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Abstract: The PRODIGY study is a study comparing the efficacy of neoadjuvant DOS (docetaxel
plus oxaliplatin, S-1) followed by surgery plus adjuvant S-1 (CSC group) and post-operative adju-
vant S-1(SC group) in patients with resectable advanced gastric cancer. Subjects were stratified by
site and ¢TNM staging, and patients were randomly assigned(1:1) to CSC or SC group by in-
teractive web-response system. The primary endpoint was progression free survival. The study had
1 interim analysis while the difference did not reach the prespecified significance threshold
(0.0 031), and the study continued. In the final analysis, a total of 183 PFS events were identi-
fied. The results showed that PFS was significantly prolonged in the CSC group compared with the
SC group with acceptable safety, and the benefit was more pronounced for patients with advanced
gastric cancer. Neoadjuvant DOS followed by surgery plus adjuvant S-1 may be a treatment option
for resectable advanced gastric cancer in Asia.
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Note : * :random assignment

Figure 1 PRODIGY study design
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HR=0.70(95%C1=0.52~0.95)
P=0.0227 ,stratified Log-rank
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Time Form Random Assighment(months)
No. at risk:

CSC 238 206 186 172 155 138 110 95 78 62 51 37 17 3 0
SC 246 192 174 161 150 132 113 96 81 67 52 42 31 11 0

Figure 2 Kaplan-Meier survival estimates in the full analysis set:(A) progression-free survival and (B) preliminary
overall survival"!
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Proportion surviving(%)

No. at risk:
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SC 246 224 208 194 179 167 139 115 95 81 68 54 41 17 0
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Figure 3 Concordance between clinical and pathological T stages. The proportion of each pathological
T stage (A) and overall pathological stage (B)™’
Table 1 PRODIGY study major fiudiugs
Index CSC(N=238) SC(N=246) HR P
PFS in the full analysis set(95%CI) (%)" 66.3(59.6~72.1) 60.2(53.6~66.3) 0.70(0.51~0.93) 0.016
0S rate(95%CI) (%) 74.2(67.7~79.6) 73.4(67.0~78.7) 0.84(0.60~1.19) 0.338
RO resection rate in the ITT group(%) 95 84 = =
RO resection rate in the full analysis set(%) 89 84 = =
pCR rate(%) 10.4 0 - <0.0001

Note: * : primary endpoint
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Figure 5 Subgroup analyses for overall survival in the full analysis set™’

340

M2 2022 4255 28 B % 4




SRR BRI AR, R el iR PRS, HA& 4w
2 . FOLT4 WF5R L UEM T FLOT4 J7 R AE Ry Bl B
IBIT YT R, FLOT4 J7 58 (i FH Y J2& 2 74 il 3% + 1
U A+ 6 DR W /A R A, ASHIF ST H ) DOS %,
L G R W W /I I TR S A8 A T 9RCR e E AL S-1,
BRI B MR T B A P20, (B2 TR
ARG ERERFE/NT, I ARG W5 BhA T Hh ik
BT S-1ARJEHIBY 148, UL, A A5 345 BH P 25
WRERZ

4.2 [FEBERMUETHE

42.1 FLOT4 #F 5

ZAEFERT R A 2010 4F 8 H &= 2015 4 2 H ,#
55T Ok AR 38 Rt 716 i 2 BE ALY e
A ECF/ECX #H 5 # FOLT 41 (360 ] ECF/ECX,356
] FLOT) . %55 /R DL AZ 25 259 BE il 9 FLOT
5 ZEFARWAIT AT VIR B 8 B 45 G AR R
#, 5 ECF/ECX R B AT M RI 2 2, H 0S 3k
BIER , MR KT 2019 4F
422 JCOGOS501 #F 7110

M ] R 2005 4F 10 H 17 H % 2013 45 7
H 19 H, 5 17kA HA 44 RERIE 316 32K
& BEALIE A TF AR L K S-14 0040158 4l Bh 4k 7 41 (F
AR 158 5 ,NAC 41 158 i), JCOGO501 B 5% Uk 5
DL S-1+ M4 A =5 00 58 4 B Ak 97 AN HE 22 T 4 AUl
Kipde 3 BV, Aad 5 P41 OS A1 PFS 1
0 O T BRI 38 R, nT IR B R bR v TR T AT
D2 HUIBR ARG R BALSY . W5 kKT 2019 4F.
42.3 RESOLVE #f %[

