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0.- Introduccion

1.- Estrategias de tratamiento en el Cancer de Eséfago Locorregional
o Escamoso
o Adenocarcinoma

2.- Estrategias de tratamiento en el Cancer de Esofago Metastasico

3.- Estrategias de tratamiento en el Adenocarcinoma Gastrico
Locoregional

4.- Estrategias de tratamiento en el Adenocarcinoma Gastrico Metastasico



Cancer de eséfago: epidemiologia global

Figura 14. Estimacion del nimero de fallecimientos por cancer en el mundo en el afio 2020, ambos sexos.

-. 72 cancer en frecuencia

-. 62 causa de muerte por cancer
-.Sa 5 anos 15-25%.

-. Mal px, diagnostico tardio.
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uente: GLOBOCAN 2020
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Grafice: Global Cancer Observatory (httpyfooaiarchn)

7 International Agency for Research on Cancer 2023

Figura 3. Canceres mds frecuentemente diagnosticados en el mundo. Estimacidn para el afio 2020, ambes sexos (exduidos tumores cutaneos
no melanoma).
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Functional ssessment (Symptoms, comoriidity, nutritional status, patient preferences)

CTNM staging (endoscopy, EUS, M3-CT, FDG-PET) ]

/

1.- Clasificacion de la AJCC (82 edicidn)
L Eséfago cervical: QT-RT radical

L Eséfago toracico:

* TI1INO: Cia vs
reseccion endoscopica

« T2N0: CIA (FFcD 9901)

QT_RT>>CIA
QT-RT definitiva

1.- Ann Oncol 2022;33(10):992-1004 2.- J Natl Compr Canc Netw 2023;21(4):393-422 3.JCO 2014 32:23, 2416-2422

+

Locally advanced disease

(eT2-T4 or cM1-3 MO)

1.1- Estrategias de tratamiento en el SCC locorregional
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JOURNAL or CLINICAL ONCOLOGY

Surgery Alone Versus Chemoradiotherapy Followed by
Surgery for Stage I and II Esophageal Cancer: Final Analysis
of Randomized Controlled Phase I1I Trial FEFCD 9901

Christophe Mari + Dahan, Frangoise Mornex, Emilie Maillard, Pascal-Alexandre Thomas,
Bernard Meunie ige, Denis Pezet, William B. Robb, Valérie Le Brun-Ly, Jean-Frangois Bosset,
Jean-Yves Mabru rre Triboulet, Laurent Bedenne, and Jean-Frangois Seitz
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Squamous
cell

Esophageal and Esophagogastric Junction Cancers carcinoma

Endoscopic therapies (preferred)

pT1a™" ——— |+ ER followed by ablation®%"
or
Esophagectomy®dst!

pT1bNO™

cT1b—cT2,NO

gg‘z;:s; ‘I;Ialsmns: Esophagectomy®%tU (for non-cervical esophagus)
differentiated)®

cT2, NO

Preoperative chemoradiation®Y

(high-risk lesions:
LVI, 23 cm, poorly
differentiated)
cT1b—cT2, N+ or
cT3—-cT4a, Any NV

or

Definitive chemoradiation®Y




Estrategias de tratamiento en el SCC locorregional

CROSS TRIAL: SG a 5 anos de >60 %

* T3-4y/o N1-3:

QT_RT >>Cia>>+/-IT
QT-RT radical

Locally advanced disease
(eT2-T4 or cH1-3 MO)

Definitive CRT
[I.E]

A W
Restaging Fallgw-up
(exclusion of M1) [evary 3 manths)

25% R1
OS 5 anos < 40%

Resection Salvape resection’
v.cl [v.C)

Agjuvant nivolumat?
[I, & MCBS A

1. N Engl J Med 1998 ; 339: 1979 - 1984 2. Lancet Oncol. 2015;16(9):1090-1098.

SG48vs 24 m SCC 81m
(HR 0,68 p=0-003). | AC 43m

CROSS
Carbo+pac/41.4Gy

CALGB 9781
CF/50,4 Gy

»

