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Trattamento locoregionale: chirurgia e linfadenectomia
standard vs radioterapia

Chemioterapia: quale schema e quanti farmaci

Caratterizzazione biologica del tumore: marcatori molecolari

Selezione dei pazienti: minimal residual disease
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PERIOPERATIVE TREATMENT

A +22% in 5-yrOS

OPERABLE

GASTRIC ADJUVANT TREATMENT
CANCER

A +5.7%%- 11%2%-9%3 in 5-yrOS

1.Pignon et al, JAMA, 2010
2.Sakuramoto et al, NEJM, 2007
3.Bang et al, Lancet, 2012



Events / Patients Statistics HR & CI HR & 95% ClI
Any CT Surgery alone {O-E)  Var. {Any CT: Surgery alone)
loc : Europe :
Coombes et al, 199086/ 133 102/148 -78 46.7 ..-...
Grau et al, 1993 42164 49/63 94 218 — ]
Lise et al, 1995 88/152 99/154 -75 46.6 —..-—
Tsavaris et al, 1996 25/44 38/43 87 156 e —
Bajetta et al, 2002 67/135 69/136 07 34 :
Popiela et al, 2004 42/53 47152 -8 202 -
Bouché et al, 2005 79/133 90/138 82 421
Nitti et al, 2006a 50/103 551103 -33 262 :
Nitti et al, 2006b 63/83 64197 16 316 .
- Subtotal 542/906 613934  -52 284.8 <> 0.83 (0.74,0.94)
Heterogeneity Chi-square=7.18, df=8: p>0.1 2
loc : USA i
'
CO M I N Cl O' Douglass et al, 196264 /88 73182 137 33 S
Engstrom et al, 198573/91 72188 -23 36
) Krook etal, 1881 51/63 50164 0.9 251 :
COSI Mac Donald et al, 1995/ 109 96/112 27 46.4 .
000000000 OCGOCF M
- Subtotal 278/351 291/347 178 1404 i | 0.88 (0.75,1.04)
;
Heterogeneity Chi-square=3.81, df=3: p>0.1 2
loc : Asia -
Nakajima et al, 198402/ 156 52172 83 311 —.'—n-
Nakajima et al, 199947 / 288 60/285 7 267 —
Nashimoto et al, 20083/ 128 211124 43 8.5 o
Nakajima et al, 200718/95 30195 T9  MNT cm——
| Subtotal 180/ 667 163/576 -27.5 7841 ..L 0.7 (0.56,0.88)
Heterogeneity Chi-square=1.86, df=3: p>0.1 i
. Total 1000/1924  1067/1857 -97.4 503.3 $ 0.82 (0.76,0.9)
0.25 0.5 1.0 2.0 4.0
Any CT Surgery alone
better better
Treatment effect: p<0.0001

(The Gastric Collaboration, JAMA, 2010)



Bajetta, Cascinu, Di Costanzo, | De Vita,

2002 2007 2008 2007

Stadio T3-4/N+ T3-4/N+ T3-4/N+ |-111B
N. Pz 137/137 196/201 128/130 112/113
Tratt —_— — — —
IL sperimentale ¢ EAP->FU/LV  PELFwk  PELF ELFE>
CONTRIBUTO

ITALIANO controllo Follow-up FU/LV Follow-up Follow-up
Local: Il
sup/medio,inf 18%/72% 30%/70% 8%/82% 13%/87%
HR 0.93 0.95 0.90 0.91

5-y OS controllo <49% 50% 48.7% 43.5% >




ADJUVANT CHEMORADIATION ..... REDUCES LOCAL FAILURE

™ o- os . RES .
_ Surgery alone 27 months & Surgery alone 19 months Followi nNg
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JOURNAL OF CLINICAL ONCOLOGY

Refining the Role for Adjuvant Radiotherapy in

Gastric Cancer: Risk Stratification Is Key

Karyn A. Goodman, Memorial Sloan Kettering Cancer Center, New York, NY (./ Clin Oncol 2 015)
LN

