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Neoadjuvantni/adjuvantni |écba



RTOG 85-01

Randomized Patients (N=129)

Eligible Patients (n=123)

Radiation Therapy Only
(n=62)

Received Radiation
Therapy Only as Planned
(n=58)

Did Not Receive
Treatment as Planned

Combined Modality
Therapy (n=61)

Received Combined
Modality Therapy as
Planned (n=36)

Did Not Receive
Treatment as Planned

Foliowed Up (n=62)

Primary Qutcome: Overall
Survival

Followed Up (n=61)

Primary Qutcome: Overall
Survival

Lost to Follow-up (n=0)

Lost to Follow-up (n=2)

Completed Trial (n=62)

Completed Trial (n=59)

Ref: Jay S. Cooper et al. Chemoradiotherapy of Locally Advanced Esophageal Cancer: Long-term Follow-up of a Prospective
Randomized Trial (RTOG 85-01). JAMA. 1999;281(17):1623-1627




RTOG 85-01

Table 1. Overall Survival by Treatment Group*

No. (%) Alive Following Combined
No. (%) Alive Following Modality Therapy
Radiation Therapy | |
Time, y Only (Randomized) Randomized Nonrandomized
| 0 62 (100) 61 (100) 69 (100)
’L 1 21 (34) 32(62) 43 (62)
2 5 (10) 22 (36) 24 (35)
3 00 18 {30} 18(26)
4 0(0) 17 (30) 13 (19)
| 5 0(0) 14 (26) 10 (14)
| 5 0 (0) 12 (22) 6 (10)t
i’. 7 0(0) 12 22) 2Ot
| 8 0 (0) 10 (22)
i 9 0(0) 4201t
| 10 0 (0) 30 s
Total dead (median, mo) 62/62 (9.3) 48/61 (14.1) 65/69 (16.7)

* Percentages are estimated., Dala complled by Kaplan-Meler method, Statistical test resulls of the log-rank test are.
randomized comp=arrison, P< 001, and combined modality therapy and radiation therapy (randomized vs nonran
domized), P = 24 (stratified by lumor stage). Blipses indicate data not avagabie because follow-up iasted less than
| 8 years.

T Percentages are unreliable due to the small rumber of peopie at sk,




RTOG 85-01

Table 3. Location of Disease at First Treatment Failure®

No. (%) Alive Following

No. (%) Alive Following Combined Modality Therapy
Radiation Therapy | 1
First Failure Only (Randomized) Randomized Nonrandomized
None 0 (0) | 13 (21) 4 6)
Persistent 23 (37) 15 (25) 19 (28)
Local-regional 10 (16) 8 (13) 14 (20)
bistant only 9 (15‘} 5 (8) 11 (16)
Local, regional, and distant 9 (15) 5 (8) 7 (10
Death
Disease stes not specified 3 (5) 3 (5) 3 (4)
Other 51(8) 10 (16) 10 (15)
| Unknown 3 (5 2 {3) 1(1)
Total 62 (100) 61 (100) 69 (100)

*Data updated October 1, 19498, Percentages are estimated,



RTOG 85-01- shrnuti vysledku

Zarazovany jak adenokarcinomy tak spinocelularni karcinomy

Preziti v 5. roce 26% ve skupiné s chemoradioterapii versus 0%
ve skupiné se samostatnou radioterapii

Lokoregionalni selhani bylo nejcastéjsim mistem recidivy

Akutni toxicita vyssi ve skupiné s radiochemoterapii, pozdni
toxicita srovnatelna v obou skupinach

Chemoterapie nebyla podana s ohledem na akutni toxicitu v
11% pripadu
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Ref: Minsky B.D et al. INT 0123 (Radiation Therapy Oncology Group 94-05) Phase Il Trial of Combined-Modality Therapy for
Esophageal Cancer: High-Dose Versus Standard-Dose Radiation Therapy. JCO March 1, 2002 vol. 20 no. 5 1167-1174
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INT 0123- shrnuti