NEOCRETES5010
Sélo CCE
cis + vin/40Gy

A survival According to Treatment Group
1.0+

0.9+
0.8
0.7+
0.6+
0.5+

0.4

Proportion Surviving

0.3+ Surgery alone
0.2+
0.14 P=0.003

0. T T T T 1
0 12 24 36 48 60

Follow-up (mo)

No. at Risk

CRT+surgery 178 145 119 75 49 28
Surgery alone 188 131 94 62 33 17
Total 366 276 213 137 82 45

B Survival According to Tumor Type and Treatment Group

1.0
0
094 %
0.8+
® 074 .".\v_ AC, CRT+surgery
£ o
2 -
2 064
e | g
e 054 N e
L | M ey -
£ o044 N - AC, surgery alone
a | — YT T T
g 0.3 SCC, surgery alone
0.2+
AC,P=0.049
0.19 scc,p=0.011
0.0 T T T T 1
0 12 24 36 48 60
Follow-up (mo)
No. at Risk
AC, CRT+surgery 134 107 87 53 34 18
AC, surgery alone 141 99 73 50 25 10
SCC, CRT+surgery 41 35 30 21 15 8
SCC, surgery alone 43 29 19 11 2 4
Total 359 270 209 135 82 40




Adyuvancia: Checkmate 577

Estudio global de fase lll, aleatorizado,doble ciego y controlado con placebo

Key eligibility criteria

S - Primary endpoint: SLE
+ Stage II/lll EC/GEJC VOIS - DFS
« Adenocarcinoma or squamous cell carcinoma 240mg Q2W x 16 weeks

» Neoadjuvant chemoradiotherapy + surgery (RO,

Mediana SLE

N° pacientes ‘
meses (IC 95%)

Nivelumab 532 22,4 (16,6 - 34,0)

E ag - Placebo 262 1n,0(8,3-14,3) SLE m. 22 4
Then 480mg Q4W i % e T e
performed within 4-16 weeks before randomization) Se(c)osndary endpoints: % ol g TR meses vs 11,0
* Residual pathologic disease: 2ypT1 or 2ypN1 i € 6o
) P ) 9 ye ye » OSrateat1, 2, and 3 year g 5: J meses HR 0.67
ECOG PS 0-1 £ Nivolumab (p<0 001)
£ 40 il
= Exploratory endpoint: £ 30-
N=794 =7
Placebo S - e Reduccién del
Stratification factors: Q2W x 16 weeks « DMFS ., o ‘ ‘ o 31% del riesgo
+ Histology (squamous vs. adenocarcinoma) Then Q4W * PROs (FACT-E, FACT-E GP5, S A d idi
[ EQ-5D-3L) N- paciantes risigo Masey erecidiva o
i PathOIOQIC Iymph nOde Status (ZypN1 vs ypbhjo) PFS2 va.;':lumab 5g32 430 364 306 249 212 181 147 a2z 68 41 22 8 4 3 o muerte
. ] i 0, 0, * Placebo 262 214 163 126 96 80 65 53 38 28 17 12 s 2 1 o .
Tumor cell PD-L1 expression (21% vs <1%P) Total treatment duration: 1 year

+ Median follow-up was 24.4 months (range, 6.2 to 44.9)
« Geographical areas: Europe (38%), Canada and USA (32%), Asia (13%), others (16%)

I

Hazard ratio sin estratiiear (I 35%)

ADC vy ESC de esodfago

SLE segtin histologia

'

free

2888883828

Beneficio independiente de histologia, PDL-1, y de : S
localizacidn. ———
Seguro y no impactd en la calidad de vida vs P

N EnglJ Med 2021; 384:1191-1203




1.2.- Estrategias de tratamiento en el AC esofagico

locorregional

O Adenocarcinoma:
* T1NO: reseccion endoscoépica o Cia

* T2-4y/o N1-3:
QT_RT >>Cia>>+/-IT
QT perioperatoria

CTNM staging (endoscopy, EUS, MS-CT, FDG-PET)
Functional assessment (symptoms, comarbidity, nutritional status, patient preferences)