ZAE ST [R] 2 2012 4F 8 H 15 H % 2017 4F 2
A28 H, #ZETRATE 27 X001 094 4]
FOBEHLHE) A 4 (XELOX AR J5 4 BhVAIF4) B
4 (SOX A Jfi BiGy7 40) il C 44 (SOX Fl AR #iih
Jrdl), =415 F 364 1,365 FIF1 365 il B
RESOLVE #5845 J430E B [ F- AR 9] SOX 5 #4784
ARJG XELOX J7 5 B ALy7 RE 0% 205 3 4F 0 A6 A+
(disease free survival,DFS) % 1fi D2 B VARG
SOX FH ZHikIr 5% T ARG XELOX K&, %
55 LAGC Hl T AR SOX J7 44t 1 Uk 95 3¢
Fio AR ART 2019 4,

424 JACCRO GC-07 #F %
IR 2013 4F 4 A = 2017 4F 12 A

M 2022 £4 28 % 4 1

551100 &, 76 2017 4F 4 A b4 T4 2 kb
30, AT AL YOk A HAS 138 AN FSE LY
915 il kAT 216 B2 S FF, 4 IDMC 1Y
AL ZMFE T 2017 4E 9 A&k, WP IE S AE T
W1 H B T, S-1 G 2 8 S B IR YT LT S-1
gl Pt 7E T B 96 RS B i HEE S-1 Bk G
Z VTR E PR AT BT . PR AR T 2019 4F,
4.2.5 RESONANCE #F %[

ZWEFE R E] A 2012 4F 9 H 2 2019 4 7 H ,#
LT E 19 Zh 772 BlE 4k SOX Bl FAR
WA YT A SOX AR J5 Hi Bhit 7 4 . ZWF9TIESE SOX
Bl F AR AT AR fin T A~ C 9 18 9 84 19 RO
VIR, R RN Al 3 B FAR T, R H SOX
J7 G AT TR WAL ST A B S K A 3 1Y AR A ]
DFS A1 0S.,

RESONANCE #5845 SR8 7m )48 A4 T 73 0188
Ry T~ 8 %, 3577 % SOX FlF AR,
SRK pCR REEF 2 23.6%, = T =25 FEMLER,
{HJE RO VI B %54 U] A% T RESOLVE #F 52 [l F
ARIAITI 93% ., W5k FT 2020 4F
42.6 ARTISIT 2 #F 518!

ZHFFEIEE] O 2013 452 H £ 2018 45 1 H , 40
A A 8 BT BE B (1) 546 I/ #  Hie 1:1:1 BEALIE
A S-1 RJ5 5 Bh AT 41 .SOX A J5 4 Bh 41 Al SOX %
BAYTIA T 40 (SOXRT 2H) , W58 iE 52452 RO
YIBR (D2 Ik T 25 3 491 5 98 R J5 9k 00 485 BH 1k 2
SOX 41 5 SOXRT 41 % S-1 417l 4E K DFS,SOXRT
A SOX 2H WA FEARE & 2 ,SOX 5 R W AE A D2
HUIBR AR AR EIR YT Z — AR ARRT 2020 4,
4.2.7 PETRARCA #F 5™

I IE A 4L 81 i) HER2 PHME: 15 98 =2k &,
4fi FLOT J7 23697 41 41 B, FLOT J7 £ 8k & it 2 2k
BAST KMAZER PP 40 B, 55 R 2 2R T+
WA Z Bk PR PU R A AR B FLOT J5 £/ 97 HER2 [
PR AT U) B £ 45/ i AR TT LB B 4R = pCR ORIk
ELZEFE R, 0 H B0 V5 R 1 40 6 2 1) B 3] A,
o MR AR T 2020 4,

43 WMRABERRE

TIF 5% X5 52 09 43 301 00 A Rp 45 SR B K, X T
i SR A B B BTG 7 R AR 25 R
Koo A5 AH 53 45 R W 2 78 TY/N+(HR =

341



Journal of Chinese Oncology,2022,Vol.28.No.4

0.68,95%C1.0.49~0.94) 3% #& N;(HR=0.42,95%CI.
0.20~0.88) 34 1Y 4k £ fe Jy 3% o SR M AR WIF 5% I 4.
SRR B THIEVE R, ST AR 41 2
BEREA S, DR ICAHIF S8 B 2 08 1 8 Ak S 4
P B IEPESS 10 (R BER RS R