Srovnani 64,8 Gy versus 50,4Gy — efekt eskalace
davky

Zarazeno 236 pacientu T1-T4, NO/1

Spinocelularni i adenokarcinomy

Studie predcasné ukoncena

Bez rozdilu v medianu preziti (13 versus 18,1 mésice)

11 treatment-related umrti ve skupiné s davkou 64,8
Gy versus 2 umrti ve skupiné s davkou 50,4 Gy



Metaanalyzy srovnavajici neoadjuvantni chemoradioterapii a
samostatnou chirurgii

Study No. of No. of RR/OR/HR P
Studies Patients (95% CI)

* Urschel’ X 1,116 0.66 (0.47-0.92) 016
(3-yr)

* Fiorica® 6 764 0.53 (0.31-0.92) .03
(3-y7)

¢ | Greer® 6 738 0.86 {0.74-1.01) 07

* Gebski® 10 1,209 0.81 (0.70-0.93) 002
(2-y)

* Jing 11 1,308 1.46 (1.07-1.99) 02
(5-yr)

* Kranzfelder' 9 1,099 0.81 (0.70-0.95) .008

(100% SqCC)
* Sjoquist® 12 1,854 0.78 (0.70-0.88) | <.0001

Ref: Shridhar, Ravi, et al. "Radiation therapy and esophageal cancer." Cancer Control 20.2 (2013): 97-110.



Neoadjuvantni radioterapie

Preoperative RT Mo Preoperative RT Hazard Ratio Hazard Ratio
Stuchy or Subgroup Erents Total Events Total 0-E Variance Woeight Exp[(O-E) /Y], Fixed, 95% CI Ex=p[i0-E) i V], Fxed, 95 CI
1.1.1 Preoperative RT onby ‘trials’
Launois 1981 T b1 a1 5 022 2 9.3% 1.01 [0.67,1.83] N
Gignaux 1983 108 116 108 113 1.02 372 22.2% 1.02 [0.78,1.33] —
Wang 19345 131 195 1645 223 -16.67 T8.83 F2E8% 0.81 [0.65,1.01] —
Arnott 18832 av 40 7o g6 A.82 40.02 16.5% 1.19 [0.87, 1.62] T
flygaard 18992 (&) a2 a8 a0 al -11.458 22892 9.5% 060 [0.40,0.91] -
Subtotal (95% Cl) 220 513 00.1% 0.91 [0.80, 1.04] L
Total events 424 428

Hetarogeneity: Chif= 8649, odf =4 (P = 007, F=54%

Tect for overall effiect: Z=1.27 (P=017)

Ref: Arnott, S. J., et al. "Oeosphageal Cancer Collaborative Group. Preoperative radiotherapy for esophageal

carcinoma." Cochrane Database Syst Rev 19.4 (2005).



Adjuvantni radioterapie

 Samostatna radioterapie po chirurgickém
vykonu je pouze paliativhi metoda

e Randomizované studie neprokazaly jakykoliv
benefit preziti pacientu

Ref: Fok M, Sham JS, Choy D, et al. Postoperative radiotherapy for carcinoma of the esophagus: a prospective, randomized controlled study. Surgery. 1993;113(2):138-
147.

Teniere P, Hay JM, Fingerhut A, et al. Postoperative radiation therapy does not increase survival after curative resection for squamous cell carcinoma of the middle and
lower esophagus as shown by a multicenter controlled trial. French University Association for Surgical Research. Surg Gynecol

Obstet. 1991;173(2):123-130.