&

-

Early disease

Locally advanced disease

(eT1 cND M) (eT2-Td or eN1-3 MO)
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g St )
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European Journal of Cardio-Thoracic Surgery 51 (2017) 421-431 REVIEW
d0i:10.1093/ejcts/ezw315  Advance Access publication 1 October 2016

Cite this article as: Deng H-Y, Wang W-P, Wang Y-C, Hu W-P, Ni P-Z, Lin Y-D et al.
e of ) h ing ossop

Neoadjuvant chemoradiotherapy or chemotherapy?

QT pe ro pera toria vs QT_ RT neo s rtematc e vl st 31

Han-Yu Deng", Wen-Ping Wang?, Yun-Cang Wang™", Wei-Peng Hu*", Peng-Zhi Ni*®, Yi-Dan Lin® and
Long-Qi Chen®*

* Department of Thoracic Surgery, West China Hospital of Sichuan University, Chengdu, Sichuan, China
© West China School of Medicine, Sichuan University, Chengdu, Sichuan, China

[ D West China Hospital of Sichuan University, No. 37, Guoxe Alley, Chengdu, Sichuan 610041, China.
Tel: -Q.Chen).

T T ¥
0531 Favours 1 Fi i 188

C 3-year survival rate “
Study

OS 5a con Cia +/-QT 20-30% E

Adenocarcinoma

Stahl (2009) —l:—.— 172(1.05,283) 1081

Burmeister (2011) : 1.03 (0.66, 1.60) 1254

Klevebro (2016) i_ 0.89(0.61,1.29) 2128
i

Subtotal (I-squared = 55.6%, p = 0.105) > 1.13(0.88, 1.45) 44,63

Squamous cell carcinoma

1
F N c Lcc Nygaard (1992) 1 426(095,19.02) 130

Cao (2009) 128(105,150) 4537
A o R D F Lo I 4—AI o Klevebro (2016) 1.08(065,1.80) 871
Cc J
Subtotal (I-squared = 34.2%,p = 0219) (;) 1310110,158) 5537
Overall (1-squared = 40.0%,p = 0.139) o 1.23(106,143) 10000
T = - - T
00526 Favours | Favours S

ASCE

ECF perioperatoria 5FU-P perioperatoria FLOT vs ECF/ECX

vs CIA vs CIA Journal of Clinical Oncology® 2023

An American Society of Clinical Oncology Journal

Neo-AEGIS (Neoadjuvant Trial in Adenocarcinoma of
the Esophagus and Esophago-Gastric Junction
International Study): Final primary outcome analysis.

Nao-AEGIS Regimen
{Perioperative CROSS Regimen
Erdpoint Chemotharapy/Surgery) (Chemoradiation/Surgery) PValua
3-Year overall 55% 5T% HR =1.03
survival rate (95% Cl=077-1.38)
Modal downstaging A4% B0% 004
1o ypNO rate
RO resection 87 a5% <0
Pathologlc complete 5% 7% 0m
response rate
1.- N EnglJ Med 2006. 2. J Clin Oncol. 2011 3.- Al-Batran S, et al. ASCO Annual Meeting 2017 pclion s % . e
4.- Lancet. 2019 393:1948-1957 5.- J Clin Oncol 2023 41:4 _suppl, 295. C1- confidence interval; HR = hazard ratio.




2.- Estrategia
de tratamiento

en SCC M1

12 |linea

1.- Ann Oncol 2022;33(10):992-1004

Advanced
oesophageal SCC

Pembrolizumab-ChT®
[1, A: MCBS 4]°

Nivolumab-ChT
[I, A; MCBS 4]°

MNivolumab-ipilimumab
[, B; MCBS 4]

Taxane or irinotecan [Il, B]