2021 4, Gastric Cancer &3 T —WiF T 518 %
MR i U 18 3 A 12 32 B 0 B ALY RROE IS 45 R
SR AR AT 4 1R ¢ TN, 1 58 3 AR 18 B 2 i AR R
B BNIGTT Ak A, A BT AR IIA TTORG 1 b 0 K
IR AR T — e AR AR SR RN
AT T e Ee g R0 C 1 3R I3 8 g 2
Ho SCH T WHHE G 119, 3% 88 B AR R iZ s ah
A o XA SEAAIF G A AR 2EE N AL FRAE 1 )5 BR
ZAhb BRI R 0 TS R DL A BEAIR T PFS 1
B A SRR AR T ARSI IR S EURIF
5% FR P 4L 8] PFS XF 1 HR AT FAS 4E 1 () PFS UK 35§
RN, ARG R 58 R 5 40 B e 9 S8 3, R
B BATT AR 25
44 HMHARLER

FEFABIE T OS BF MEE, HAm g tiE
R 17% , 1 TC R 88 1R R W EE 0S 2257 . At
OS FFAEABI G (1) B4 Jy % 245 R Bt 7E Bkl 2
ARk A % S I R T B ] BT, A A )
Tz 8] OS ISR 25
45 T—H#HxiEit

H—, AT VRN B T AR MR C 418
PLHIN, 3T FLOT4 FIASHESE , = 25 407 7 b B 4l
BaTT AL 2 BIA , ASE AR R B 5 AR 23 2 4k
SRR INALTT 25 W R i B A T R, BRI T
259 (RJRIT RO B e i R A BR Y

5 L o R M S HOR AT 12 T BOB DI G
AT N A B ) TNM 43 ] = 2R CT A A 45
e g B ] SR ] PET/CT 0 M 5 4G 4 >k B A
PR A T L E 2 TNM 2030 T By
ANV P T B0 A B0 AR S5 B B AR, 250
FUWFSE  FLOTS A5 i@ ot Ak ki dr 8 =
T Bk Ay | M YA LA % i B SR R Y CT B
MRI FEAR I R 439 ; JCOGO501 BFFE 0 T #iik & 4%
P, AZBTHEA T I s G A DA S 15 AT I I
I AT I e AN M 2 A A . RESOLVE #5243

342

JZ R 2 A Mg R Lauren 235 I PR 43 10 55 % B 43
W) —BEL N 60%~70% ,T, T, Fil Ny (& b 5 #%
%% FAR BB CAPOX 4 10%~11% , & %l i
SOX 411 16%~19% ,7E JCOG1302A fiff 55 p R H
BN BB R A R R CT S e 0 1, il sl
BRI CT Bk &2 Wi b TyT, B9 928 i) 1 iy 212
(22.8% ) 1595 B b S T /Ty ; XoF 5 BRI 409 %) 3R 4503
87.7% AEXFREL T WA K 12.3%, #EXF 1 571 61 5 ¥
FH Y Meta 43 B 50H & BB A N B 0 R A
T~T, W2 W o Ve X 3 05 JF R 535008
84.0% .78.8% .78.3% Fl 80.4% ,  I45 5 45~
97.0% .90.5% .88.2%F1 95.3% ., It , Ak 1Y H I Hr
BB IT RIS N AAREZE 5 SR A5 G S NBEVE N T
I3 HABRUE

o = BT R RRE HEAT TRAE A 4t . HER2
P B & 5 HER2 B & 75 22530 X 75 . JACOB
T 5 10 0l 7, WA 22 Bk B 470+ i) 22 2R B4+ AR 7 IR
ST HER2 BH P55 # 1 1 68 RO 35 8] R ZMF R AL,
0S KB EIG I 2 L EMIEK . PETRARCA A5z
HAR A FEA /D A pCR % DFS A1 0S ¥
TREL T WI4LE #9225 . FLOT 78 Bk 36 B A HER2
BHAE AT U] B £ 48 25 6 58 I B AR MER T O
2,10 FLOT 3K G 1 22 2R BT+ Z 2R SR pt i oR T R
bF 3k g5 A (A T e A B FLOT 7%,
T T B AR A B R 7 e T ok 1 — 25 BB IR R
MR, PETRARCA WP 4 T HRATHE Z 53R,
FLOT %65 “ % 22 " WU 2 AE 5 A 1T S5 04 A 15 i B
TBIT TR AR

