO or cT2-3N0O-1MO

= ECOG 0-2 . Esophagectomy options:
_ Transthoracic with 2-field LN
= N=363 dissection or transhiatal

Upper abdominal lymphadenectomy.

Esophagectomy

> 23% ESCC

van Hagen P et al. N Engl ) Med 2012;366:2074-2084



Neoadjuvant CCRT - CROSS

e Focus on ESCC

100

. — — SCC - Neoadjuvant chemoradiotherapy plus surgery . .
90 + L_' —— AC - Neoadjuvant chemoradiotherapy plus surgery ° M ed lan OS 2 1 VS. 82 mo nths
- g —— AC - Surgery alone
W — — SCC - Surgery alone
7 « Median PFS; 11.6 vs. 74.7 months
;\; 60
©
E = « pCR rate: 49%
A 40
30 -
« 10 year OS rate: 23 vs. 46%
20 - ,
10 SCC: P= .007 :
AC: P= .061 :
1
0 12 24 3 48 60 72 84 96 108 120 132 144
Follow-Up (months)
No. at risk:
—— 41 35 30 28 26 25 23 20 20 19 19 14 9
—_ 134 107 87 73 64 58 55 54 53 51 48 34 23
—_— 141 99 73 64 53 47 42 a1 38 38 36 27 20
_—— 43 29 19 17 13 13 13 1 1 10 9 7 5

van Hagen P et al. N Engl ) Med 2012;366:2074-2084



CROSS 10-Year Follow-Up: Significant Distant Recurrences
(Both Adeno and SCC Data)

100 100

" ChemoRT + Surgery Surgery Alone e

_— L 80
@ 70- 70 2
= o
2 60 - 60 =
o 28% Distant @
£ 50- L 50 S
(ep]
D P2
= 404 LA o
© Distant =3
S 30 30 @
- 5
=
© 20 - -20 —

13% Mixed
L Locoregional - 10
8% Locoregional
0 12 24 36 48 60 72 84 96 108 120 132 144 132 120 108 96 84 72 60 48 36 24 12 0
Follow-Up (months) Follow-Up (months)
No. at risk: No. at risk:
178 127 106 90 82 79 13 67 65 64 59 43 32 40 42 44 44 47 49 55 66 77 101 188

Low doses of radiosensitizing chemotherapy used limited systemic effects

Eyck BM, et al. J Clin Oncol 391995-2004, 2021



Neoadjuvant CCRT - NEOCRTEC5010
Surgery vs. ChemoRT + Surgery for ESCC in China

 Phase Ill, N=451 (100%
SqCC), 100% Chinese 2Ridy Schama
Trial commenced 2007 :‘sr::;tal;r:::::ny = m

* Primary endpoint: OS s B
° T 1 _4 N 1 M O / T4 N O M OI * Possibly resectable ; es'r:r:(:;::rt]o?r:):vv?/irﬂ&?giseld

* Previously untreated lymphadenectomy

¢ PreOp CCRT Wlth * Age 18770 years old
vinorelbine/cisplatin vs. pkes> a0 |
Concurrent radiotherapy:

upfront surgery iy o 21 oy e o | o

4-6

later ( Transthoracic \

overall survival (0S)

Secondary endpoints

disease'free SUrViVaI (DFS) Key exclusion criteria
Safety predominantly adenocarcinoma
Rate of RO resection Cervical ESCC

Objective response rate of induction CRT
Rate of pCR after induction CRT

6/1/2007- 12/31/2014

tumor invading aorta or trachea

N=451, 81.4% male



Neoadjuvant CCRT - NEOCRTEC5010
Surgery vs. ChemoRT + Surgery for ESCC in China

« OS: 100 vs. 66.5 months, HR 0.71; P=0.025

100 Yy —— Group CRT 100 —— Group CRT
Group S ;@ Group S
'6‘9- 80 1 E 80 -
— =
© c
= . = | iy
S 60 & 60 N, |
=2 [«}] .-llll -
w E R R AT
= 40 4 " e L 40 4 Ladd
o @
+5] w
3 3
20 - » 20
(=]
HR, 0.71 (95% CI, 0.53 to 0.96); P=.025 HR, 0.58 (95% CI, 0.43 to 0.78): P=.000
T T Ly Ll T T T T T T T L T T T T T L
0 12 24 36 48 60 72 84 96 108 0 12 24 36 48 60 72 84 96 108
Follow-up (months) Follow-up (months)
No. at risk No. at risk
Group CRT 224 196 160 124 21 52 29 16 8 3 Group CRT 182 154 138 108 79 46 21 10 7 3
Group S 227 192 157 108 75 44 21 8 4 2 Group S 207 153 120 B9 65 37 19 B a 2

ChomoRT | Surgery only

Locoregional 13.7% 21.7%
Distant 25.3% 35.7%
Overall \L 34.6% ) 49.3%

Yang, H., et al. (2018). J Clin Oncol 36(27): 2796-2803.




Impact of RT in Locoregional Esophageal Cancer

* Pros « (Cons
« Downstage the tumor « Limited systemic control
iIncluding pCR

« |ncrease RO resection rates



PCR rates among several neoadjuvant studies

Study Trial Stage Eligibility =~ Treatment Patients Pm?;:;] By Chemotherapy Radiotherapy (_F;g;}'_\ 5?%} %) {F:f} PD;:EE:?;“E
Mariette et al.  00-09: FFCD Stage |-l T1-2N0-1 S 97 Sq (70) Cisplatin 45 Gy 33 34 92 3.4% inS
[10] 2014) 9901 TANO NACRT—S 98 5FU 41 94 11.1% in CRT+5
Van Hagenet 04-08: CROSS Stage 1111l TINT 5 188 Sq (23) Carboplatin 41.4 Gy 29 34 69 4% in both
al. [9] (2012} T2-3N0-1 NACRT—S 178 Paclitaxel 47 92 groups
Yang et al. 07-14: Stage IIB-11l  T1-4N1 S 227 Sq (100) Vinorelbine 40 Gy 43.2 51 91.2  1.1% in CRT+S
[11]12018) NEOCRTES010 T4NO NACRT—S 224 Ciiplatin 61 98.4 04% in5S
MRC [14] 92-98: British Resectable § 402 Sq(31) Cisplatin (=) 4 17 54 10% in both
(2002) QEO?2 NAC—S 400 5FU 23 60 groups
Kelsen et al. RTOG 8911 Stage I-lI T1-3NO-N1 S 227 Sq (47) Cisplatin (=) 2.5 19 59 6% in both
[16] (2007) NAC—S 213 5FU 22 63 groups
Ando et al. 00-06: JCOG Stage 1111l TIN1 S—AC 166 Sq (100) Cisplatin {-) 5 43 91 Less than 1% in
[17] (2012) 94907 T2-3N0-1 NAC—S 164 5FU 55 96 both groups
pCR, pathologic complete response; OS5, overall survival; S, surgery; NACRT, neoadjuvant chemoradiotherapy; 5FU, 5-fluorouracil; CRT, ché molherapy; Sq, squamous cell carcinoma; NAC,

neoadjuvant chemaotherapy.
“Medical Research Council Oesophageal Cancer Working Group.