PD-L1 negative/low

Platinum-fluoropyrimidine
(I, A

Nivolumab
[I, A; MCBS 3Jf

Fase Il
ADCy SCC
esofagicos
gastricos
UEG




2.2 Pembrolizumab + QT 12 linea de cancer esdfago
PDL 1 CPS > 10. Fase lll Keynote 590

Pembrolizumab 200 mg IV Q3W for <35 cycles
+
Key Eligibility Criteria Chemotherapy 4 subgrupos
* 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 ° Tota|

advanced/metastatic GEJ Siewert
type 1 adenocarcinoma * SCC

PD-L1 CPS210
SCC PD-L1 CPS210

* Treatment naive Placebo
+ECOGPS0Oor1 *

*Measurable disease (RECIST v1.1) Chemotherapy
5-FU 800 mg/m? [V for days 1-5 Q3W for <35 cycles

+ Cisplatin 80 mg/m? IV Q3W for <6 cycles ‘ 7 h i pétesis
Stratification Factors ’ e—p— " * SGen CEE PD-L1 CPS>10

f \

+ Asia vs Non-Asia region |« Dual-Primary endpoints: OS and PFS (RECIST v1.1, investigator) * SGenCEE
+ ESCC vs EAC * Secondary endpoint: ORR (RECIST v1.1, investigator) * SG en los todos los pacientes PD-L1 CPS210
ECOGPS 0ivs L\. Tumor response assessed at week 9 then QOW (RECIST v1.1, investigator) J »  SGen todos los pacientes del estudio

* SLP en CEE, segun criterios RECIST 1.1
* SLPen PD-L1 CPS>10 segun criterios RECIST 1.1
lf * SLP en todos los pacientes, segun criterios RECIST 1.1

ADC y ESC de esdfago y UEG (Unicamente Siewert 1)

Kato K. ESMO 2020. Abstract LBA8



KEYNOTE-590 — Overall Survival in All Patients

PD-L1 CPS 210

HR
Events (95% CI) P
100 Pembro + Chemo  67% 0.62 <0.0001
90 Chemo 84% (0.49-0.78)
80
70 ;Z;:‘o rate g«::yv:\o rate
< 60 37% 15%
& 50 =
o \
40
30 e
20
10
0 —T —T T
0 3 6 9 12 15 18 21 24 2i
No. at Risk Time, months
186 175 151 125 100 79 66 40 23 10
197 174 142 102 73 55 42 28 13 6 , —ce—

100
90
80
70
60

°
3
~En

All Patients

HR
(95% Cl)

Events P
Pembro + Chemo 70% 0.73 <0.0001
Chemo 82% (0.62-0.86)
12-mo rate
24-mo rate

51%
39% 28%

16%

e

T

) 3
at Risk

3 348 295 235
~/6 338 274 200

12 15 18 21 24 27
Time, months

151 118 68 36
108 82 51 28

17
15

187
147

KEYNOTE-590 — Overall Survival in SCC Patients

12.4 mo (10.5-14.0)
9.8 mo (8.8-10.8)

Ll“‘"l.l_m_l_u.l

ESCC PD-L1 CPS 210

HR
Events (95% Cl) P
100+ Pembro + Chemo  66% 0.57 <0.0001
90 Chemo 85% (0.43-0.75)
80 1
70 1 ;g;:-o rite i24-mo rate
o 607 34% oL A
. S B Median 95% Cl) >~
8 : 139 mo (11.1-17.7) @
40 i 8.8 mo (7.8-10.5)
i 1
30 1
20
10
0 T T T T T T
0 3 6 9 12 15 18 21
No. at Risk Time, month
143 134 119 9 78 61 51 29
143 124 99 70 48 34 24 15

Kato K. et al. ESMO 2020. Abstract LBA

ESCC
HR
Events (95% CI) P
100 Pembro + Chemo  69% 0.72 0.0006
90 Chemo 81% (0.60-0.88)
80
70 1 12-mo rate
51% 24-mo rate
60 38% 29%
50l 17% Median (95% CI)
12.6 mo (10.2-14.3)
40 9.8 mo (8.6-11.1)
30 1 |
20 1
10
0 T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30
No. at Risk Time, months
274 258 221 175 139 111 89 60 27 14 6
274 247 203 146 103 75 57 34 23 13 4