Negative 1.359 0.477 to 3.876 b 2 2 i

Positive 0.700 0.493 to 0.994 P

Favour XPRT Favour XP

ARTIST 2: GC N+, D2 dissection

N S-1 for 12 months

r_ S-1 and oxaliplatin (SOX) for 6 months
m— SOX for 2—>S-1+RT—> SOX for 4

(Hoon Park, JCO 2018)



ARTIST 2: Primary Endpoint

Median f/u: 37 mo
DFS events: 161 (30%)

Median DFS, mo 3-y DFS, %
58.4 64
Not reached 78
Not reached 73
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S-1 180 116
SOX 180 133
SOXRT 178 132

(Hoon Park at ASCO 2019)




ARTIST 2: Subgroup Analysis of DFS

S-1 v SOX/SOXRT S-1/SOX v SOXRT

SOX/SOXRT was effective in | No additional benefit with
prolonging DFS when compared S-1 chemoradiotherapy

| HR 0.648 (95% C1 0.467-0.898; P=0.009) | HR 0.859 (95% Cl 0.602-01.226; P=0.401)

>
=
)

®
o

o
o
[72)
L
(]

6 12 18 24 30 36 42 : 6 12 18 24 30 36 42 48

Months Months

(Hoon Park at ASCO 2019)



CRITICS: NO DIFFERENCE IN OS HAS BEEN OBSERVED

—— Chemotherapy group
—— Chemoradiotherapy group

Trial design -\

Chemotherapy gumd Surgery Chemotherapy

Overall survival (%)

Tissue and Blood Banking

Health-Related Quality of Life

20

Chemotherapy gmmd  Surgery =24 Chemoradiotherapy i ST

0 I 1 T T I I 1

T
0 12 24 36 48 60 72 84 96

Number at risk (number censored)
Chemotherapy group 393(0) 298 (0) 230(6) 176(31) 127(69) 88 (94) 58(120) 36 (142) 23(154)
Chemoradiotherapy group 395(0) 298(1) 237 (4) 176(25) 123(62) B4 (89) 58(111) 35(132) 17(149)

Stratified for: Center, Histological type, Tumor localization

(Cats, Lancet Oncol 2018)



ADJUVANT CHEMOTHERAPY IN ASIA .....STANDARD CARE "’Z“'

ACTS-GC!

Overall Survival (%)

HR, 0.669; 85% CI, 0.540 to 0.828

5-Year Overall Survival {%)
— S-1 71.7
== Surgery only 61.1

1 2 3 4 5
Time Since Random Assignment (years)

Overallsurvival (%)
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CLASSIC?

5-Year Overall Survival (%)

Surgery 69%

Adjuv CAPOX 78%

HR 0-66 (95% Cl 0-51—-0-85; p=0-0015
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(1JCO 2011,°Lancet Oncol 2014)



ADJUVANT ......

NEGATIVE PHASE Ill TRIALS "":"

SAMIT: Sequential adjuvant chemotherapy did not improve DFS

/‘Ma/b GC D2 dissection \

—— UFT alone
n.374

Paclitaxel then UFT
n.374

BN Poclitaxel then S1
n.373 /

A
100 —— Monotherapy
~ Sequential treatment
HR 0-92, 95% C10-80-1.07, p=0-273

80
Z
% 60-
=
2
&
§
= é 3YR DFS )

= Monotherapy 54%

Sequential therapy 57.2%
\ HR:0.92 p=0.273 y
0 T T T T T 1
0 12 24 36 48 60 72
Number at risk
Monotherapy 723 516 410 343 245 122 63
Sequential treatment 710 546 428 356 246 132 63

(Tsuburaya A, Lancet Oncol 2014)



ADJUVANT ....... NEGATIVE PHASE Ill TRIALS A

ITACA-S: Intensification of chemotherapy did not improve DFS or OS

/ \ 4 5yr0OS A
T3-4/N+ GC > D1 dissection — 5FU/LV 50.6%

Sequential therapy 51%
S HR 0.98 p=0.865
de Gramont x 9 T oo
n.538 g ______________

