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Adjuvantni a perioperacni lécba



ANey:! Study Design () peutsche krebshite

Randomized, multicenter, investigator-initiated, phase lI/ll1 study

(Gastriccanceror \

adenocarcinoma of
the gastro-esophageal
junction type [-lll

Medically and
technically operable

+ cT2-4/cN-any/cMO or
cT-any/cN+/cMO /
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FLOT:. docetaxel S0mg/m2, d1; 5-FU 2600 mg/m?, d1;
R leucovorin 200 mg/m?, d1; oxaliplatin 85 mg/m?, d1, every
two weeks

n=/7/16 ECF/IECX x3 - RESECTION - ECF/ECX x3

[zO——c)O—-n——1>zJ—4m]

ECF/ECX: Epirubicin 50 mg/m2, d1; cisplatin 60 mg/m?,
d1; 5-FU 200 mg/m? (or capecitabine 1250 mg/m? p.o
divided into two doses d1-d21), every three weeks

Stratification: ECOG (0 or 1 vs. 2), location of primary (GEJ type |
vs. type |l/lll vs. stomach), age (< 60 vs. 60-69 vs. 270 years) and
nodal status (cN+ vs. cN-).

Ref: Al-Batran SE et al. FLOT4-AIO Investigators. Perioperative chemotherapy with fluorouracil plus leucovorin, oxaliplatin, and docetaxel vers




FLOT4: Overall Survival

* L ensored

Logrank p= 0117 ECF/ECX FLOT
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sooass. ASCO ANNUAL MEETING 17 - #ASCO17 5/ oconted by Salah-Eddin Al-Batran
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Ref: Al-Batran SE et al. FLOT4-AIO Investigators. Perioperative chemotherapy with fluorouracil plus leucovorin, oxaliplatin, and docetaxel vers



Intergroup 0116

Reglistered
(N = 603)

Ineligible [positive margins, nonadenocarcinoma
e histology, late registration)

(n=44; 8%)
Eligible and randomly assigned
(n = 559)
Observed* Recsived radiochemotherapy*
{n=227) (n=282)
Refused ohservation JLILY Refused therapy
{n=11; 3%) {n = 23; 8%
= Progressed/died during therapy
Observed {n = 16; 6%)
(n = 268; 96%)
| Discontinued therapy (n =49; 17%)
because of toxicty
Received = 40 Gy {n=23)

Discontinued therapy for aother reasons
{n=12; 4%)

Completed all therapy
(n=182;65%)

Ref: Smalley SROV. et al. Updated Analysis of SWOG-Directed Intergroup Study 0116: A
Phase Ill Trial of Adjuvant Radiochemotherapy Versus Observation After Curative Gastric
Cancer Resection. JCO July 1, 2012 vol. 30 no. 19 2327-2333



Intergroup 0116
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Ref: Smalley SROV. et al. Updated Analysis of SWOG-Directed Intergroup Study 0116: A
Phase Ill Trial of Adjuvant Radiochemotherapy Versus Observation After Curative Gastric
Cancer Resection. JCO July 1, 2012 vol. 30 no. 19 2327-2333



CLASSIC trial

4 N

-resekovany
karcinom Zaludku
stadia ll-1llA (D2
resekce)
-bez predchozi
chemoterapie

-
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observace

XELOX

Bang YJ et al. Lancet 2012

kapecitabin
1000mg/m2 (D1-
14), oxaliplatina

130mg/m?2




Chance of being disease free
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CLASSIC trial

—— Surgery only
—— Capecitabine and oxaliplatin

3-lety DFS
74% XELOX
59% bez adjuvance
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Chance of survival
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CLASSIC trial

3-lety OS
83% XELOX
78% bez adjuvance
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Adenokarcinom zaludku a GEJ

Perioperacni chemoterapie

NeWra pie

Neoadjuvantni chemoradioterapie

Adjuvantni chemoterapie

Adjuvantni chemoradioterapie



Paliativni lécba



Paliativni systémova
lecba

T T

epirubicin, cisplatina, 5-FU FAMTX, MCF Webb A et al., Ross P et al.

docetaxel, cisplatina, 5-FU cDDP+5-FU Van Cutsem E et al.

docetaxel, oxaliplatina,

leukovorin, 5-FU FLO Al-Batran SE et al.
paklitaxel, cisplatina, 5-FU llson DH et al.
FOLFOX oxaliplatina, 5-FU Keam B et al.
cisplatina, 5-FU ciplatina Bleiberg H et al.
FOLFIRI irinotekan, 5-FU ECX Guimbaud R et al.

cisplatina, S-1 S-1 Koizumi W et al.