Korean J Thorac Cardiovasc Surg 2020; 53(4): 160-167.



Clincal significance of pCR from MDACC experience

- —— Non-pathCR: Num. deathVN=354/693 " — Non-pathCR: event/N=379/693
—— pathCR: Num. death/N=84/218 —— pathCR: event/N=93/218
p =0.0021
= »
§ 5 b oo
0 510 1([)0 1;0 0 5T0 1(;0 1;0
Survial time (Month) Survial time (Month)

Recurrence PathCR Non-PathCR
Distant 41/218 (18.8%) 199/693 (28.7%)
Local 4/218 (1.8%) 34/693 (4.9%)

Abbreviation: pathCR, pathological complete response.

Blum Murphy, M., et al.2017 Cancer 123(21): 4106-4113.



Phase 3 Studies Defining Standard Practice in Japan

Postoperative

! Surgery alone vs. 5 year DFS 45% vs. 55% chemotherapy is
LR R | SO0 Postop Chemo (CF*) p 0.04 superior to surgery
alone

Preoperative
chemotherapy is
superior

Preop chemo (CF) vs. 5 year OS 55% vs. 43%

2000-2006 JCOG9907 Postop chemo (CF) p 0.04

Ando et al. Jour of Clinic Onc 2003 (21): 4592-4596;
Ando et al, Ann Surg Oncol 2012 (19): 68-74



Neoadjuvant CCRT vs. chemotherapy vs. intense

chemotherapy

JCOG1109 NEXT: Study Design

Neoadjuvant CF
Key eligibility criteria = il + ci in)a
« Histologicgli~proven ESCC (2 ﬂug;\;l\;')a(czllcoﬁlrsszlagn\:veeks
‘o @
. Age 205";’_0_ Neoadjuvant DCF
(5-fluorouracil + cisplatin + docetaxel)®
Q3Wx 3 course 9 weeks

» RO esophagectomy is
expected

Adjustment factors
* Institution
«cT1-2/T3

Enrollment started 12/2012

Neoadjuvant CF+RT
(5-fluorouracil + cisplatin + RT 41.4 Gv)°
Q4W x 2 course 8§ weeks

a5-FU 800 mg/m? IV days 1-5, cisplatin 80 mg/m? |V day1
b5-FU 750 mg/m? IV days 1-5, cisplatin 70 mg/m? |V day1, docetaxel 70 mg/m? |V (day1)
¢5-FU 1000 mg/m? IV days 1-4, cisplatin 75 mg/m? |V day1

Nakamura et al, Jpn J Clin Oncol 2013;43(7)752—-755
sresenteo v Nataliya Uboha, MD, PhD

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

ASCO Gastrointestinal

Cancers Symposium ilen

Transthoracic
esophagectomy with
regional
lymphadenectomy (D2<)¢

Minimally invasive and open

Primary Endpoint: OS
Secondary endpoints:
PFS, % RO resection, RR,
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Intesnse chemotherapy vs. conventional chemotherapy

DCF Improves Overall Survival and Progression Free Survival

Neo DCF vs. CF
Overall Survival Progression Free Survival

Stratified log-rank test:
one-sided p = 0.006 (< 0.025)

c
2
=

o

o

o

—

o
n
L
o

OS proportion

1 2 3 4 5 6 7 8 9 e
Years after randomization

Years after randomization
3-y S (95% Cl)
Neo DCF 72.1% (65.4%-77.8%) 0.68 (0.50-0.92) Neo DCF 0.67 (0.51-0.88)

MST: Median Survival Time

O o
o N
o L}
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Neoadjuvant CCRT vs. conventaional chemotherapy

oS Neo CF+RT vs. CF PES

Overall survival: Neo CF vs Neo CF+RT Neo CF vs Neo CF+RT
1.0

1.0

Stratified log-rank test: 0.8
0.8 one-sided p =0.12

0.6 0.6

0.4

PFS proportion

0.4

MST (95% Cl) 3-y 0S (95% Cl) Stratified HR (95% Cl) mPFS (95% CI) HR (95% Cl)
0.2 Neo CF 5.6y (3.9y-NE) 62.6% (55.5%-68.9%) Ref. 02 | NeocF  27ydsy4sy) Rl
Neo CF+RT 7.0y (5.2y-NE) 68.3% (61.3%-74.3%) 0.84 (0.63-1.12) Neo CF+RT 53y 34y-NE)  0.77 (0.59-1.01)

0.0 0.0
3 4 5 6 7
3 4 5 6 At risk

. . . Years after randomization
At risk Years after randomization

=
o
=
o
o
e
—
o
%)
@)

Neo CF 199 133 112 93 77 1

NeoCF 199 178 143 123 98 66 38
Neo CF+RT 200 182 151 133 111 79 47 heo CRi- (6 SRt e e B 36




Intense chemo (DCF) vs. CCRT ?

Overall survival: Neo CF vs Neo CF+RT

1.0

Stratified log-rank test:

0.8 one-sided p = 0.12
c 06
= il
2 :
S 5‘ 04
g Q MST (95% Cl) 3-y OS (95% Cl) Stratified HR (95% Cl)
) 8 0.2 Neo CF 5.6y (3.9y-NE) 62.6% (55.5%-68.9%) Ref.
O Neo CF+RT 7.0y (5.2y-NE) 68.3% (61.3%-74.3%) 0.84 (0.63-1.12)
0.0
3 4 5 6
At risk Years after randomization
3 4 S _ 6_5 Neo CF 199 143 123 98 66 38 19
Years after randomization Neo CF+RT 200 151 133 111 79 47 19
. |Median 0s 3-yr OS rates
Neoadjuvant DCF Not reached 72.1%
Neoadjuvant CF+RT 7.0yr 68.3%
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JCOG-1109 (NEXT study): pCR rates

Pathological outcomes

Patients underwent surgery
Neo CF (n=186)  Neo DCF (n=183) Neo CF+RT (n=177)

Histologic response of primary site*(%)
GradeO (ineffective) 13 (7.0) 8(4.4) 4 (2.3)
Grade1a (slightly effective a) 113 (60.8) 63 (34.4) 15 (8.5)
Grade1b (slightly effective b) 26 (14.0) 14 (7.7) 21 (11.9)
Grade2 (moderately effective) 30 (16.1) 58 (31.7) 60 (33.9)

Grade3 (No residual tumor) 4 (2.2) 40 (21.9) 77 (43.5)
ypStage (UICC-TNM7th) (%)

ypStage 0 (pCR) 4 (2.2) 34 (18.6) 65 (36.7)

ypStage | 36 (19.4) 34 (18.6) 38 (21.5)

ypStage I 46 (24.7) 50 (27.3) 36 (20.3)

ypStage |l 83 (44.6) 48 (26.2) 26 (14.7)

ypStage IV 17 (9.1) 17 (9.3) 12 (6.8)

*Japanese classification of esophageal cancer 13™ edition

ASCO GasfroinT_esﬂﬂa\ #G122 eresentenev: Ken Kato, National Cancer Center Hospital, Tokyo, Japan A S e
Ca ncers Sym posium Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse. KNOWLEDGE CONQUERS CANCER

Why didn't higher pCR rate translate into longer OS?
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RO resection rates from JCOG-1109 (NEXT study)

* Intense systemic treatment is Enough for RO resection ?