Definitivni (samostatna) radioterapie

Lokalni rekurence po samostatné radioterapii
52-77%

5 leté celkové preziti 0-21%

Samostatna radioterapie predstavuje paliativni

metodu u pacientu neschopnych tolerovat
chemoradioterapii a chirurgicky vykon

Ve studii 8501- kontrolni rameno bez
chemoterapie — 5 leté OS -0%



Samostatna neoadjuvantni chemoterapie

’ Chemotherapy Surgery alone Hazard ratio
(total) (total) (95%C1)
Squamous-cell carcinoma
Roth® 19 Pt -~ 071{0.36-1:43)
Nygazrd' 56 % 'L EP— 122{082-181)
Shlag®™ n L — (.97 (0-60-1.57)
Maipang™ 24 n . 161(0:79-3-27)
Law” 74 73 —— 073 (0:53-140)
Boonstra” 85 84 —_— 071{051-0.98}
Kaken’ 103 110 4+ 1.26{0.04-1.67)
Ancona® 48 8 SESSE N_— 085{0:50-144)
Ay’ 13 14 —— 081(061-107)
Total 554 530 & 0.92(0-81-1-04) -

Heterogeneity. y'=14-70, df=8 (p=0-07); F=46%
Test for overall effect: 72134 (p=018)

Adenocarcinoma

Keker’ 120 14 — 0490(069-118)

Ao’ 265 28 —&} 086 (071-105)

Yehou' 85 84 —_— 083(045-089)

Subtotal 470 476 & 0-83(071-0.95) -

Heterageneity. y=2-83, df=2 (p=024); =29%
Test for overall effect: 22258 {p=001)

Ref: Sjoquist KM, Burmeister BH, Smithers BM, Zalcberg JR, Simes RJ, Barbour A, Gebski V. Survival after neoadjuvant chemotherapy or
chemoradiotherapy for resectable oesophageal carcinoma: an updated meta-analysis. Lancet Oncology 2011; 12(7): 681-692.



Studie CROSS

Chemoradioterapie nasledovana chirurgickou resekci versus
samostatna chirurgicka resekce

837 Patients were assessed for esophageal

or EGJ cancer

— -

\l

469 Were excluded

368 Underwent randomization

|

180 Were assigned to chemo-
radiotherapy and surgery

|

\

|

188 Were assigned to surgery
alone

2 Withdrew consent
7 Did not receive any
chemoradiotherapy

171 Received chemoradiotherapy
168 Underwent surgery
161 Underwent resection

Y

186 Underwent surgery
161 Underwent resection

|

178 Were included
in the analysis

188 Were included
in the analysis

41.4 Gy In 23 fractions,

Ref: Van Hagen P. et al. Preoperative chemoradiotherapy for esophageal or junctional cancer. N Engl ] Med.2012 May 31;366(22):2074-84.



Studie CROSS

A Survival According to Treatment Group
1.0+

0.9+
0.8+
0.74
0.6+
0.54
0.4+

Proportion Surviving

B Survival According to Tumor Type and Treatment Group

AC, CRT+surgery
/

AC, surgery flone

0.34 SCC, surgery alone
0.24
AC,P=0.049
0.14 scc.p=0011
0.14 P«0.003 0.0 ' ' . v '
0.0 0 12 24 16 43 €0
. L] 1 1 4 1
0 12 24 16 43 &0 Follow-up (mo)
No. at Risk
Foliar-wp o) AC, CRTssurgery 134 107 87 53 34 18
No. at Risk AC, surgery slone 141 %9 73 50 25 10
CRT + surgery 178 145 119 75 49 28 ggg C"‘w'e':fr :; ;; ?g f} 1: 3
Surgery alone 188 13] 94 62 33 \7 » HiNgiwy Sone :
Total 66 276 213 137 82 45 Total 339 270 209 135 82 40

Ref: Van Hagen P. et al. Preoperative chemoradiotherapy for esophageal or junctional cancer. N En

gl ) Med.2012 May 31;366(22):2074-84.