ToGA trial

. Potetphod = Medidn0S  HR(95% C)
Trasuzumabschemoterapi 120 | 160més  065(051-0.83)

Samotna chemoterapie 136 11,8 més

\ = Trastuzumab s chemoterapii
~—  Samotna chemoterapie
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itive advanced gastric or gastro-oesophageal junction cancer (ToGA): a phase 3, open-label, randomised controlled trial. Lancet. 2010 Aug 28;37



Overall survival (%)

RAINBOW trial

A
100+ —— Ramucirumab plus paclitaxel
I Censored
90 —— Placebo plus paclitaxel
' Censored
80~
70
60
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404
30 HR 0-807 (95% C10-678-0-962)
Stratified log-rank p=0-017
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y treated advanced gastric or gastro-oesophageal junction adenocarcinoma (RAINBOW): a double-blind, randomised phase 3 trial. Lancet Oncol.
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KEYNOTE-158 study

P 1§ e di i LA

CR, PR,

Median PFS, Months Median 0S, Months Median DOR, Months
Tumor Type No. No. No. ORR, % (95% CI) (95% ClI) (95% CI) (range)
Endometrial 49 8 20 57.1(4221t071.2) 25.7 (49 to NR) NR (27.2 to NR) NR (2.9 to 27.0+)
Gastric 24 4 7 458 (25.6 to 67.2) 11.0 (2.1 to NR) NR (7.2 to NR) NR (6.3 to 28.4+)
Cholangiocarcinoma 22 2 7 40.9 (20.7 to 63.6) 42 (2.1 to NR) 24.3 (6.5 to NR) NR (4.1+ to 24.9+)
Pancreatic 22 1 3 18.2 (5.2 to 40.3) 2.1(19t034) 40 (2.1 to 9.8) 13.4 (8.1 to 16.0+)
Small intestine 19 3 5 421 (20.3 to 66.5) 9.2 (2.3 to NR) NR (10.6 to NR) NR (4.3+ to 31.3+)
Ovarian 150 3 2 333(11.8t061.6) 23(19106.2) NR (3.8 to NR) NR (4.2 to 20.7+)
Brain 13 0 0 0.0 (0.0 to 24.7) 1.1(0.7to 2.1) 56 (1.5t0 16.2) -

Ref:Marabelle A et al. Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite Instability/Mismatch Repair-
Deficient Cancer: Results From the Phase || KEYNOTE-158 Study. J Clin Oncol. 2020 Jan 1;38(1):1-10.



CheckMate 649: Design studie

« Randomizovana, otevrena sudie faze 3 hodnotici nivolumab + ipilimumab, nebo nivolumab +
chemoterapii vs. chemoterapii u adenokarcinomu zaludku, gastroezofagealni junkce nebo jicnu

Klicova vstupni kritéria:

- Dosud neléceny, neresekovatelny, BN NIVO 1+ 1Pl 3 Q3W x 4, Dualni primarni cile:
pokrocily nebo metastazujici pote NIVO 240 mg Q2Wc * 0S a PFSf (PD-L1 CPS = 5)

adeno.lfarcinom zaludku, GEJC NIVO 360 mg + XELOXd Sekundarni cile:

nebo LB ﬂ Q3Wrc, nebo + OS (PD-L1 CPS > 1, nebou
* Bez zname HER2-pozitivity :
« ECOG PS 0-1

NIVO 240 mg + FOLFOXe vsech randomizovanych)

+ OS (PD-L1 CPS = 10)

- PESf (PD-L1 CPS > 10, 1, nebo
u vSech randomizovanych)

* ORRf

Exploratorni cile:

Stratifikace dle:

* Exprese PD-L1 na nadorovych
bunkach (21 % vs. < 1%a)

. i i * Celkem: N = 1581, vcetné 955 s
Esagz gﬁ‘;‘;;’s' St RaRaca pacientli (60 %) s PD-L1CPS 25 * Bezpecnost
« Cinska podskupina: n = 208, « Kvalita Zivota
*ECOGPS (O vs. 1) véetné 156 pacientii (75 %) s PD-
« Chemoterapie (XELOX vs. FOLFOX) L1CPS 25

* V dobé uzavreni databaze (27. kvétna 2020) byla minimalni délka sledovani 12,1 mésices
* Podle protokolu budou vysledky ramene s NIVO + IPI vyhodnoceny v zavérecné analyze

aSkupina < 1 % zahrnuje i nevyhodnotitelnou expresi PD-L1 na nadorovych bunkach; PD-L1 stanovena testem IHC 28-8 pharmDx (Dako). bPoté, co bylo pridano rameno s NIVO + chemo, a pred tim,
nez bylo uzavreno zarazeni novych pacientlt do ramene s NIVO 1+IPI 3. <Do zdokumentované progrese onemocnéni (pokud nebyla odsouhlasena lécba po progresi v rameni s NIVO + chemo),
preruseni z divodu toxicity, odvolani souhlasu, nebo ukonéeni studie. NIVO se podaval max. 2 roky. dOxaliplatina 130 mg/m2 IV (den 1) a kapecitabin 1000 mg/m? p.o. dvakrat denné (dny 1-14).
eOxaliplatina 85 mg/mz?, leukovorin 400 mg/m?2 a FU 400 mg/mz IV (den 1) a FU 1200 mg/m? IV denné (dny 1-2). fHodnoceno BICR. sDoba od konkurentni randomizace posledniho pacienta do ramene s
NIVO + chemo vs. chemo do data uzavérky dat (,,data cutoff”).