Patients underwent surgery

Neo CF (n=188) Neo DCF (n=185) Neo CF+RT (n=178)
No. of harvested LN*
(median, range) 58 (24-125) 59 (19-143) 49 (11-148)
Residual tumor®
RO/ R1-2 168 (90.3) / 18 (9.7) 173 (94.5) / 10 (5.5) 175(98.9) /2 (1.1)
Neo DCF Neo CF+RT
(Intense systemic treatment) (Current standard)
PCR rates 18.6% 36.7%
RO rates 94.5% 98.9%
Systemic disease ? ?

control rates
2022 GI ASCO



Toxicities between chemotherapy and CCRT

Causes of Death All eligible patients

Neo CF (n=193)  Neo DCF (n=199) Neo CF+RT (n=197)

Alive (%) 98 (50.8) 126 (63.3) 110 (55.8)
Death (%) 95 (49.2) 73 (36.7) 87 (44.2)
Cause of death (%)
Esophageal cancer 73 (76.8) 59 (80.8) 551(63.2)
Other disease 11 (11.6) 6 (8.2) 23 (26.4)
Treatment related death 3(3.2) 2(2.3)
Others 2 @21 3 (4.0) 0 (0.0)
Unknown 6 (6.3) N(EE) 7 (8.1)

2022 GI ASCO



JCOG 1109 vs. CROSS vs. NEOCRTEC5010

JCOG1109 CROSS NEOCRTEC5010
Neo DCF ChemoRT ChemoRT

EFFICACY

OS NR (6.7-NE) 82 months 100.1 months
OS Rate at 3 years 72.1% 51.2% 65.8%
RO Resection Rate 94% 92% (Adeno and SCC) 99%
Path CR Rate 18.6% 49% 43.2%

TOXICITY

Grade 23 Neutropenia 2% 55.7%
Grade 23 Leukopenia 6% 48.8%
Grade 2 3 Febrile Neutropenia N/A N/A

Grade 23 Anorexia 5% 2.2%

Limitation of this comparison: small # patients in CROSS trial had ESCC and midthorathic tumors.

2022 GI ASCO



Neoadjuvant CCRT vs. chemotherapy: Chinese resulit

° C M | S G 1 7 O 1 St U d y Outcome nCRT group  nCT group P value

(n = 112), (n = 104),

d . n (%) n (%)

* Neoadjuvant 5 resecion T 7s ioEea 0%
chemoradiotherapy versus Mischogics resporse of
neoadjuvant chemotherapy TRG2 (el vomor 110%)  31.077) 1008
followed by minimally ThGH (remi oo e aee 730
. . T stage <0.001
Invasive esophagecto my o 0EsN 468

ypT1 17 (15.2) 15 (14.4)

e Bulky tumors: cT3-4N0-1 e nsg e

ypT4 10 (8.9 14 (13.4
o N eoa dJ uva nt CC RT (C RO S S) Lv:;)[I:.ITJHOdES involved 74 [66.1} 48 {46.2] 0050
vs. intense chemotherapy o2 SEo 19
ypN3 3(2.7) 6 (5.8)
* Intense chemotherapgz Two v+ PN 0004
. Negative 100 (89.3) 77 (74)
cyc!es_ Of_ paclltaxel (1 5 mg/ m2) Pos:ived . — 12 (10.7) 27 (26)
— and cisplatin (75 mg/mZ2) q3wks sge e % “ <0001
vpl;a:ﬁ:i:'lg ypTONOMO, pCR _3 (27.] 3 (5.3) <0.001
tage 11 (9.8 1 (20.
::Sta:e ::I 34 (30.4) 49 (47.1)
ypStage IV 9 (8.0) 13 (12.5)
\ ) ypTON-+MO 9 (8.0) 1 (0.96) 0.013

Tang, H., et al. (2023). Annals of Oncology 34(2): 163-172.



Neoadjuvant CCRT vs. chemotherapy: Chinese result
OS and PFS

Overall survival (%)

Number at risk

Neoadjuvant
chemoradiotherapy

Neoadjuvant
chemotherapy

80

60 -

40 -

20 -

HR 0.82 (95% CI1 0.58-1.18) P=0.28

-+ Neoadjuvant chemoradiotherapy
-+~ Neoadjuvant chemotherapy

132

132

T
6

123

124

T
12

T
18

1

24

T
30

T
36

T
42

Time from randomization (months)

116

107

98

96

91

87

89

79

70

56

43

34

48

22

20

54

i ~i- Neoadjuvant chemoradiotherapy
g 80 — -+ Neoadjuvant chemotherapy
g
5 60
S 40 -
o
3
5 20
é HR 1.07 (95% C10.71-1.60) P=0.75
0 1 I 1 I I I | | |
0 6 12 18 24 30 36 42 48 54
Time from resection (months)
Number at risk
Neoadjuvant
chemoradiotherapy 109 99 80 72 67 59 39 26 10 0

Neoadjuvant
chemotherapy

100 89 75 67 62 61 40 25 9 0

Tang, H., et al. (2023). Annals of Oncology 34(2): 163-172.



Endpoint of preoperative treatment

« pCR
« Surrogate marker for local control
« Reflect the good systemic control ?

e |s associated with
° Decreased recurrence

* Prolonged survival
* Improved prognosis — The possible role of
Immunotherapy

« Distant recurrence
« Need systemic control

« Safety



Lesson from metastatic setting

« Response rates of ICl+chemo vs. chemo alone among the first
line setting

IRV [ S R P N P S P
Trial Chemo backbone (IC1+chemo) (Chemo Alone) (IC1+Chemo) (Chemo Alone)

KEYNOTE-590 Pembrolizumab 5-FU+Cisplatin 45% 29% 5% 3%
CHECKMATE-648 Nivolumab 5-FU+Cisplatin 53% 20% 6% 3%
ESCORT-1st Camrelizumab Paclitaxel+Cisplatin 72% 62% 5% 2%
ORIENT-15 Sintilimab Paclitaxel+Cisplatin 64% 52% 7% 3%
JUPITER-06 Toripalimab Paclitaxel+Cisplatin 69% 52% 4.5% 2.6%
RATIONALE 306 Tislelizuma ~ Paclitexel or 5-FU+Cisp 63% 42% 8% 2%
SKYSCRAPER-08  ''ragolumab + Atezoli g ). cicojatin 45% 27% 5% 3%

zumab



Chemotherapy and Immunotherapy:
Friends or Foes?

* Foes with immunotherapy ? * Friends with immunotherapy ?
. Chemotherapy * Chemotherapy
- Dose-dependent myelosuppression. * The ability to debulk the BULKY
tumor mass

* Immunosuppressive.

« Sometimes, used to treat
autoimmune diseases or to prevent
transplant rejection.

 Suggesting an antagonistic effect
with immunotherapy.