CheckMate 577 study design

« CheckMate 577 is a global, phase 3, randomized, double-blind, placebo-controlled triala

Key eligibility criteria Nivolumab Primary endpoint:
@ e
» Stage II/1ll EC/GEJC g 240 mg Q2W x 16 weeks DFS
» Adenocarcinoma or squamous cell » then 480 mg Q4W .
carcinoma Secondary endpoints:

N =794 « OSf

« OSrateat1, 2, and
3 years

» Neoadjuvant CRT + surgical resection
(RO,b performed within 4-16 weeks
prior to randomization)

* Residual pathologic disease
- >ypTl1or>ypNi
» ECOG PS 0-1

Stratification factors

* Histology (squamous vs adenocarcinoma)

» Pathologic lymph node status (> ypN1 vs ypNO)

« Tumor cell PD-L1 expression (> 1% vs < 1%<) Total treatment duration

of up to 1 yeard

Placebo
Q2W x 16 weeks

then Q4W

n=262

* Median follow-up was 24.4 months (range, 6.2-44.9)s
» Geographical regions: Europe (38%), US and Canada (32%), Asia (13%), rest of the world (16%)

Ref: Kelly RJ et al.; CheckMate 577 Investigators. Adjuvant Nivolumab in Resected Esophageal or Gastroesophageal
Junction Cancer. N Engl J Med. 2021 Apr 1;384(13):1191-1203. doi: 10.1056/NEJM0a2032125. Erratum in: N Engl J
Med. 2023 Feb 16;388(7):672. PMID: 33789008.



B Disease-free Survival According to Histologic Type

100
90 -
80
&£ 70
S & k\.Nivolumab,SCC No.of Median Disease-free
e - Patients Survival
wv yn o
8 50 X ‘\\.\ oo —o- Nivolumab‘ AC mo (95% C’)
O 0N eommosno o ¢+ ¢ s e A
% 40 3 g S | Nivolumab, AC 376 19.4 (15.9-29.4)
pt | e T W Placebo, AC 187 11.1 (8.3-16.8)
2 30- e —_—1 e—e—eamo Placebo, AC
B R Hazard ratio for disease recurrence or death,
56 Placeba, SCC 0.75 (95% Cl, 0.59-0.96)
Nivolumab, SCC 155 29.7 (14.4-NE)
10 Placebo, SCC 75 11.0 (7.6-17.8)
0 ' x l ] 1 [ ; : . 1 . ] . [ Hazard ratio for disease recurrence or death,
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0.61 (95% Cl, 0.42-0.88)
Months
No. at Risk
Nivolumab, AC 376 305 257 219 178 151 125 99 65 45 32 16 6 3 2 0
Nivolumab, SCC 155 124 106 87 71 61 56 48 27 23 9 6 2 1 1 0
Placebo, AC 187 156 114 92 68 57 47 37 26 18 11 9 3 0 0 0
Placebo, SCC 75 58 49 34 28 23 18 16 12 10 6 3. Z 2 1 0

Ref: Kelly RJ et al.; CheckMate 577 Investigators. Adjuvant Nivolumab in Resected Esophageal or Gastroesophageal
Junction Cancer. N Engl J Med. 2021 Apr 1;384(13):1191-1203. doi: 10.1056/NEJM0a2032125. Erratum in: N Engl J
Med. 2023 Feb 16;388(7):672. PMID: 33789008.



Karcinom jicnhu

NeWrapie

Neoadjuvantni chemoradioterapie
AdVatsicheroterapie

Adjuvantni chemoradioterapie — pouze v pripade R1+R2
resekce, v pripadé, ze neoadjuvantni chemoradioterapie
nebyla indikovana

Adjuvantni imunoterapie



Paliativni lécba



CheckMate 648: Design Studie

 Randomizovana, otevrena studie faze 3, hodnotici nivolumab + ipilimumab, nebo nivolumab +
chemoterapii vs. chemoterapii u pacientt s neresekovatelnym pokrocilym, rekurentnim, nebo
metastazujicim nepredlécenym skvamoznim karcinomem jicnu

Klicova vstupni kritéria: n =321 NIVO 240 mg Q2W + Primarni cile:
« Neresekovatelny pokrocily, chemo (fluorouracil + cisplatina)c « OS a PFSe (uPD-L1 21 %)
rekurentni, nebo metastazujici

ESCC Sekundarni cile:

« ECOG PS 0-1 n =325 NIVO 3 mg/kg Q2W + * 0OS a PFSe (u vsech randomizovanych)

+ Bez predchozi systémove lécby IPI 1 mg/kg Q6W¢  ORRe (u PD-L1 > 1 % a u vSech
pokrocilého onemocnéni randomizovanych)

» Méritelné onemocnéni

y?l Chemo (fluorouracil + cisplatina)c Exploratorni cile:

* DOR,e OS dle podskupin (PD-L1 na
nadorovych bunkach, PD-L1 CPS),
HRQoL, bezpecnost a snasenlivost

Stratifikace dle:
» Exprese PD-L1 (21 % vs. < 1 %2) N =970
« Region (vychodni Asieb vs. zbytek
Asie vs. zbytek svéta)
« ECOG PS (0 vs. 1)
* Pocet organu s metastazami (< 1 vs. 2
2)
« V dobé uzavreni databaze (18. ledna 2021) byla minimalni délka sledovani 13 mésicuf

aSkupina méné nez 1 % zahrnuje i raaenty s nejasnou expresi PD-L1 na nadorovych bunkach; PD-L1 exprese stanovena testem IHC 28-8 pharmDx (Dako). ®Vychodni Asie zahrnugt; pacienty z Japonska,
Koreje a Tchaj-wanu. <Fluorouracil 800 mg/m2 IV denné (dny 1-5) a cisplatina 80 mg/m2 IV (den 1). ¢Do zdokumentované progrese onemocneéni (pokud nebyla pro NIVO + IPI nebo NIVO + chemo
odsouhlasena lécba i po progresi), preruseni z duvodu toxicity, odvolani souhlasu, nebo ukonceni studie. NIVO se podava jako monoterapie, nebo v kombinaci s IPl| po dobu maximalné 2 let. ¢Podle
BICR. fiDoba od randomizace posledniho pacienta do uzavreni klinickych dat. Na ASCO 2021 bylo hlaseno 12,9 més. - rozdil v hlasené minimalni délce sledovani je zplsoben zaokrouhlenim.

Chau |, et al. Oral presentation at ASCO; June 4-8, 2021; Virtual. Abstract LBA4001: Doki Y, et al. N Engl J Med 2022;386:449-462.

(Mate 648 Trial Investigators. Nivolumab Combination Therapy in Advanced Esophageal Squamous-Cell Carcinoma. N Engl J Med. 202



CheckMate 648: OS NIVO + [Pl vs. chemo

00 e Primarni cil (PD-L1 2 1 %)
¥ g0 | 2 —_— <
% i NIVO + IPI | Chemo
S & o | (n=158) (n=157)
8 70 - ! s : 9,1
& . ; Median OS, més. 13,7 (7’7_
O il ! . ’
g ] \ (95% Cl) (11,2-17,0) 10.0)
,jg p : HR (98,6% Cl) 0,64 (0,46-0,90)
o : P hodnota 0,001
a 307 |
20 — !
10 = | .
: Chemoterapie
0 I 1 1 1 1 1 ) 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mésice
Pocet v riziku
NIVO + IPI 158 136 116 98 89 63 50 40 31 20 1 9 4 0
Chemo 157 135 105 72 52 36 21 12 8 4 2 1 1 0
Lécba NIVO + IPl vs. chemoterapie u pacientu s expresi PD-L1 > 1 %:
e 36% snizeni rizika umrti a zlepseni medianu OS o 4,6 mésice
Minimalni délka sledovani: 13 mésicu Doki Y, et al. N Engl J Med 2022;386:449-462; Chau |, et al. Oral presentation at ASCO; June 4-8, 2021; Virtual. Abstract LBA4001.