Courtesy of Zev Wainberg, MD, MS

KEYNOTE-590 — Progression-Free Survival

ESCC PD-L1 CPS 210 All Patients
; HR 2 HR 100 HR
ol Events (95%Cl) P 90 Events (95%Cl) P Events (95%Cl) P
90
90 Pembro + Chemo 80%  0.65 <0.0001 90 Pembro + Chemo 75%  0.51  <0.0001 Pembro + Chemo 80%  0.65 <0.0001
80 Chemo 89% (0.54-0.78) 80 Chemo 88% (0.41-0.65) 80 Chemo 89% (0.55-0.76)
70 12-mo rate 70 12-mo rate 7 12-mo rate
24%  :18-mo rate 30% 18-mo rate 60 25% 18;mo rate
#%0 12% {17% % 9% (21% S 12% {16% ;
4 50 6% Median (95% CI) 5 oo 5% Median (95% Cl) 5 59 6% Median (95% Cl)
i 63mo(62:69) K 75mo(62-82) & 6.3 mo (6.2-6.9)
40 58mo(5.06.1) 40 5.5mo (4.3-6.0) 40 5.8 mo (5.0-6.0)
30 30 \“L‘_ 30
20 o T 20 ey 20 T
10 L*LH*LI_LJ_I 10 -k_~ 10 H‘-lku._._\_‘_'
\_‘_L‘\_u_u 2 \—\_tr\_‘_,___u
0 +——r T ———r— 0 +—r—r— : r 0 +——r T —
0 3 6 9 121518 21 24 03 6 9 121518 21 0 3 6 9 12 15 18 21 24 27 2~ »» =
No. at Risk Time, months No. at Risk Time, months No. at Risk Time, months
274 211 156 71 57 41 35 19 13 186 143 109 56 48 36 29 17 373 289 210 96 79 55 45 &S 1 4
274 205 127 45 26 16 11 5 2 197 145 85 26 14 12 7 5 376 278 172 62 36 22 14 6 2 1

KEYNOTE-590 — Subgroup Analyses

Events/Patients, N HR (95% Cl)

Overall 644/749 HH 0.73 (0.63-0.86)
Age, years

<65 379/427 - 0.76 (0.62-0.93)

265 265/322 HiH 0.72 (0.56-0.91)
Sex

Male 543/625 HH 0.71(0.60-0.84)

Female 101/124 . 0.86 (0.58-1.27)
Disease status

Metastatic 588/683 HH 0.72 (0.61-0.84)
ECOG PS

0 238/299 . 0.70 (0.54-0.90)

1 404/448 HH 0.75 (0.62-0.92)
Geographic region

Asia 330/393 i 0.66 (0.53-0.82)

Non-Asia 314/356 HiH 0.83 (0.67-1.04)
Histology

Adenocarcinoma 179/201 —a— 0.73 (0.55-0.99)
PD-L1 Status

CPS 210 326/383 0.64 (0.51-0.80)

CPS <10 302/347 0.84 (0.67-1.06)

0.1  Favours pembro + chemo 1 Favours chemo 10
< >

Estudio post-hoc :
falta de beneficio
en PD-L1 CPS< 10

CPS =10




2.3 Nivolumab 12 linea ESC PDL TPS > 1%. Checkmate 648 [

Nivolumab-ipilimumab
[I, B; MCBS 4]°

CheckMate 648 study design I Overall survival: NIVO + chemo vs chemo  : 12 analisis

Primary endpoint (tumor cell PD-L1 2 1%)? All randomized?

« CheckMate 648 is a global, randomized, open-label phase 3 study?