 Decreasing the number of tumor
cells that should need to be
eliminated by immune cells

* Reducing the immunosuppressive
factors produced by cancer cells



Current status of neoadjuvant immunotherapy

Neoadjuvant RT

combination

#Pa- Clinical fmmune Chemoth- Primary  Complae et #Pa- Clinical Immune - ppngpe  Chemoth- Primary  Complae et
Trial Phase . Pathology Checkpoint erapeutic Radiotherapy Ty P Grade > Trial Phase . Pathology Checkpoint erapeutic Radiotherapy Ty P Grade >
tients Stage e TapGet Endpoint Response tients Stage e Target Endpoint Response
Inhibitor Agents Py 3 AE Inhibitor Agents (pCR) 3 AE
PALACE- . Carboplatin, 23 fractions NIC- Nab-
121] Tb 20 ESCC [-IVA— Pembrolizumab  PD-1 Padlitaxel of 18 Gy Safety 55.60% 65% ESCC2019 11 56 ESCC IHNVA  Camrelizumab ~ PD-1  paclitaxel, N/A PCR 13.70% 10.70%
[30] cisplatin
PERFECT . Carboplatin, 23 fractions . o
22] I 40 EAC II-IVA Atezolizumab PD-L1 Paclitaxel of 18 Gy Feasibility 40% 30% Nivolumab, Nab Safety,
CTpT Sh"—[‘;‘ﬁ‘ al. g 28 ESCC ILIVA brolIi)zeg;lab PD-1 paclitaxel, N/A Feasibil-  40.70% 7.10%
PRy 30 ESCC -1V Sintilimab pp-1  Albumin- N/A PCR, AEs  21.70% 3% Camrelizumab Carboplatin ity
paclitaxel N/A
X . . (only mild
ESONICT- gy 2 ESCC MHVA  Toripalimab ~ PD-4 CisPlatin N/A pCR, AEs  16.70% 20% Yangetal paor 16 ESCC VA Camrelizumab ~ PD4  Laclitaxel N/A pCR 3130% and
2[29] Docetaxel [25] Carboplatin tolerable
Docetaxel/ AE)
. Albumin- - .
SIN-ICE Pilot o pCR, o Xing et al. - s g Paclitaxel, o o
23] Study 23 ESCC I-IVA Sintilimab PD-1 P:gﬁg;iel N/A safety 35.30% 30.40% 31 II 30 ESCC II-IVA Toripalimab PD-1 Cisplatin N/A pCR 36% 6.67%
Nedaplatin Y Nab- Safety,
angetal.  py 23 ESCC 111 Camrelizumab ~ PD-1 litaxel N/A Feasibil 25% 47.80%
Platinum- 2] ilot - amrelizumal - paclitaxel, / easibil- o 80%
PEN-ICE . Safety, o o Carboplatin ity
127] T 18 ESCC I-IVA Pembrolizumab PD-1 basded two N/A Efficacy 46.20% 27.80%
e Heetal. S Paclitaxel, Safs'zr}f,
. i 20 ESCC MI-IVA Toripalimab PD-1 X N/A Feasibil- 18.80% 20%
Major [20] Carboplatin itv, MPR
TD-NICE Nab- Patho- Y
[25] II 45 ESCC II-IVA Tislelizumab PD-1 paclitaxel, N/A logic 50% 42.20% Li ) Nab-
Carboplatin Response IT;;]a : i 60 ESCC M-IVA  Camrelizumab ~ PD-1 paclitaxel, N/A PCR 39.20% 56.70%
(MPR) Carboplatin
Nab-
Wang . paclitaxel, o
etal. [34] Ib 30 ESCC TI-111 Camrelizumab PD-1 nedaplatin, N/A Safety 24.10% 36.70%

apatinib




PALACE-1

Pathologic Regression (%)

® LOca I |y adva nced ESCC, N = 20 Adverse events during neoadjuvant pembrolizumab plus chemo-
radiotherapy and after surgery.
. Phase 1b, primary endpoint: safety Events No. (%)
Postoperative events (N=18)—no. of patients (%)
. Pembrolizumab+paclitaxel+carboplatin+RT Poeumonia ‘@)
Atelectasis 4(22)
. . . Pleural effusion 3(17)
. Paclitaxel/carboplatin: CROSS regimen Pneumothorax 16
Anastomotic leakage 1(6)
Gastrointestinal fistula 1(6)
Wound infection 1(6
RECIST P P P P P P C CCUPCOCCTC®PTCTCSOC g":r;??f ‘1‘ %2)
Gender M M M M MMM MMMMMMMMMMF ysphag L. .
o ol gl Sl ool -l Postoperative intrathoracic haemorrhage 1 (6)
Smoker N Y N N Y \ \ Y Y N ¥ \ \ N \ \ \ N Events of any grade during neoadjuvant therapy (N=20)—no. of
PD-L1 P N P N P N N N N N patients (%)
ok Leukopenia 20 (100)
10 Decreased neutrophil count 9 (45)
Lymphopenia 20 (100)
20 A Anaemia 16 (80)
Decreased platelet count 1(5)
30 1 Dermatitis 1(5)
40 - Pneumonitis 4 (20)
® SUVmax reduction > 30% Alopecia 11 (55)
50 = SUVmax reduction < 30% Anorexia 9 (45)
Constipation 4 (20)
uv NA
60 1 e Diarrhoea 2(10)
10 Fatigue 11 (55)
1 Nausea 8 (40)
80 - Vomiting 3(1%5)
Oesophageal haemorrhage 2 (10)
90 4----------FOUFSTUEE D B - - - - - - - - S B - B - B . - - - - - - Esophagitis 11 (55)
100 J Major pathologic response > 90% Eve?n;s)of grade 23 during neoadjuvant therapy (N =20)—no. of patients
0
=N . . ) ) — S—— ) L —_— Leukopenia 2 (10)
RECIST: (P)R, (C)R Gender: (M)ale, (F)emale Smoker: (Y)es, (N)o PD-LI: (P)ositive, (N)egative .
Decreased neutrophil count 1(5)
Lymphopenia 12 (60)
Oesophageal haemorrhage 1(5)

pPCR: 55%

Li, C., et al. (2021). European Journal of Cancer 144: 232-241.



PERFECT

0S (%)

No. at risk:
PERFECT
nCRT

C

0S (%)

No. at risk:
PERFECT R
PERFECT NR
nCRTR
nCRT NR

Locally advanced ESCC, N=40

Phase 2, primary endpoint: feasibility
Atezolizumab+paclitaxel+carboplatin+RT
Paclitaxel/carboplatin: CROSS regimen

100 B 100
_. PERFECT . PERFECT
—_ nCRT —— nCRT
754 754
—_
R
<
_ w i
50 050
o
254 254
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (months) Time (months)
No. at risk:
40 37 17 4 PERFECT 40 34 12 4
134 114 90 72 nCRT 134 102 70 41
_. PERFECTR D _. PERFECTR
1001 — PERFECTNR 100 _. PERFECTNR
— nCRTR 1 nCRTR
i nCRTNR _. nCRTNR
759 = 754
=
<
g & 50
50 N
25 254
0 10 20 30 40 50 60 0 10 20 30 40 50 60
Time (months) Time (months)
No. at risk:
14 14 9 3 PERFECT R 14 14 8 3
26 23 9 2 PERFECT NR 26 20 5 2
58 53 45 44 nCRTR 58 51 38 27
76 62 46 29 nCRT NR 76 52 33 15