FO L F I R I X4->C D D P/ DXTX 3 e -Cl__ é 1I2 1I8 2I4 SID SIS 4I2 4I8 5I4 I’:‘-ID EIS T-"IQ

Months from rondomizaotion

N 562 Patients at Risk
- S—FLL Ly 535 514 455 420 3=83 341 294 245 195 160 115 TT 53
sequential a5 535 452 428 3=5 Jaz 315 2aT 214 1468 114 B4 55

(Bajetta, Ann Oncol 2014)



PRODIGY STUDY :

STUDY DESIGN

Key Eligibility Criteria
Newly diagnosed locally
advanced gastric or GEJ
adenocarcinoma

»  cTNM stage: cT2,3/N[+]MO
or cT4/N[any]MO
(AJCC 7' edition)

» ECOGPSOor1

»  Adequate organ function

* Stratification factors

1)  Studysite

2) CcTNM stage (cT2/N+, cT3-
4/N+, cT4/N-)

TOMORROW NEW STANDARD CARE IN ASIA? | Px¢

CSC arm: Neoadjuvant Chemotherapy + Surgery + Adjuvant Chemotherapy
SC arm: Surgery + Adjuvant Chemotherapy

FOLLOW-UP*
Progression
Death

End of study

| CSC —| DOS || Surgery — S-1
Neoadjuvant Gastrectomy Adjuvant S-1
14 DOS, 3 cycles + D2 LN dissection 8 cycles
SC » Surgery —* S-1

Primary endpoint Secondary endpoints

3-year PFS in FAS

RO resection rate

Post-operative pathological stage

0S
Safety

(Kang from ESM02019)
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PRODIGY STUDY: POST-OPERATIVE PATHOLOGY

Tx
mT4
mT3
mT2
mT1
mTO

pT

SC

p<0.0001

m Nx
m N3
n N2
= N1
= NO

PN

SC CSC

p<0.0001

=M1
= MO

SC

pM

p<0.0001

Overall stage

SC  CSC

p<0.0001
* Pathologic CR 23 (10.4%)

(Kang from ESM02019)



PRODIGY STUDY: results and subgroup analysis

A +6% in 3-yrPFS
PROGRESSION-FREE SURVIVAL (FAS) PFS: SUBGROUPS

SURGHON RN CSC better | SC better
Age
PFS <60 years 0.68 (0.44, 1.05) .-
1.0 S:SO years 0.78 (0.50, 1.20) —a—
- X
HR=0.70 (95%. Cl1 0.52-0.95) ™ ., —.—
Lo p=0.0230, stratified log-rank N 050(0.27.0.91) ——y
{o]
0.8 o 0.43 (0.08, 2.42) !
. i 0.70 (0.51,0.96) = —
g; 0.7 583A) cT stage - '
L 0, T2 .00 (0.00,.)
2 [ 60.4% csc T3 0.98 (0.41, 2.32) b
£ 06 T T4 0.67 (0.48, 0.93) .
s o5 . 0 ¥ 0.00(0.00,.) ‘
§ °57 1 60.2% ! 55.6% sC N 0.9 046, 161 —a——
S gl ! N2 0.70 (0.45, 1.09) e
a ¢ 1 ! N3 0.42 (0.20, 0.88) ——
] 1 1 cStage
2. 0.3 1 1 Stage Il 0.66(0.20, 2.18) ' {
| 1 Stage IIIA 1.07 (0.58, 1.97) -
0.24 | 1 Stage IIIB 0.58 (0.35, 0.96) ——y
Median follow-up 37.4 months ! ' St 22002 099 '
944 T T T T T T TI T T T ! T T T T T4/N- 0.00(0.00,.) :
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 | DN T e -
Time from randomization (months) v AR ——y
Diffuse+Mixed 0.81(0.48,1.37) —a—
CSC 238 206 186 172 155 138 110 95 78 62 51 37 17 3 0 Overall 0.70 (0.52, 0.95) = )

umm"mss SC 246 193 174 161 150 132 113 96 81 67 52 42 31 11 0 ' ' y y y
00 05 10 15 20 25