100 = 100 =
NIVO + chemo Chemo g NIVO + chemo Chemo
90 4 (n=158)  (n=157) 90 4 n=321)  (n=324)
Median OS, mo 15.4 9.1 Median OS, mo 13.2 10.7
80 12-mo ©5%Cl) (19195  (77-100) 80 1 ©5%Cl)  (14457)  (94-11.9)
e o = 704 rate HR (99.5% Cl) 0.54 (0.37-0.80) 70 - g 12-mo HR (99.1% Cl) 0.74 (0.58-0.96)
Key eligibility criteria NIVO 240 mg Q2W + < 60 P value <0,0001 " _rate Pvalue 00021
© E S
* Unresectable advanced, chemo (fluorouracil + cisplatin) Q4We Primary endpoints: g L, .
1 3
recurrent or metastatic ESCC + 03 and PFS (tumor cell PDL12 1%) £ o :
+ ECOGPS 0-1 g . !
Q q 30 4 = 1 .
» No prior systemic treatment for NIVO 3 mglkg Q2W + . 8 I NVO+chemo - b, NIVO + chemo
Secondary endpoints: 204 ' 20 .
advanced dscase S 08 and S el andoized) : . E
. 4 1Z 10 ! 10
+ Measurable disease ! ! Chemo
* ORR' (tUmOI' cell PD-L1 2 1% and 0 T T T t T T T T T 0 — T | e — I— T ™
- : . 0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 2 3% 39 42
4 Chemo (fluorouracil + cisplatin)¢ Q4W: all randomized) . Months Months
0. at ris|
_ NIVO + chemo 158 143 129 105 88 70 53 36 22 16 321 203 253 203 163 133 92 60 40 2 10
Stratification factors Chemo 157 135 105 72 52 36 21 12 8 4 324 281 229 171 131 93 56 41 23 9 10 0
+ Tumor cell PD-L1 expression (2 1% vs < 1%®) N=970
+ Region (East Asiac vs rest of Asia vs ROW)
+ ECOGPS (0vs 1)
+ Number of organs with metastases (< 1vs 22)
PFS Nivo+ Chemo vs Chemo
C Progression-free Survival in Patients with Tumor-Cell PD-L1 Expression of 21% D Progressionfree Survival in the Overall Population
100 12-Mo Median 100+ 12-Mo Median
@ 90]¥ progression-free survival Progression- 2 907 progression iee sunival Progression-
8 80 ; No.of free Survival g 8 i No.of free Survival
U é‘é ég: 3 Patients  (95% CI) g Zg | Patients  (95% Cl)
g’a ] o Nivolumabs 158 69 (5.70-3.3) & ol Nivolumab+ 321 58 (5.6-70)
ESC d > f § %l \‘\.; e g:::::::::; 157 442958 5 Nivolumb i 24 56(43-59)
e esorago i iy Hazar oo dsese £ o e
g 36 9 12 1'5M 1'sh£1 24 27 30 33 36 p_%%é?gﬁ%zﬁ?;g.)o,es D S f;?%';ii‘?%ll‘f’féﬁ,m
NowRisk onths - o otk Months p-004
. e T4 FE LSRR R RE- ey SIS BB ¢ 220

N EnglJ Med. 2022;386(5):449-462.




Nivolumab + Ipi 12 [inea PDLTPS > 1%. Checkmate 648

A Overall Survival in Patients with Tumor-Cell PD-L1 Expression of 21%

C Progression-free Survivalin Patients with Tumor-Cell PD-L1 Expression of 21%

100+
90+
80+
704
60+
50
404
30+
20
10-{Chemotherapy

0

12-Mo
progression-free survival

Nivolumab+
ipilimumab

Percentage of Patients

T T T 1T 1T 17T T T"1
003 6 9 12151821 2427 30 33 36
Months
No. at Risk
Nivolumab~+ipiimumab 158 78 48 3§ 31 18 14 13 & 7 4 2
11111

0
Chemotherapy 157673517 5 11 0

Median
Progression-
No.of  free Survival
Patients ~ (95% Cl)
mo
Nivolumab+ 158 40 (24-49)
Ipilimumab
Chemotherapy 157 44(29-53)
Hazard ratio for disease
progression or death, 1.02
(9859% C1,0.73-1.43)
P=0.90