— CPSz25

100+

1 CPS225
1 CPS<25

100+
. CPS<25
754 75+

{ s
=
) 504
L
o
25_ L u i

S
) 504
@]
25+
0
No. at risk:
CPS225 15
CPS<25 24

10 20 30 0 10 20 30

Time (months) Time (months)

No. at risk:
15 5 0 CPS225 15 14 5 0
22 12 3 CPS<25 24 20 7 3

pCR: 30%

Clin Cancer Res 2021;27:3351-9



TD-NICE

. Locally advanced ESCC, N=45

. Phase 2, primary endpoint: Major pathologic response

. Tislelizumab+nab-paclitaxel+carboplatin

. Nab-Paclitaxel/carboplatin: not CROSS regimen (paclitaxel 260mg/m2. carboplatin AUC 5)

cTNH m vA 1 lll lll lll ll IVA lll lll 1I1 lll lll I} 1
IVA II IIIB IIIB e e IIIB IIIA I 1 1
Smokinq - h =l - - - -
Drinking

°'“
40]s 5 5 I

12
=20 1

-20 -20 -20 -20

Pathological tumor regression rate (%)

-30 -
. (0)
v pCR: 50%
50 -
-60
=70 -
PD-L1CPS PD-L1TPS (%)
m cPs<i m TPS<t
-80 4 15CPS<10 W 15TPS<50
10sCPS<50 W TPS250 -80 -80
BN CPS250
-90 -
™B Smoking
p——— B ves 90 -80 -90 -90 -90 -90 -90 -90
100 Media 0 No
- 1 W High Drinking
% Missing value Yes -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100 -100
No

110 -

Yan, X., et al. (2022). International Journal of Surgery 103: 106680.



ESCORT-NEO/NCCESOI)J

Study design

A randomized, multi-center, open-label phase lll trial (ChiCTR2000040034)

Key eligibility criteria:

S

Histologically
confirmed ESCC
Resectable thoracic
LA-ESCC (stages T1b-
3N1-3MO or T3NOMO)
Treatment-naive
ECOG PS 0-1

Age 18-75 years

N=391

tratification factors:

Stages: |-l vs Il vs IVA

Group A (Cam+nab-TP):

n=132 Camrelizumab + albumin-
bound paclitaxel + cisplatin,
Q3Wx2
n=130 Group B (Cam+TP):
Eammmmmm— Camrelizumab + paclitaxel +
cisplatin, Q3Wx2
n=129 Group C (TP):
—— Paclitaxel + cisplatin,
Q3Wx2
Regimens:

Camrelizumab, Q3W, up to 15 cycles

Camrelizumab, Q3W, up to 15 cycles

Surveillance

« Albumin-bound paclitaxel: 125 mg/m2, IV, D1 and D8, Q3W
« Paclitaxel: 175 mg/m?, IV, D1, Q3W

« Cisplatin: 75 mg/m2, IV, D1, Q3W

« Camrelizumab: 200 mg, IV, D1, Q3W

Co-primary endpoints:

+ PpCR assessed by BIRC
+ EFS assessed by investigators

Secondary endpoints:

« MPR

* RO resection rate
+ ypTNM staging

« DFS

« OS

« Safety

Exploratory endpoints:

° Biomarker
«  PRO

2024 GI ASCO



Baseline characteristics in ITT population

Group A: Group C: Group A: Group C:
Cam+nab-TP TP Cam+nab-TP TP
(n=129) (n=129)
Age (years) N stage, n (%)
<65 74 (56.1) 79 (60.8) 63 (48.8) NO 20 (15.2) 24 (18.5) 20 (15.5)
265 58 (43.9) 51 (39.2) 66 (51.2) Ll [REERLY T o) 0 k)
Median (range) 63 (45-75) 63 (44-75) 65 (44-75) L 220.8) 201202 2.7 1)
N3 3 (2.3) 2 (1.5) 1 (0.8)
Sex, n (%) Clinical stage, n (%)
Male 116 (87.9) 112 (86.2) 104 (80.6) il 34 (25.8) 35 (26.9) 37 (28.7)
Female 16 (12.1) 18 (13.8) 25 (19.4) If 95 (72.0) 93 (71.5) 91 (70.5)
ECOG PS, n (%) IVA 3(2.3) 2(1.9) 1(0.8)
0 105 (79.5) 106 (81.5) 104 (80.6) PO TP N R)
2 27 (20.5) 24 (18.5) 25 (19.4) <1% 43 (32.6) 59 (45.4) 49 (38.0)
_ - : : 21% 78 (59.1) 61 (46.9) 62 (48.1)
Tumor location, n (%) <10% 99 (75.0) 98 (75.4) 97 (75.2)
Upper 10 (7.6) 12 (9.2) 19 (14.7) >10% 22 (16.7) 22 (16.9) 14 (10.9)
Middle 69 (52.3) 75 (51.7) 57 (44.2) Unknown 11 (8.3) 10 (7.7) 18 (14.0)
Lower 53 (40.2) 43 (33.1) 53 (41.1) PD-L1 CPS, n (%)
T stage, n(%) <1 14 (10.6) 18 (13.8) 15 (11.6)
>1 109 (82.6) 102 (78.5) 96 (74.4)
Tib B ) ) 2 <10 68 (51.5) 80 (61.5) 72 (55.8)
T2 15 (11.4) 13 (10.0) 19 (14.7) >10 55 (41.7) 40 (30.8) 39 (30.2)
T3 114 (86.4) 116 (89.2) 108 (83.7) Unknown 9 (6.8) 10 (7.7) 18 (14.0)

2024 GI ASCO




Primary endpoint: pCR rate assessed by BIRC in ITT

population

PCR rate, % (95%Cl)?

Group A:

Cam+nab-TP
(n=132)

28.0 (20.6, 36.5)

Group B:
Cam+TP
(n=130)

15.4 (9.7, 22.8)

Group C:
TP
(n=129)

4.7 (1.7,9.8)

Difference (vs. Group C), % (95%CI)°

OR (vs. Group C) (95%Cl)°

p value (vs. Group C)°

23.5 (15.1, 32.0)

8.11 (3.28,
20.06)

<0.0001

10.9 (3.7, 18.1)

3.81 (1.48, 9.80)

0.0034

a 95%Cl were calculated based on the Clopper-Pearson method.
b 95%ClI for the stratification factor-adjusted rate differences were derived using the Mantel-Haenszel method.
¢ The CMH test, stratified by clinical staging (stage I/l vs. IllI/IVA), was used to compare between groups.