00, g — IR O AU T T BEC &
58 AT 1 8 A B I PRI 9 S AR 2 5 3 T 10 4F
o, REFIE A REERTT, 2 A R ST
HER2 1R YT HR I AR bR ifE . PRt 56 T IAE © A 1 Bif
FEAER PRI ST T B R IRT  L E
ANHEHEAT A3 A4, Lhan HER2 FHYE B35 PD-L1
CPS>10 M W EM D EARENEHE S,

W, Z MBS AU ER NI 259, 1k
ST B RPEIR YT BBt NG A 6 7 2 i b Je /s i TR
T T A5, AR ) R e B 8, A ke AE T Al B IR T R T
R KAT FIN o AR IE B2 IE 76 22 Sk 047 10 8 3l Bh IR
JEWFST, LA SOX  SOX+BT i JE . SOX+F il Je +

M2 2022 4255 28 B % 4



A B T R SLPTAIRI T RCR , IR FAT T — e

45

S Z Wk

[1]  Kang YK, Yook JH,Park YK,et al. PRODIGY: a phase
Il study of neoadjuvant docetaxel,oxaliplatin,and S-1
plus surgery and adjuvant S-1 versus surgery and adjuvant
S-1 for resectable advanced gastric cancer [J]. J Clin On-
col,2021,39(26):2903-2913.

[2] Macdonald JS, Smalley SR, Benedetti J,et al. Chemora-
diotherapy after surgery compared with surgery alone for
adenoearcinoma of the stomach or gastroesophageal junc-
tion[J]. N Engl J Med,2001,345(10):725-730.

[3] Cunningham D,Allum WH,Stenning SP,et al. Periopera-
tive chemotherapy versus surgery alone for resectable gas-
troesophageal cancer]]]. N Engl J] Med,2006,355(1):11-20.

[4]  Sakuramoto S,Sasako M,Yamaguchi T,et al. ACTS-GC
Group. Adjuvant chemotherapy for gastric cancer with
S-1,an oral fluoropyrimidine[J]. N Engl J Med,2007,357
(18):1810-1820.

[5] Bang YJ,Kim YW, Yang HK,et al. Adjuvant capecitabine
and oxaliplatin for gastric cancer after D2 gastrectomy
(CLASSIC): a phase 3 open-label,randomised controlled
trial[J]. Lancet,2012,379(9813):315-321.

[6] Al-Batran SE,Homann N,Pauligk C,et al. Perioperative
chemotherapy with fluorouracil plus leucovorin,oxali-
platin,and docetaxel versus fluorouracil or capecitabine
plus cisplatin and epirubicin for locally advanced,re-
sectable gastric or gastro-oesophageal junction adenocarci-
noma (FLOT4): a randomised,phase 2/3 trial[]]. Lancet,
2019,393(10184):1948-1957.

[7]  Yoshida K,Kodera Y, Kochi M,et al. Addition of docetax-
el to oral fluoropyrimidine improves efficacy in patients
with stage Il gastric cancer: interim analysis of JACCRO
GC-07,a randomized controlled trial [J]. J Clin Oncol,
2019,37(15) : 1296-1304.

[8] Park SH,Lim DH,Sohn TS, et al. A randomized phase Il
trial comparing adjuvant single-agent S1,S-1 with oxali-
platin,and postoperative chemoradiation with S-1 and ox-
aliplatin in patients with node-positive gastric cancer after
D2 resection: the ARTIST 2 trial[J]. Ann Oncol,2021,32
(3):368-374.

M 2022 £4 28 % 4 1

[10]

[11]

[12]

[13]

[14]

Kim HD,Lee JS,Yook JH, et al. Radiological criteria for
selecting candidates for neoadjuvant chemotherapy for
gastric cancer: an exploratory analysis from the PRODI-
GY study[J]. Gastric Cancer,2022,25(1):170-179.
Terashima M,Iwasaki Y,Mizusawa J,et al. Randomized
phase Il trial of gastrectomy with or without neoadjuvant
S-1 plus cisplatin for type 4 or large type 3 gastric can-
cer,the short-term safety and surgical results: Japan
Clinical Oncology Group Study (JCOGO0501)[J]. Gastric
Cancer,2019,22(5):1044-1052.