100 12Mo Median Overall
% 01 ", overall Furvival No.of  Survival
g 80 ! Patients  (95%Cl)
@ 704 I
& 60- a, 158 . mo
5 Meay  Nivolumeb Nivolumab+ 158 154 (119-19.5)
w0 L R eotherapy Chemotherapy
£ 3 ! e Chemotherapy 157 9.1(7.7-10.0)
] |
%’ 204 : Hazard ratio for death, 0.54
& 10 | it amen (99.5% C1, 037-080)
T+ T T T T T 1 P<0.001
003 6 9 12151821 24273033 3% %
Months
No. at Risk
Nivolumab+chemotherapy 158 143 129105 88 70 53 36 22 16 4 2 0 0
Chemotherapy 157135105 7252 36 2112 8 42 1 1 0
B Overall Survival in the Overall Population
100, 12:Mo Median Overall
;ég 90 overall Isurvival No.of  Survival
g ! Patients  (95% Cl)
AN .
° 5 , Nivolumab= Nivolumab+ 321  13.2(111-15.7)
g‘ 40 : chemotherapy Chemotherapy
£ 30 ; Chemotherapy 324 107 (9.4-119)
I
g 20+ : Hazard ratio for death, 0.74
& 104 ! Chemotherapy (99.1% C1, 0.58-0.96)
——T—Tt+T T T T T T T T T P=0.002
0 3 6 9 12151821 24 27 30 33 36 39 42
Months
No. at Risk
Nivolumab-+chemotherapy 321 293 253 203 163 133 92 60 40 26 12 4
Chemotherapy 324281229171131 93 56 41 23 9 5 2

D Progression-free Survival in the Overall Population

100+ 12-Mo

90§ progression-free survival
80+
704
60+
50+
404
30+
20
104
Tt T T T T T
0 3 6 9 121518 21 24 27 30 33 36

Months

B Nivolumab+
ipilimumab

Percentage of Patients

Chemothera
P‘/l 6

No. at Risk
Nivolumab+ipilimumab 325149 86 65 52 31 22 18 13 10 5
Chemotherapy 32417090 43 19 8§ 5 4 3 2 2

— o

Median
Progression-
No.of  free Survival
Patients  (95% Cl)
mo
Nivolumab+ 325 29(27-42)
Ipilimumab
Chemotherapy 324 5.6 (43-59)
Hazard ratio for disease
progression or death, 1.26
(95% C1, 1.04-152)
P value not tested

Nivolumab-ChT
[l, A; MCBS 4]

Nivolumab-ipilimumab
[l, B; MCBS 4]

ESC
TPS 2 1%.



Otros fase Il IT en SCC sin aprobacion: Mejora SG,
SLP, RRO, seguro

Rational 306: SCC QT+/- Tislelizumab

TABLE 1: Median Overall Survival From the RATIONALE-306 Trial

Patient Population

Tislelizumab +
Chemotherapy

Placebo +
Chemotherapy

Hazard Ratio

P Value

All randomly assigned patients

17.2 months

10.6 months

0.66
P <.0001

PD-L1210%

16.6 months

10.0 months

0.62
P =.0020

PD-L1<10%

16.7 months

10.4 months

0.72

(95% Cl = 0.55-0.94)

CI = confidence interval.

Jupiter 06: SCC QT+/- Toripalimab * R

Blinded Independent Cenfral Review-Assessed
PFS Per RECIST v1.1 (Intent-To-Treat Population)

F3
3
il
i
|

E
ag

&

o Patents

1320267
164257

Toripalimab + T8
Placabo + TP

Toripatimab + TP

Placebo + TP

o 3 & H 12 15 18
Months

To [ T ] 19 o 7

Placabn + TP om0 om ® 3 2

1.- Lancet Oncol.