PCR rate, % (95%Cl)

50 —

45 —

40 —

35—

30 —

25 —

20 —

16—

A23.5 (15.1-32.0)
p<0.0001

28.0
(20.6-36.5 )

Cam+nab-TP
(n=132)

A10.9(3.7-18.1)
p=0.0034

15.4
(9.7-22.8)

Cam+TP TP
(n=130) (n=129)
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Subgroup analysis of pCR (Cam+nab-TP vs. TP)

Group A:
Cam+nab-TP

pCR rate, %

(95% Cl)

pCR rate, %
(95% Cl)

Unadjusted difference, %

CEA))

Overall
Age
<65 years
265 years
Sex
Male
Female

ECOGPS
0
1

Clinical stage
i
i
IVA

Tumor location
Upper
Middle
Lower

PD-L1 TPS
<1%
21%
<10%
210%
Unknown

PD-L1CPS
<1
21
<10
210
Unknown

(n=132)
37/132

21/74
16/58

31/116
6/16

30/105
7127

12/34
23/95
213

4/10
17/69
16/53

5/43
30/78
23/99
12/22

211

114
34/109
15/68
20/55
2/9

28.03(20.57,36.51)

28.38(18.50,40.05)
27.59(16.66,40.90)

26.72(18.93,35.74)
37.50( 15.20,64.57)

28.57(20.18,38.21)
25.93(11.11,46.28)

35.29(19.75,53.51)
24.21(16.01,34.08)
66.67(9.43,99.16)

40.00( 12.16,73.76)
24.64(15.05,36.49)
30.19(18.34,44.34)

11.63(3.89,25.08)
38.46(27.66,50.17)
23.23(15.33,32.79)
54.55(32.21,75.61)

18.18(2.28,51.78)

7.14(0.18,33.87)
31.19(22.66,40.78)
22.06(12.90,33.76)
36.36(23.81,50.44)
22.22(2.81,60.01)

6/129

3/63
3/66

5/104
1/25

6/104
0/25

2137
4/91
0/1

2/19
2/57
2/53

1/49
4/62
4/97
1714
1/18

0/15
5/96
2/72
3/39
1/18

4.65(1.73,9.85)

4.76(0.99,13.29)
4.55(0.95,12.71)

4.81(1.58,10.86)
4.00(0.10,20.35)

5.77(2.15,12.13)
0.00(0.00,13.72)

5.41(0.66,18.19)
4.40(1.21,10.87)
0.00( 0.00,97.50)

10.53( 1.30,33.14)
3.51(0.43,12.11)
3.77(0.46,12.98)

2.04(0.05,10.85)
6.45(1.79,15.70)
4.12(1.13,10.22)
7.14(0.18,33.87)
5.56(0.14,27.29)

0.00( 0.00,21.80)
5.21(1.71,11.74)
2.78(0.34,9.68)
7.69(1.62,20.87)
5.56 (0.14,27.29)

—

|
o
[
—e—|

—&——

|
TP better

|
-50 -25 0 25 50 75 100

Cam+nab-TP better

23.38(15.04,32.16)

23.62(11.89,35.58)
23.04(10.91,36.37)

21.92(12.91,31.29)
33.50(10.19,58.48)

22.80(13.15,32.85)
25.93(10.80,44.87)

29.89(12.19,47.82)
19.81(10.37,29.96)
66.67 (-45.21,95.04)

29.47(-2.02,61.08)
21.13(9.73,33.10)
26.42(13.24,40.46)

9.569(-0.73,22.83)
32.01(19.07,44.25)
19.11(10.10,28.91)
47.40(16.67,68.60)
12.63(-12.04,43.80)

7.14(-14.66,32.01)
25.98(16.17,35.95)
19.28(9.25,30.92)
28.67(12.15,43.53)
16.67(-9.45,50.92)
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MPR & pathological regression in primary tumor by BIRC

ITT population
MPR rate, % (95%CI)2
Difference (vs. Group C), % (95%CI)P
OR (vs. Group C) (95%ClI)°

Tumor regression grade (Mandard criteria) in primary
tumor, n (%)

TRG 1
TRG 2
TRG 3
TRG 4

TRG 5

Group A: Cam+nab-TP

n=132

Group B: Cam+TP

n=130

Group C: TP

n=129

59.1 (50.2, 67.6)
38.3 (27.4, 49.3)

5.51 (3.18, 9.56)

36.2 (27.9, 45.0)
15.4 (4.7, 26.2)

2.19 (1.25, 3.84)

20.9 (14.3, 29.0)

n=114

47 (41.2)
24 (21.1)
30 (26.3)
13 (11.4)

0

n=116

23 (19.8)
21 (18.1)
36 (31.0)
34 (29.3)

2(1.7)

n=103

7 (6.8)

12 (11.7)
32 (31.1)
47 (45.6)

5 (4.9)

a 95%ClI were calculated based on the Clopper-Pearson method.

b 95%CI for the stratification factor-adjusted rate differences were derived using the Mantel-Haenszel method.

2024 GI ASCO




Surgery summary

Group A: Group C:
Cam+nab-TP TP
(n=114) (n=103)
Definitive surgeryirate: L2 (1:3 f/f 32) (11%3'1230) (1073%'1829)
Types of surgical procedures, n (%)
McKeown 107 (93.9) 106 (91.4) 95 (92.2)
lvor-Lewis 6 (5.3) 10 (8.6) 7 (6.8)
Sweet 1(0.9) 0 0
Other 0 0 1(1.0)
Lymph node dissection extent, n (%)
Total two-field 97 (85.1) 100 (86.2) 82 (79.6)
Extended two-field 1(0.9) 1(0.9) 2(1.9)
Standard two-field 1(0.9) 0 0
Three-field 15 (13.2) 15 (12.9) 19 (18.4)

Duration of surgery (hours)
Median (range)

Margin status, n (%)

Group A: Group B: Group C:
Cam+nab-TPf Cam+TP TP
(n=114) (n=116) (n=103)

43(2.6-8.9) 4.2(2.8-7.2) 4.2 (2.9-10.8)

(RO 113 (99.1) 111 (95.7) 95 (92.2)
R1 1(0.9) 4 (3.4) 6 (5.8)
R2 0 1(0.9) 2(1.9)
\_ |
Reoperations®, n (%) 0 11(0.9) 1(1.0)
Mortality within 30 days®, n (%) 1(0.9) 2(1-7) 1(1.0)
Mortality within 90 days<, n (%) 2(1.8) 2:(1.7) 1:(1.0)

/

a Based on ITT population

b Two patients underwent reoperation: Group B: adhesive intestinal obstruction; Group C: anastomotic leak.
¢ Mortality within 30 days included: Group A: sudden postoperative death, cause unknown; Group B: both septic shock; Group C: myocardial infarction.
d Mortality within 90 days included mortality within 30 days, with one more death in Group A: severe pneumonia.
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Surgical complications in >1 patient