(Mate 648 Trial Investigators. Nivolumab Combination Therapy in Advanced Esophageal Squamous-Cell Carcinoma. N Engl J Med. 202



CheckMate 648: OS NIVO + chemo vs. chemo

100 § 5w
Primarni cil (PD-L1 2 1 %)
90 12mésicni NIVO +
-~ 0s
2 80 chemo Chemo
Q 70 4 E (n=158) (n=157)
Ty : Median 0S, més. 15,4 9,1
= : (95% CI) (11,9-19,5)  (7,7-10,0)
S % 7 . HR (99,5% Cl) 0,54 (0,37-0,80)
8 407 : P hodnota <0,001
Q .
ARl : NIVO + chemoterapie
S 20 : NP
o. |
10 - N raa : - —
! Chemoterapie
0 T T T } T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Mésice
Pocet v riziku
NIVO + chemo 158 143 129 105 88 70 53 36 22 16 4 2 0 0
Chemo 157 135 105 72 52 36 21 12 8 4 2 1 1 0

Lécba NIVO + chemoterapie vs. chemoterapie u pacientu s expresi PD-L1 2 1 %:
e 46% snizeni rizika umrti a zlepseni medianu OS o 6,3 mésice

Minimalni délka sledovani: 13 mésicu Doki Y, et al. N Engl J Med 2022;386:449-462; Chau |, et al. Oral presentation at ASCO; June 4-8, 2021; Virtual. Abstract LBA4001.

(Mate 648 Trial Investigators. Nivolumab Combination Therapy in Advanced Esophageal Squamous-Cell Carcinoma. N Engl J Med. 202



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 il —a Q3Wec¢, nebo + OS (PD-L1 CPS > 1, nebou
* Bez zname HER2-pozitivity :
« ECOG PS 0-1

NIVO 240 mg + FOLFOXe vsech randomizovanych)

- 0S (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) B

- Region (Asie vs. USA/Kanada vs. * Celkem: N = 1581, vcetné 955

- pacient(i (60 %) s PD-L1 CPS 2 5 * Bezpecnost
zbytek sveta) - Cinska podskupina: n = 208, * Kvalita Zivota
*ECOG PS5 (O vs. 1) véetné 156 pacientil (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 ukonceni studie. NIVO se podaval max. 2 roky. ¢Oxaliplatina 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.

s chemotherapy alone for advanced gastric, gastro-oesophageal junction, and oesophageal adenocarcinoma (CheckMate 649). a randc



CheckMate 649: Celkové preziti

Primarni cil (PD-L1 CPS 2 5) NIVO + Chemo

chemo (n (n =
= 473) 482)

-
o
!

NIVO + chemo

<100 o Median OS, més. 14,4 11,1
= 12mesicni (95% ClI) (13,1-16,2) | (10,0-
O 30- 0S 12,1)
% HR (98,4% Cl) 0,71 (0,59-0,86)
§60- P hodnota <0,0001

©

(o)

Q.

Qo

©

>

o

oo

20-
Chemo
O 1] 1 1] 1 1] 1] 1 1 1 ] 1] 1
0 6 G 12 15 18 21 24 27 30 33 36 39
Mésice
Pocet v riziku
NIVO + chemo 438 377 313 261 198 149 96 65 33 22 G T O
473
Chemo 482 421 350 271 211 138 98 56 34 19 - 2 0 0O

* 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

s chemotherapy alone for advanced gastric, gastro-oesophageal junction, and oesophageal adenocarcinoma (CheckMate 649). a randc



KEYNOTE-590 Study Design (NCT03189719)

Pembrolizumab 200 mg IV Q3W for <35 cycles

+

Key Eligibility Criteria Chemotherapy

» Locally advanced unresectable or 5-FU 800 mg/m? IV for days 1-5 Q3W for <35 cycles
metastatic EAC or ESCC or + Cisplatin 80 mg/m? IV Q3W for <6 cycles

advanced/metastatic EGJ Siewert

type 1 adenocarcinoma
¢« Treatment naive Placebo®
+ECOGPSOor1 +

» Measurable disease (RECIST v1.1) Chemotherapy
5-FU 800 mg/m? IV for days 1-5 Q3W for €35 cycles

+ Cisplatin 80 mg/m? IV Q3W for <6 cycles

Stratification Factors - “

* Asia vs Non-Asia region * Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator)
« ESCC vs EAC * Secondary endpoint: ORR (RECIST v1.1, investigator)
«ECOG PS 0 vs 1 L. Tumor response assessed at week 9 then Q9W (RECIST v1.1, investigator) )

Ref: Sun JM et I. KEYNOTE-590 Investigators. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line
treatment of advanced oesophageal cancer (KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancet. 2021 Aug
28;398(10302):759-771.



