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Study Design

The RESOLVE Trial (NCT01534546) is a three-arm, randomized, multicenter, open-label phase III trial.
Here we update the 5-year overall survival (5y-OS) results.

« Histologically Arm A: Adj-CapOX

confirmed gastric

D2* — XELOX
Capecitabine:1000 mg/m2 ,bid, d1-14, q3W
Oxaliplatin:130mg/m2,iv drip for 2h,d1, g3W 8 cycles

or gastro-
oesophageal
junction
adenocarcinoma

Arm B: Adj-SOX Median follow up time: 62.8 months

D2* — SOX >

S-1: 40-60mg bid,d1-14, q3W :

Oxaliplatin:130mg/m2,iv drip for 2h,d1, g3W 8 cycles OS final
EREWAIE

(G/GQJ)

* Medically fit and
technically
operable

» cT4aN+MO or
cT4bNxMO

First patient
randomized:

April 7th
2022

August 15t
2012

Arm C: Peri-SOX
SOX(NAC) — D2* — SOX

NACT: SOX 3 cycles
ACT: SOX 5 cycles followed by 3 cycles of S-1 monotherapy 495 recurrences

and 416 deaths

Primary endpoint: 3y-DFS; secondary endpoint: 5y OS and safety

Stratified by Lauren’s classification and Sites
Tumor assessment: CT/MRI of thorax/abdomen/Pelvic,endo-ultrasound (evt. diagnostic laparoscopy)
N : mITT ; *D2: Gastrectomy with D2 lymphadenectomy by open surgery
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Statistics

«  The design of Arm Aand Arm C was a superior test with HR 0.778 ;

The design of Arm A and Arm B was a non-inferior test with threshold HR being set at 1.33 ;
+ 24 months for enroliment and three years for median follow-up ;

. Based on the use of the log-rank test with two-sided significance level of 5%, 80% power, and a
10% drop-out , about 353 patients in each arm, 1059 patients in total required ;
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Baseline and 3y-DFS of mITT JHE LANCET

Adjuvant-CapOx  Adjuvant-50X Perioperative-SOX A
group (n=345) group (n=340) group (n=337) 100+ —— Perioperative 50X
— Adjwant-CapOX
Age, years 904 HR 077 (95% CI 0-61-0.97), log-rank p=0-027
Median (IQR) 590(520-640)  59.0(530-650)  60-0(530-660) B0
oo oo ot 0 ot ¢ ] Arm Cvs. Arm A
Sex § &0
Men 259 (75%) 238 (70%) 271 (80%) g 50
Women 86 (25%) 102 (30%) 66 (20%) g 20 3y-DFS | HR (95% CI) P
Karnofsky performance score =80 318 (92%) 312 (92%) 311(92%) 2 30 | A Adjuvant CapOX 51.1% 0.77 0.028
Location of tumour 0 | C: Perioperative SOX 50 4% (061,097)
Gastro-oesophageal junction 121 (35%) 123 (36%) 129 (38%) 10
Stomach 224 (65%) 217 (64%) 208 (62%) N
T T T T T T T T T T 1
Clinical tumour stage 3 3 9 12 15 18 it 24 7 30 3 36
Number at risk
e 304 (88%) 308 (91%) 306 (91%) (nombercomsored
cT4b 30 (9%) 22 (6%) 21 (6%) Perioperative-SOX 345(0)  329(4) 304(7) 278(B) 245(10) 232(10) F0(11) 208(12) 1BB(15) 1/5(20) 160(27) 162(25) 153(182)
Adjuvant-CapO¥ 337 (0)  322(B) 306(9) 281(9) 264(10) 248(11) 235(14) 220(15) 206(20) 193(23) 186(25) 179(30) 172 (206)
Others 11 (3%) 10 (3%) 10 (3%)
Clinical nodal stage B
100 — Adjwant-50X
N- 7(2%) 10 (3%) 12 (4%)  acjwant capox
N 335 (97%) 330 (97%) 324 (96%) 904 HR 086 (95% C1 0.68-1.07), log-rank p-0-170
80
Other 3(1%) 0 1(<1%)
Lauren’s classification ;E 704 Ar m B VS " Ar m A
Intestinal gastric cancer 169 (49%) 172 (51%) 169 (50%) g 60
Non-intestinal gastric cancer 176 (51%) 168 (49%) 168 (50%) i 504
Grade % 40 3y-DFS HR (95% CI)
High differentiation 7(2%) 4(1%) 10 (3%) = 304 | A Adjuvant CapOX 51.1% 0.86
Medium differentiation 85 (25%) 96 (28%) 87 (26%) 20+ | B: Adjuvant SOX 56.5% (0.68,1.07)
Low differentiation 245 (71%) 234 (69%) 218 (65%) 104
No differentiation 1(<1%) 1(<1%) 4(1%) . ; . . . . ; . . : .
Missing 70% 502%) 18 (5%) 3 3 3 2 15 % Pt b1 7 30 33 36
Time since randomisation (months)
N - — S Mumber at risk.
Data are n (%) unless otherwise stated. CapOx=capecitabine and axaliplatin. SOX=5-1 and oxaliplatin. (number censored)
Adjuvant-50X 345 (0} 329(4) 30400 I78(8) 245(10) 232(10) 220(11) 208(12) 18B(15) 1I75(20) 169(22) 162(25) 153(182)
Table 1: Baseline characteristics Adjuvant-CapOX 340 (0) 319(9) 208(10) 274(10) 258(10) 238(12) 225(12) 215(15) 204(17) 194(18) 186(200 179(23) 173(198)