Group A: Cam+nab-TP Group B: Cam+TP Group C: TP
Events?, n (%) (n=114) (n=116) (n=103)
Any grade Grade 23 Any grade Grade 23 Any grade Grade 23
Any events 39 (34.2) 7 (6.1) 45 (38.8) 14 (12.1) 33 (32.0) 7 (6.8)
Pneumonia 12 (10.5) 0 21 (18.1) 1(0.9) 15 (14.6) 2(1.9)
Recurrent laryngeal nerve injury 11 (9.6) 0 11 (9.5) 1(0.9) 9 (8.7) 15(1-0)
Dysrhythmia 7 (6.1) 0 2(1.7) 0 3(2.9) 0
Pleural effusion 3(2.6) 3(2.6) 12 (10.3) 7 (6.0) 7 (6.8) 3(2.9)
Anastomotic leak 3(2.6) 1(0.9) 5(4.3) 2(1.1) 6 (5.8) 1(1.0)
Conduit necrosis 2(1.8) 0 1(0.9) 0 1(1.0) 0
Respiratory failure 1(0.9) 1(0.9) 0 0 1(1.0) 10(1:0)
Intrathoracic abscess 1(0.9) 1(0.9) 0 0 1(1.0) 0
Delirium 1(0.9) 0 0 0 1(1.0) 0
Septic shock 0 0 3(2.6) 3(2.6) 0 0
Chylous leak 0 0 0 0 2(1.9) 0
Atelectasis 0 0 1(0.9) 0 1(1.0) 1(1.0)
Delayed conduit emptying 0 0 0 0 2 (1.9) 1120}

a Based on Clavien-Dindo classification
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Summary of preoperative AEs

Events?, n (%) Group/-\z:n (=:1a;r;;nab-TP Grou;(}"B=:1 ;::)m+TP Gr?:=p1 ;:;)TP
TEAE 125 (94.7) 118 (90.8) 108 (86.4)
Grade =3 TEAE 46 (34.8) 41 (31.5) 37 (29.6)
TEAE leading to camrelizumab discontinuation 1(0.8) 1(0.8) -
TEAE leading to chemotherapy discontinuation 4 (3.0) 5 (3.8) 1(0.8)
TEAE leading to death 0 1(0.8) 0
TRAE 124 (93.9) 108 (83.1) 104 (83.2)
Grade 23 TRAE 45 (34.1) 38 (29.2) 36 (28.8)
TRAE leading to camrelizumab discontinuation 1(0.8)° 1(0.8)° -
TRAE leading to chemotherapy discontinuation 4 (3.0) 5 (3.8) 1(0.8)
TRAE leading to death 0 1 (0.8)° 0
SAE 10 (7.6) 12 (9.2) 7 (5.6)
irAE 36 (27.3) 32 (24.6) 0
Grade 23 irAE 6 (4.5) 5 (3.8) 0

a Based on CTCAE version 5.0; b Preoperative acute kidney injury; ¢ Subacute hepatic failure.
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Ongoing phase III studies of perioperative immune checkpoint
inhibitor therapy

Trial ICI therapy Histology Patients, n Neoadjuvant therapy Adjuvant Primary end
therapy point
Adjuvant
NCT05495152 Sintilimab SCC 219 None Sintilimab DFS
observation
Neoadjuvant
NCT04848753 Toripalimab SCC 632 Cisplatin + paclitaxel + toripalimab None EFS
Cisplatin + paclitaxel
NCT05213312 Nivolumab SCC 90 Cisplatin + paclitaxel or cisplatin + None pCR
5-fluorouracil 4+ nivolumab
Cisplatin + paclitaxel or cisplatin +

5-fluorouracil
NCT04973306 Tislelizumab SCC 176 Carboplatin + paclitaxel + tislelizumab + None pCR

radiotherapy

Carboplatin + paclitaxel + radiotherapy

NCT05357846 Sintilimab SCC 422 Cisplatin + paclitaxel + sintilimab + None 0S

radiotherapy

Cisplatin 4 paclitaxel + radiotherapy
NCT05244798 Sintilimab SCC 420 Carboplatin + nab-paclitaxel + sintilimab None pCR
Carboplatin + nab-paclitaxel + sintilimab +
radiotherapy

Carboplatin 4+ nab-paclitaxel 4 radiotherapy

Perioperative therapy

NCT04280822 Toripalimab SCC 400 Cisplatin + paclitaxel + tislelizumab Tislelizumab EFS
Cisplatin 4 paclitaxel None
NCT04807673 SCC 342 Cisplatin + paclitaxel + pembrolizumab Pembrolizumab EFS

Pembrolizumab
Cisplatin 4 paclitaxel + radiotherapy None

DFS: Disease-free survival; EFS: Event-free survival; OS: Overall survival; pCR: Pathological complete response; SCC: Squamous cell carcinoma.
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Current challenging issue

* Proper partner of ICl (chemotherapy only vs CRT)
- Radiotherapy induced immune-response
« Appropriate chemotherapy ?
« Safety

« Optimal timing, sequence ?

» Predictive biomarker



Immunogenic Cell Death: Chemotherapy Meets Immunology

Insult of cancer cells by cytotoxic
chemotherapy leads to release and
relocation of damage associated
molecular patterns (DAMPs) that increase
the adjuvanticity of cancer cells

Release of intracellular molecules, such
as ATP enhances the recruitment of APCs

Cytotoxic T lymphocytes (CTLs) are
activated by these mature DCs by
antigen presentation and IL-1[ secretion.

CTLs produce inflammatory cytokines like
IFN-y which leads to the elimination of
chemotherapy resistant tumors.

HMGB1
TLR4 ATP as chemo-attractant

T

Immature DC

ATP

Dying tumor cell o0
P2XR7
® 2
o
CRT CD91

ICD Inducer  ICD * Antigen engulfment

Antigen presentation
Mature DC

CTLs

Therapy resistant tumor

cell lysis B
- o ¢
# .,’ " IL-1B
%

L 4
IFN‘V’ ¢ CTLs

Therapy resistant tumor

Front Oncol. 2021 Aug 23;11:728018



Immunogenic Cell Death: Chemotherapy Meets Immunology

ICD prediction score
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 Several studies suggested that
immunogenic cell death effect according to
chemotherapy.

« Conventional chemotherapy can mediate
immunostimulatory effects by targeting
cancer cells or immune cells as well as by
altering whole-body physiology.

* Immunostimulatory chemotherapeutics
stand out as promising partners for
combination regimens involving immune
checkpoint inhibitors, although additional
research is required to identify the optimal
regimens.

Nat Rev Clin Oncol 17(12): 725-741.



Immunogenic Cell Death: Chemotherapy Meets Immunology

Owerall survival (%)
w
o
1

CM649: Positive trial
Nivo+5-FU+Oxaliplatin

ivolumab plus ch herap
chemotherapy (n=473) alone (n=482)

Median, months (95% Cl) 144 (131-16-2) 11-1(10-0-12-1)

HR 0-71 (98-4% C1 0.59-0-86); p<0.0001

Mivolumab plus chemotherapy
—— Chemotherapy alone

Number at risk

(number censored)
Nivolumab plus 473
chemotherapy  (0)
Chemotherapy 482
alone (0)

Overall survival (%)
w
o
1

T T T T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30 33 36 39
438 377 313 261 198 149 96 65 33 22 9 1 0
(3) (9) (11) (14) (39) (55) (91) (110) (133) (142) (155) (163) (164)
471 350 271 211 138 98 56 34 19 8 2 0 0
(10) (13) (19) (21 (37 (50) (78) (93) (103) (113) (118) (120) (120)

Nivolumab plus Chemotherapy
chemotherapy (n=641) alone (n=655)

Median, months (95%Cl)  14.0(12:6-15.0) 113 (10:6-123)

HR 0:77 (99-3% C10-64-0-92); p<0-0001

Number at risk

(number censored)
Nivolumab plus 641
chemotherapy  (0)
Chemotherapy 655
alone  (0)

3 6 9 12 15 18 21 24 27 30 33 36 39
595 502 412 344 254 183 118 80 40 28 1 1 0
3) (12) (13) (17) (51) (76) (118)  (142)  (169)  (179)  (196)  (206)  (207)
575 483 383 292 194 131 77 45 25 10 3 a o
(14) (17) (24) (27) (54) (74) (108) (128) (141) (154) (160) (163) (163)

KN-062: Negative trial
Pembro+5-FU+Cisplatin
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The Lancet 398(10294): 27-40. JAMA Oncology 6(10): 1571-1580.