‘MOHETESS Hazard ratio (HR), PFS

FAS:Full analysis set

(Kang from ESM02019)



RESOLVE STUDY: STUDY DESIGN

340 pz

Arm A: D2 surgery-->CAPOX x 8 cycles

/34'%2
BN Arm B: D2 surgery-->SOX x 8 cycles

Histologically cT4aN1
or cT4bN , gastric or
GEJ adenocarcinoma

Arm C: SOXx3—2>D2 surgery-->SOX x 5—S1 x3

337 pz

Primary endpoint: 3-yr DFS
Arms C vs A superiority
Arm Avs B non-inferiority
(Li et al, ESMO 2019)



RESOLVE STUDY: PRIMARY COMPARISON

ARMs A vs. C

104 e

A: D2--XELOX
™ C: SOX—D2-+80X
081 A:7%
é 06+ N et T
w gmiag -——
é 044 3y-DFS HR (95%CI) P
é A: D2—-XELOX 54.78% 0.79 0.045
@ (0.62,0.99)
o 02+ C: SOX—D2—S0X 62.02%
00+
0 : 10 15 20 25 30 36
Months
No. at risk
A M5 4 %7 28 208 m 49 118
C 7 7 m NE m 158 156 1

ARMs Avs. B

. o A: D2—XELOX
ha. B: D2--S0OX
z 08+
é 1 B e
w -~ —
A 3y-DFS | HR (95%CD) NI*
3
3 A:D2-XELOX | 54.78% 0.85 1.33
Q 024 (0.67,1.07)
B: D2—-S0X 60.29%
00+
0 s 10 15 20 25 30 36
Months
No. at risk
A 345 34 7 7. | 208 ™m 149 1%
B 340 9 62 m ol 3 128 158 12






PROGNOSTIC AND PREDICTIVE GENE SEGNATURE IN CLASSIC

Patients with resectable gastric Patients with resectable gastric
cancer (stage II-1I) cancer (stage lI-lIl)
Prognosnc * I ¢ ¢ ¢ Pred|Ctlve
Low-risk group Remainder No-benefit group Remainder
Immune high Immune high ]
(GZMB+WARS+) ¢ ¢ (GZMB+WARS+) ¢ ¢
Intermediate-risk High-risk group No-benefit group Chemotherapy-
group benefit group
Stem-like low (SFRP4-)  Stem-like high (SFRP4+) Epithelial low (CDX1-) Epithelial high (CDX1+

100 100 100
80—
—— Low risk 80 80
— Intermediate risk g
604 — High risk T 60 60—
Intermediate risk vs low risk: =
40- HR,, . 160(95% Cl0-91-2-83),p=0-11 2
HR_ oo 1:92 (95% C11-08-3-40), p=0-026 T 40— Adjuvant chemotherapy 409 Adjuvant chemotherapy
20 High risk vs low risk: S —— Surgery only —— Surgery only
i 2.216é95%fy0c}.122_3f(1)2)3' p=9§ (())(7)82 207 MR, 047 (95% C1 0:30-075), p=0-0015 207 HR,,,..0:93(95% C10-62-1:38), p=072
s mutsvarae 230 (95% C11-33-4-18), p=0-003 HR oo 0-46 (95% C1 0-29-074), p=0-0012 HR . . 0-90(95%Cl0-60-1-36), p=0-63
1 I I 1
0 20 40 60 80 0 1 T T 1 Y T T T 1
0 20 40 60 80 0 20 40 60 80

(Cheong et al, Lancet Oncol 2018)