ERESMD
2023 Xiaotian Zhang Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



5y-0S of mITT

1.0+ kL VU +C d
0] ey - Arm Bvs.Arm A
09- "« Arm Cvs. Arm A Log Rank p = 0.048 09 T :
St | -
0.8 ~ 0.8 T,
=1i1“4+hq, 0.7+ \ +*1“*+Hﬂ+- "
077 s o - ++
o ﬁk"‘*-k.. Ty o 2 0.6 ""‘+~.H._H_ Moy B
= 0.6+ e S - g ’ R RS,
A 054 “‘+H+++*H—=H—-|+&- g 0 0.5 e
= ’ 5
© = -
§ 0.4- é% 0.4
© 0.3 0.3
024 0.2
014 0.1
0»07 0‘07 T T T T T T T T T T T
T T T T T T T T T T T
0 6 12 18 24 30 3% 42 48 54 60 0 6 12 T_18 . 24 g 30 i 3fM th42) @ M 6
Time from randomization (Months) ime from rancomization {Months
— — —  Adj- X Adj-SOX
|Group — — — Adj-CapOX - Peri-SOX | |Gr0up di-CapO di-50 ‘
. Adjf(:apo)( 345 321 282 255 216 196 176 158 142 128 109
Adj-CapOX 345 321 282 255 216 196 176 158 142 128 109 Adj-SOX 340 315 286 257 234 212 197 182 170 153 129
Peri-SOX 337 320 284 254 233 210 190 174 162 144 123
A: Adj-CapOX B: Adj-SOX C: Peri-SOX Cvs. A B vs. A (non-inferiority)
52 1% 61.0% 60.0% HR 0.79, 95%CI [0.62-1.00]; HR 0.77, 95%CI [0.61-0.98];