~— Pembrolizumab plus chemotherapy group
~—— Placebo plus chemotherapy group

HR 057 (95% C10-43-0-75)
p<0-0001

Ovenall survival (%)
W
o
|

0= T T | T T T | | T T ]
0 3 6 q 12 15 18 21 24 27 30 33 36

) Time since randomisation (months
Number at risk ( )

(number censored)

Pembrolzumabplus 143 134 119 96 78 61 51 29 16 7 3 0 0

chemotherapygroup (0) (0) (0) (0) (0) (4) (8) (25) (35) (42) (46) (49) (49)
Placeboplus 143 124 99 70 48 34 24 15 10 4 1 0 0

chemotherapygroup (0) (0) (0) (0) (0) (1) (2) (9) (13) (19) (22) (22) (22)

Ref: Sun JM et I. KEYNOTE-590 Investigators. Pembrolizumab plus chemotherapy versus chemotherapy alone for first-line
treatment of advanced oesophageal cancer (KEYNOTE-590): a randomised, placebo-controlled, phase 3 study. Lancet. 2021 Aug
28;398(10302):759-771.



Events/patients, n/N HR (95% CI)
Age, years
<65 332/427 - 076 (0-61-0-95)
=65 239/322 e 0-69 (0-53-0-89)
Sex
Female 89/124 — - 0-89 (0-59-1:35)
Male 482/625 - 070 (0-58-0-84)
ECOG performance status
0 207/299 = 0-72 (0-55-0-94)
1 362/448 - 0-73 (0-59-0-90)
Geographical region
Asia 288/393 - 0-64 (0-51-0-81)
Non-Asia 2837356 - 0-83 (0-66-1-05)
Histology
Adenocarcinoma 159/201 0-74 (0-54-1-02)
Squamous cell carcinoma 412/548 0-72 (0-60-0-88)
PD-L1 status
CPS =10 289/383 0-62 (0-49-0-78)
CPS <10 271/347 _— 0-86 (0-68-1-10)
Overall 571/749 - 0-73(0-62-0-86)




LBA11: Nivolumab versus chemotherapy in advanced esophageal
squamous cell carcinoma (ESCC): The phase 3 ATTRACTION-3 study
- Cho BC, et al

Study objective
* To investigate the efficacy and safety of nivolumab compared with chemaotherapy In
patients with advanced oesophageal squamous cell carcinoma
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Nivolumab median 10-9 months (95% Cl1 92-13-3)
Chemotherapy median 8-4 months (95% C17-2-9-9)
Hazard ratio for death 0-77 (95% C1 0-62-0-96); p=0-019

12-month overall

survival (95% Cl)

18-month overall
survival (95% Cl)

Overall survival (%)
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B byt | B TS

104 —Nivolumab 47%(40-54) 31%124-37)
~——Chemotherapy  34%:(28-41) 21%{15-27)
OT 1 ] 1 o 1 | ) | A ] ] || | ) 1 | 1 1 ) 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Number at risk
(number censored)
Nivolumab 210 182 167 147 126 111 95 82 70 60 43 25 17 13 7 4 3 0 0

(0) (4) (4) (5) (5) (6) (6) (6) (6) (8) (19) (31) (35) (38) (43) (46) (47) (50) (50)
Chemotherapy 209 196 169 126 105 84 68 57 49 40 27 17 12 6 2 1 1 1 0

0) (3) ) (8) (8) (9) (9 (9) (9) (20) (19) (26) (30) (33) (34) (35) (35) (35) (36)
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