PROGNOSTIC POST-CHEMOTHERAPY 7- GENE SIGNATURE IN MAGIC

Frequency
04 06 08 10

0.2

0.0

— - i Risk Groups Median (95% Cl)
| PIPSKIB JSCEL  CEACAMLgrg _GATA4 1.00; p < 0.0001 1.00 m= HighRisk 14.2(9.0-22.0) months
QDHI 2IJ||9'5’? /%9"3 BEDasa 10 LowRisk 36.2%26.8-NR) months
- i = —I.:j cok2 |I - : EGFR
COH1_20443_ s at  ELOVES FGH‘BRLF\ ,E' HR = 2.74 (1.49 - 5.03)
e E 0.75] 2
e}
";’D':ﬂ. e Risk Groups Median [95% CI) F
DPY S m HighRizk 6.5(5.1 -1 1.6) months o
- Moderate 22.6(17.1-34.3) monthsj 20,50
s 0.50; LowRisk NR(NR-NR) months =
= 2
< 2
ABL2 ;ﬁ ? 025
FGFT" 0.25; .
GLI'-‘R.!
MYE
POUSFA HighRisk HR = 29.4(10.0 - 87.0) _
THEMG G 0.00. Moderate HR =4.3 (1.7 - 11.3) 0.00§ p =0.0008 I
—UI_3 _UI.2 _61 dﬂ d'l UI.2 ii 5 . 4 0 1 2 Time3(years)4 E 6
Coefficients Time (vears
. . . . Validation using single sample predictor in
Prognostic gene selection ] [ Risk group prognosis in MAGIC ] indegpengent datF;sei)

(Smyth et al, Ann Oncol , 2018)
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PROGNOSTIC-PREDICTIVE ROLE OF MSI

CLASSIC trial

08

06

ase Free Survival(%)

Log-rank p<0.001

mly vs. Surgery + CTx.

T
Operated GC H-MSI : :
do not benefit from e
adjuvant s 2
chemotherapy ’ '
Surg 2018

100

80+

Survival, %

201

)atients
atients

60

40

o+

129
9
151
10

Chemotherapy and

. surgery, MSS or MSI-L
M AG I C t rl a | ~——— Chemotherapy and
surgery, MSI-H

Surgery, MSS or MSI-L
Surgery, MSI-H

85
3
100
8

— —r —p—

> 3 4 5 & Operable GCH-MSI
TmeFremSei 4o not benefit from

perioperative

chemotherapy

58 42 27 22
1

58 37 21 13
6 3 1 1

Smyth et al, JAMA On



META-ANALYSIS OF 4 RCTs: PROGNOSTIC ROLE

Disease-free survival

Overall survival

MAGIC . 1.11[0.60, 2.02]
ITACA-S o 1.82[0.96, 3.45]
ARTIST P—-ﬁ 2.07[0.84, 5.08]
CLASSIC o 318[141,7.14]
RE Model e 1.80[1.15, 2.81]

037 1 272 17.39
HR MSI low/MSS vs MSI-high

Decreased DFS +—— — Increased DFS

MAGIC * 1.11[0.59, 2.09]

ITACA-S ¥—I—| 2.07[1.01, 4.25]

ARTIST ' 3.02[0.95, 9.53]

CLASSIC —— 2.72[1.12, 6.63]

RE Model - 1.88[1.16, 3.05]
[ | [

037 1 272 739
HR MSI low/MSS vs MSI-high

Decreased0S ¢+— —»

Increased OS

(Pietrantonio et al, JCO 2019)