Appropriate chemotherapy regimen

Optimizing chemo-immunotherapy regimens based on synergistic mechanism

Therapy Median overall survival (months) Hazard ratio

Study Number Chemotherapy Immunotherapy Chemotherapy vs. Chemoimmunotherapy (95%ClI)

KEYNOTE-590 548 5-FU + cisplatin  Pembrolizumab 98 vs. 126 i 0.72 (0.60-0.88)
CheckMate-648 645 5-FU + cisplatin Nivolumab 10.7vs. 132 vom 0.74 (0.58-0.96)
ORIENT-15 43 5-FU + cisplatin Sintilimab Not available - « 0.31(0.08-1.20)
ORIENT-15 616 Paclitaxel + cisplatin  Sintiimab 125vs. 16.7 o 0.65 (0.52-0.80)
JUPITER-6 514 Paclitaxel + cisplatin  Toripalimab 11.0vs. 170 —t 0.58 (0.43-0.78)
ESCORT-1st 596 Paclitaxel + cisplatin Camrelizumab 120vs. 153 q 0.70 (0.56-0.88)

01 03 0s 07 09 11 13
Favor chemoimmunotherapy Favor chemotherapy

More combination is more benefit ?
» Trastuzumab+Pembrolizumab+chemotherapy

* N=35
+ DCR=100%

ADCs

ok iciee

OS
HR

13mo 15-16mo
0.72-0.74  0.58-0.70

{|||“||| AR
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The Right Dose of Chemotherapy

« Maximum tolerated dose
« Toxicities of combination therapy
« Effect of killing tumor cell or tumor shrinkage
« Dose-dependent myelosuppression
« Depletion of effector immune cells

« Metronomic or lower dose as partners of IC| ?

C. Compounds Cmax (uM) Cmax (ug/mL) AUCs (h x pg/mL) | Tmax (h) B.
Gemcitabine (120 mg/kg) i.p. 285+150 75.1£33.3 66 0.25 800
Gemcitabine by OralGem (6 mg/kg) peros |  0.37+0.12 0.097+0.018 0.31 0.5 + MTD @& MTR T

D.

White Blood Cells Red Blood Cells E.
* se
rx
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P
o (=]
o o
—
_‘
"—
o
3 |
| I—
* %

-Jl 2.0
=
e
g " §
S 10 2 200 /
- + - Gemcitabine MTD total dose = 960 mg/kg
X ! 'I‘ OralGem MTR | dos g/kg
- 0.0 0
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& & A e Days

* In clinical settings, the effect of metronomic chemotherapy has not yet been
well-established.

« The concept of metronomic or lower dose chemotherapy is only skewed to the perspective
of anti-tumor immunity.



The Timing of Chemo-Immunotherapy

TME is a key determinant of ICI responsiveness, and dynamically
changes alongside tumor progression.

Earlier metastatic stage

 Theoretically, immunotherapy administered to patients in earlier stages of
the disease, with less deteriorated immunity and before a myeloablative
chemotherapy treatment.

e [Cl+chemo showed a promising efficacy in the first line setting.

* Perioperative setting
« Neoadjuvant

 Adjuvant
* No radiographic tumor
« Micro-metastatic tumor burden: Appropriate induction of ICD from chemotherapy ?



What is appropriate biomarker of ICI and chemotherapy ?

* Numerous pre-clinical and clinical biomarker

No answer

Case: 53/M
Metastatic gastric cancer with
peritoneal seeding nodules

/

Poorly cohesive carcinoma)

HER2 0/3

EBV neg

MMRp, MSS

PD-L1 28-8 CPS 0, PD-L1
22C3 CPS 0,

TMB 0.95mut/mb, no
actionable alteration

J

L 4

studies.

[FROZEN SECTION DIAGNOSIS]

2 AMHE Do
peritoneum 001 Negative {
= Noe
oz 3K
,peritoneum 2 002 Negat ive
= e

=i

[FROZEN SECTION PERMANENT DIAGNOSIS]
Peritoneum, excision(#1 & #2);
Chronic inflammation with fibrosis.

[MICROSCOPIC DESCRIPTION]
-Depth of invasion; unapplicable (pTx)
-Lymphatic invasion; absent
-Yascular invasion; absent
-Perineural invasion; absent
-Lymph node metastasis: absent (0/24) (pNO)
#1(0/3) #3(0/12) #4sb(0/2) #4d(0/0) #5(0/0) #6(0/1)
#7(0/3) #8a(0/0) #9(0/2) #11p(0/0) #12a(0/0) LN around hernia sac (#13)0/1)
-Associated gastritis: Iymphoid follicles

[D1AGNOS1S]
1. Stomach, subtotal gastrectomy with Iymph node dissection;
1) No remaining malignancy.

2) Fibrosis with Iymphoid aggregates.
Ll i L2 ~ioianf #12 )

Yascular congestion.
3. Yagus nerve, excision(#14);
Unremarkable.



Effect on immune cells - Activation of Immune Effector Cells

* Several hypOtheseS and backgrounds. Early Increase in Circulating PD-1+CD8+ T

e For examples Cells Predicts Favorable Survival in Patients

« Gemcitabine restores the proliferative capacity of T with Advanced Gastric Cancer Receiving

effector cells Chemotherapy
» Paclitaxel enhances the maturation of DC precursors : ‘
by the activation of TLR-4 and ultimately favors the B e I i B e
efficient priming of CD8+ T cell. 2 {0 B
» Lymphotoxic chemotherapy might result in a £5O\y 5 N
paradoxical reshaping of the T-cell repertoire and the i I S c e
differentiation into tumor-attacking cytotoxic T cells. poeo o mowow v e
e
e R
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Immune Cells Drugs Effect Issues Model
DC PCTXL Maturation Experimental data In vivo and in vitro
CD 8+ T cells Gem Proliferation - Human

Biomedicines 2022, 10, 1822.
Cancers 15(15): 3955.



Summary

Current issue
pCR, down-staging, RO resection
Systemic control
Safety
Neoadjuvant vs. adjuvant vs. perioperative

Emerging issue in the immunotherapy era
Biomarker
Appropriate partner
« Immunomodulatory properties of chemotherapeutic drugs and radiation

« The optimal dose, timing, sequence or combination
« Novel agents (Newer immunotherapy, ADC, bispecific antibody, etc)

Monitoring



Summary

Image from https://www.epmmagazine.com/pharmaceutical-industry-insights/overcoming-cultural-challenges-in-the-workplace/|

Image from https://parenting.firstcry.com/articles/magazine-how-to-overcome-failure-simple-ways-to-try/