Zhang X,Liang H,Li Z,et al. Perioperative or postopera-
tive adjuvant oxaliplatin with S-1 versus adjuvant oxali-
platin with capecitabine in patients with locally advanced
gastric or gastro-oesophageal junction adenocarcinoma
undergoing D2 gastrectomy (RESOLVE): an open-label,
superiority and non-inferiority ,phase 3 randomised con-
trolled trial[J]. Lancet Oncol,2021,22(8):1081-1092.
Wang XX, Li S,Xie TY,et al. Early results of the ran-
domized , multicenter, controlled evaluation of S-1 and ox-
aliplatin as neoadjuvant chemotherapy for Chinese ad-
vanced gastric cancer patients (RESONANCE Trial)[J]. J
Clin Oncol,2020,38 (suppl 4):280.

Ralf DH,Georg MH,Thomas JE,et al.Perioperative
transtuzumab and pertuzumab in combination with FLOT
versus FLOT alone for HER2-positive resectable esopha-
gogastric adenocarcinoma: final results of the PETRAR-
CA multicenter randomized phase Il trial of the AIO[J]. J
Clin Oncol,2020 38(15_suppl) :4502-4502.

Fukagawa T,Katai H,Mizusawa J,et al. A prospective
multi-institutional validity study to evaluate the accuracy
of clinical diagnosis of pathological stage Il gastric can-
cer (JCOG1302A)[J]. Gastric Cancer,2018,21:68-73.
2R SR R N B B R R ET TN 23S HE
PERY Meta 23 #7[J]. BEACIE B227,2012,20(1): 110-114.

Li N,Wen YH,Guo HM. Accuracy of endoscopic ultra-
sound in the preoperative TN staging for gastric caner:a
Meta-analysis|J].Modern Oncology 2012,20(1):110-114.
Tabernero J,Hoff PM,Shen L,et al. Pertuzumab plus
trastuzumab and chemotherapy for HER2-positive metastatic
gastric or gastro-oesophageal junction cancer (JACOB): final
analysis of a double-blind,randomised , placebo-controlled

phase 3 study[J]. Lancet Oncol ,2018,19(10):1372-1384.

343



Journal of Chinese Oncology,2022,Vol.28,No.4

344

PR BR 58

CR::

PRODIGY AT A H B Bt BRI R TERESITMEEL FILKT
DOS 5 Z# 4B A Sl Rk a R 5 ABEF REASRE S-1 Hohis 57
W ARG A GEE T DOS HEH LT TR S B M, K EBARA
ey PFS, k3 2 R4S, UMRE—FIEET AT L HEE D L0957 £33
B4 9T 69 ML, B B LA 25 R AT — R B E

F— E ) CT AN IFAE B LT ZAR PR CT A 23478 F
BOERINTREFRARZINGTHESL BT LTI T 5 ik 22
DL R A E R 48.2% , RE R R K FRIEIE R ARC LG F W S FARF,
XRTARRGFH AN ETAREZ I EGE RSB TF &,

B AT A ERBEABELR - My AL RAHI T T
T, N; #9 £ 4 T4 3K & £ K ,RESOLVE #F 50 69 LA 5 A7 4 27 th N+ Ty, & H T
AP SHKBALFLOTA AR F T N-BFTHREZEZ R, AL, & FHA
TREFHER L—TRELHHETHMBETHRE, ERARGHFR T,
R B AT KT M S ON B 0 B R BEAT AT

B BT AR AR AR R S S ARIRE A T AL
I7 AF A F 5 B s 9T B M lx RE R SOX, ZAFA KA L8 DOS, R#H L
FLOT # %, RK6GBF R B IZFAL R LT | M AR R A I @ 6 57 Fo
R BTAEAF B R F B F RBE T HNE,

Fva w R B R E T 2RI HER2 KA M T 2 R4 2 A & PD-L1 #
FAA AR, A G T T TR F T B a9 ABRRAT AR LY
R RS

M2 2022 4255 28 B % 4