Moehler M et al. Oral presentation at ESMO Virtual Congress 2020, Abstract 3047.



CheckMate 649: Celkové preziti

Primarni cil (PD-L1 CPS 2 5)
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NIVO + Chemo
chemo (n (n=
= 473) 482)
Median 0S, més. 14,4 11,1
(95% CI) (13,1-16,2) | (10,0-
12,1)
HR (98,4% Cl) 0,71 (0,59-0,86)
P hodnota < 0,0001

Pravdégodotg\ost 0S (%)
o [

NIVO + chemo

Chemo

20-
O 1] 1] 1) 1} 1] 1] 1 1
0 3 6 5 12 15 18 21 24 27
Mésice
Pocet v riziku
NIVO + chemo 438 377 313 261 198 149 96 65 33
473
chemo 482 421 350 271 211 138 98B 56 34 19

* NIVO + chemgo u pacientu s PD-L1 CPS = 5: lepsi 0S, 29% sniZeni rizika umrti a

zlepseni medianu OS o 3,3 meésice vs. chemoterapie




Studie TAGSa:Trifluridin/tipiracil v IéCbe karcinomu zaludku

4 i : i
'(’aé*"f"}‘ks mGC . FTD/TPI + BSC Cile studie
véetné karcinomu =2
+ > 2 predchazejici Ié&ebné rezimy . (n=337) PHmam
- Fluoropyrimidin 35 mg/m 2xvde’nne peroralpe, dny 1-5 « OS
. Platina a 8-12 kazdeho 28 denniho cyklu « Sekundarni
- Taxan a/nebo irinotekan * PFS, bezpecnost
« HER2 inhibitor, byl-li dostupny, pro » Dalsi sekundarni
HER2+ onemocneéni . ORR
+ Refrakterni nebo netolerujici
posledni predchazejici 1é¢bu Placebo + BSC * DCR
- ECOG PS 0 nebo 1 . (n = 170) * QOL
» Vék 218 r (= 20 r v Japonsku) 2x denné peroralné, ve dnech 1-5 « Doba do ECOG PS
Cilova velikost souboru: 500 pacientu a 8-12 kazdého 28 denniho cyklu >2
o »
. 7

« Trvani léCby: do progrese, neakceptovatelné toxicity nebo odmitnuti pacienta v Ié€bé pokraovat
* Multicentricka, randomizovana, dvojité zaslepena, placebem kontrolovana studie faze Il
+ Stratifikace: ECOG PS (0 vs. 1), zemépisna oblast (Japonsko vs ROW), predchazejici Ié€ba ramucirumabem (ano vs. ne)
» Mista: 18 zemi, 154 center; zafazovani pacientu: unor 2016 — leden 2018
* Datum ukonceni sbéru dat: birezen 31, 2018
* Dosazeni 384 udalosti (umrti) umozni stanoveni poméru rizik (HR) umrti na hodnoté 0,70, s 90% silou v jednostranném testu a hodnotou chyby prvniho typu 0,025

BSC, nejlepsi podpurna lécba; DCR, ¢etnost onemocnéni pod kontrolou; ECOG PS, vykonnostni stav podle kritérii Eastern Cooperative Oncology Group; GEJ, gastroezofagealni junkce; HER2,
humanni receptor typu 2 pro epidermalni ristovy faktor; mGC, metastazujici karcinom zaludku; ORR, celkova cetnost lécebnych odpovédi; OS, celkova doba preziti; PFS, doba preziti bez progrese
onemocnéni; QOL, kvalita Zivota; ROW, zbytek svéta. aNCT02500043.

atic gastric cancer (TAGS): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2018 Nov;19(11):1437-1448. doi: 10.10]



TAGS: Primarni cil - OS

100 4
FTD/TPI Placebo
(n = 337) (n = 170)
50 Udalosti, n (%) 244 (72) 140 (82)
Median, mésice 5,7 3,6
HR (95% CI) 0,69 (0,56-0,85)
60 —
< pa 0,0003
20-; aStratifikovany jednostranny log-rank test.
(@)
40 —
— TRUTIP
— Placebo
20 -
12 mésiéni 0S: 13 %! Q_ s —
0 | | | | | | | | | | | l | | | | | | | | | | | | |
o 1 2 383 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Poéet pacientu v riziku Cas (mésice)

TRVTIP 337 328 282 240 201 161 124 102 80 66 51 40 31 22 16 1 9 7 7 7 4 4 4 3 1 0
0 0 O

Placebo 170 158 131 101 71 60 47 40 34 29 17 12 10 9 7 5 2 2 0 O
ITT populace

atic gastric cancer (TAGS): a randomised, double-blind, placebo-controlled, phase 3 trial. Lancet Oncol. 2018 Nov;19(11):1437-1448. doi: 10.10]
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