MSI PREDICTIVE ROLE: IMPACT OF CHEMOTHERAPY IN

MSI-HIGH AND MSS SUBGROUP

MAGIC + CLASSIC + ITACA-S + ARTIST MAGIC + CLASSIC
Treatment Comparison
by MSI Status and No. of 5-Year Survival, % No. of 5-Year Survival, %
Survival Type Events (95% CI) HR (95% CI) P* Events (95% CI) HR (95% CI) P*
DFS
MSS/MSI low: 431 v247 569 (53.8 t0 60.2) (0.65(0.53100.79)).133 190 v247 55.3 (50.7 to 60.4) C0.66 (0.53 to 0.81)).147
CT + surgery v v41.2 (36.61046.4) v41.2 (36.6 to 46.4)
surgery only
MSI high: CT + 25v7 69.8 (604 to 80.7) 1.27(0.53103.04) 10v7 63.2(47410844) 145(0511t04.17)
surgery v v76.9 (63.21093.6) v76.9 (63.2 to 93.6)
surgery only
0S
MSS/MSI low: CT + 368v198 62.0 (589 to 65.3) <O.75 (0.60to 0.94i>.180 156 v188 62.4 (57.8 10 67.4) <O.74 (0.59 to 0.93b.070
surgery v v52.8 (48.0t0 58.0) v 52.8 (48.0 to 58.0)
surgery only
MSI high: CT + 21v5 75.4 (664 to 85.6) 1.50(0.55t04.12) 10v5 63.1(47.2t084.4) 2.18(0.69 t0 6.94)
surgery v v82.8(70.11097.8) v82.8 (70.1 to 97.8)

surgery only



META-ANALYSIS: PREDICTIVE ROLE

Kaplan-Meier curves of disease-free survival

A B
- 4 trials i MAGIC + CLASSIC
0.9
_ 0.8
S
-= 0.7
=
» 0.6
()
2o.5-
1
()
. H §o.4
0 0.34 =t MSI-high,surgery only 0 0.34 =t MSI-high,surgery only
002_ ~— MSI-high,chemo 002_ —~— MSI-high,chemo
' =+ MSS/MSI-low,surgery only : =+ MSS/MSI-low,surgery only
0.11 =~ MSS/MSI-low,chemo 0.11 = MSS/MSI-low,chemo
0.0 0.0
0 12 24 36 48 60 72 84 0 12 24 36 48 60 72 84
Time (months) Time (months)
Number at risk (number censored) Number at risk (number censored)
== 33 (0) 27 (2) 25 (3) 23 (4) 19 (7) 15 (12) 4(22) 1(26) == 33(0) 27 (2) 25(3) 23 (4) 19 (7) 15(12) 4(22) 1(26)
m= 88(0) 75(0) 68(0) 66(2) 48(18) 29(35) 17(46) 5(61) m= 28(0) 23(0) 20(0) 18(2) 16(3) 12(7) 7(11)  3(18)
= 422 (0) 318(6) 238(13) 192(20) 163(34) 115(72) 68(119) 16(172) = 422 (0) 318(6) 238(13) 192(20) 163(34) 115(72) 68(119) 16(172)
== 1013 (0) 845(8) 695(16) 628(25) 453 (165) 300 (301) 158 (438) 36 (573) e

426 (0) 358(5) 281(10) 252(17) 211(43) 164(83) 105(142) 31(232)

[MSI-H GC should not be treated preoperatively if resectable ]




WHAT IS MINIMAL RESIDUAL DISEASE (MRD)?

DEFINITIVE THERAPY
(POTENTIALLY CURATIVE)

SURGERY
CHEMOTHERAPY
RADIATION

MINIMAL RESIDUAL DISEASE

NOT CURED

CURED




A Randomized Double-Blind Study of Adjuvant Pembrolizumab vs.
Placebo In Patients with MSI-H Tumors with Persistent ctDNA
Following Surgery NCT03832569
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Year 1 Objective: To demonstrate clearance of ctDNA at 12 months.

Year 2, 3 and 5 Objectives: To demonstrate improvement in DFS and OS.



ctDNA IN GASTRIC AND GASTROESOPHAGEAL: PROGNOSTIC, PREDICTIVE OR .p'kq.
PRELIMINARY? *

ctDNA CAN IDENTIFY PATIENTS AT RISK FOR RECURRENCE
GASTRIC CANCER

Within 6 months after surgery

1.001
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= Detection was defined as maxVAF>0.25%

(Maron SB et al CCR,2019; Smyth CCR,2019)



SUMMARY e

Chemoradioterapy benefits patients with limited nodal dissection.

Adjuvant chemotherapy improve survival. Doublet combination (XELOX) should be
preferred.

Patients with H-MSI GC have a better prognosis and do not receive benefit from
adjuvant and perioperative therapy.

Large prospective conflrmatory studies are required before integrating ctDNA assessment.