P*=0.049

p*=0.033
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5y-DFS of mITT
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i} 0.5- s T o i ST s I
LT.. W e :-j 0.5 W R e
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0.2 0.2
0.1 0.1
0.0+ 0.0
i ! J L i ! ) J J | T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time from randomization (Months) Time from randomization (Months)
[Group — — — Adj-CapOX -~ Peri-SOX | [Group — — — Adj-CapOX Adj-SOX |
Adj-CapOX 345 305 244 212 180 167 155 143 128 17 102 Adj-CapOXx 345 305 244 212 180 167 155 143 128 117 102
Peri-S0X 337 306 262 230 204 183 170 155 148 132 112 Adj-SOX 340 299 260 227 207 186 175 164 154 141 121
A: Adj-CapOX B: Adj-SOX C: Peri-SOX Cvs. A B vs. A (non-inferiority)
5y-DFS
HR 0.79, 95%CI [0.63-0.98]; HR 0.86, 95%CI [0.69-1.06];
45.8% 50.8% 53.2% ’ [ Ik ' [ L

P*=0.034 P*=0.164
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Subgroup Analysis of 5y-0S

Arm Cvs. Arm A Arm B vs. Arm A

Subgroup N Hazard Ratio HR(95%CI) P for interaction Subgroup N Hazard Ratio HR(95%CI) P for interaction
Age 0.8281 Age 0.5144
<65 525 —i— 0.80(0.61-1.05) <65 541 — — 0.74(0.56-0.97)
>65 157 —— 0.75(0.46-1.24) >65 144 —.— 0.89(0.54-1.46)
Gender 0.2232 Gender 0.9728
Male 530 —— 0.86(0.66-1.13) Male 497 —— 0.76(0.57-1.01)
Female 152 —— 0.60(0.36-0.99) Female 188 —a— 0.76(0.50-1.16)
Location 0.1429 Location 0.1002
EGJ 250 —i— 1.00(0.68-1.47) EGJ 244 —i— 1.01(0.68-1.50)
Stomach 432 —— 0.69(0.51-0.94) Stomach 441 —— 0.67(0.50-0.91)
Lauren's Type 0.0785 Lauren's Type 0.362
Intestinal 338 —i— 0.99(0.70-1.39) Intestinal 341 —— 0.88(0.62-1.25)
Non-intestinal 344 —— 0.64(0.46-0.89) Non-intestinal 344 —i— 0.69(0.50-0.96)
N Stage 0.3583 N Stage 0.746
cN- 19 L 1.68(0.34-8.33) cN- 17 B 1.08(0.18-6.46)
cN+ 659 —— 0.78(0.62-1.00) cN+ 665 —— 0.78(0.61-0.99)
T Stage 0.8642 T Stage 0.1851
cT4a 610 —il— 0.78(0.61-1.00) cT4a 612 —— 0.74(0.57-0.95)
cT4b 51 — 0.85(0.39-1.88) cT4b 52 —_—— 1.23(0.59-2.55)
All patients 682 —— 0.79(0.62-1.00) All patients 685 —— 0.77(0.61-0.98)
+— Favours Peri-SOX Favours Adj-CapOX — « Favours Adj-SOX Favours Adj-CapOX —
r T T 1 I T T 1
0.1 0.2 0.5 1 3 5 10 0.1 0.2 0.5 1 3 5 10
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Discussion

Ongoing peri-operative studies containing immunotherapy

HLX10-006-

Study design Phase Il/1ll, Phase Il, randomized Phase llI,
randomized randomized

Study regimens DOS+toripalimab vs. HerceptintCAPOX+atezolizumab SOX+HLX10 vs.
SOX+toripalimab VS. SOX+placebo
herceptin+tCAPOX+placebo

Primary endpoint PCR rate pPCR rate EFS
Starting time 2023. 07 2021.1 2019.12
Estimated end of 2025.12 2022.9 2023.12

enrollment time
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Conclusion

This study demonstrated D2 gastrectomy with perioperative SOX therapy provided a
significant improvement in survival versus the adjuvant CapOx in patients with G/GOJ
adenocarcinoma.

Perioperative SOX chemotherapy could be considered one of the standard treatment
options for patients with G/GOJ adenocarcinoma.

Adjuvant SOX was not inferior to adjuvant CapOx.
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