24

0
®

B
Subgroup
L

g (years)
(36 o1 =5
=65
Gender
Male

Teyear PES Rate

Female
Ecoaps
[
1
Prior radiafion therapy
Ves
No

Stratfind hazard ralio for disease pragrassion
or death, 0,68 (85% CI 0 48 0.74), P<0,0001

Metastasis status
Metastatic
Locally aavanced

DL status
f
21
<10
210

No, of Patiets

—_—
——
——
— L
——
—.—
Torpalimas Beter Plaoeba Beter

Median (35% C1) (Months)

torpalimab
575670

575887
695697

505774
5418

8267122
576667)

s60157)
8765700

576589
6166NE)

5761113
576870
58(5692)
576870

Pracet
556258

54450
586557

556158
5704478

556485
554558

5547
556358

544355
84(5870)

586168
556158
556158
5604557

Unstratfed
HR (95%CI)
057045072

ase043077)
ass3m082)

0510040068
096053475)

0400 25088)
064040083

820052162
530041.088)

0541042070
06310381.10)
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0580.44078)
056041078
085045002

*)t

* x

Orient 15: SCC QT+/-Sintilimab

£ 100
H + Cerfor
HEE fodos
3
g
g 50
g i
25
% 3 6 9 12 15 18 21 24 27 30

Time from randomisation (months)
At risk (censored)
Sintilimab and chemotherapy
327(0) 305(8) 283(10) 240 (16) 161 (54) 105(93) 52 (133) 25(156) 11(168) 2(177) 0(179)
Placebo and chemotherapy
332(0) 300(7) 258(13) 202(15) 127 (54) 88(71) 45(98) 17(117) 6(123) 0(129) 0(129)

Events Overall survival Hazard ratio Pvalue
(No (%) (months) (95%CI)
Sintilimab and chemotherapy —— 148 (45) 16.7(14.8t0 21.7)
0.63(0.51t00.78)  <0.001
Placebo and chemotherapy 203(61) 12.5(11.0t0 14.9)

2
3

CPS =10

Overall survival (%)
N
&

50! et
25
0
0 3 6 9 12 15 18 21 24 27 30

Time from randomisation (months)
Atrisk (censored)

Sintilimab and chemotherapy
188(0) 178(4) 167(S)

Placebo and chemotherapy

146(11) 96(32) 65(55 33(77) 14(92) 6(100) 1(105) 0(106)

193(0) 174(S) 151(9) 122(11) 82(30) 57(43) 31(58) 13(71) 5(75) 0(80) 0(80)
Events Overall survival Hazard ratio Pvalue
(No 8)) (months) (95%C
Sintilimab and chemotherapy —— 82(44) 17.2(15.5to NC)
0.64(0.48t00.85  0.002
Placebo and chemotherapy 113(59) 13.6(11.3t015.7)

Medtian (95% CI) (Monthe)  Unstratfied
Subgroup Mo of Paente ' oripalmab Placono HR (5% Cl)
Prvlue for Povlus for m 514 = TOUABNE) 110 (104126050 0.430.80)
voament _interaction i SR T TS U age (pears) H
S5 verall Survival {Intent-To-Treat Popuiation H . . v
Dsta Culofl Dats March 22, 2021 <83 it —_ 152011308 10565118 058 0410080
oomss Jor, Memmos imwOShe B s 195 — NEC4ONE) 154109165062 036407
ab (aerna) T
R Toate ) esion Gendar g
[ arPatans i o —_— 109 (1 0NE) 108 @ETIS) 150 (03007
- Tormaime T gy o) s M Fone ” — e ME@rNE 1ee0ae3 140 000328
<ocot T
i Seat ozt o et 038 £coGPs !
e L i o ] 14 —_— AZOUATNE) 115(10.2-130) 0.41 (0.22-0.76)
] 1 0 — 182(128NE) 111 03131) 085 048052)
e
Prior raciation therapy '
00000 R— !
oo ves n —_— WIEINE) $O(57-130) 057 (026116
7880 No e TOUABNE) 114 (105126) 059 (042083)
<0coot m'_\—\__\_‘___ Motastas staus
o Plscabo TP Motastan a0s S2(1LLNE) 110(96130) 059{043083)
<001 Locally stvanced 109 —_— ZO(OSNEY 118 (103152) 05010224 16)
01020 1 PO status '
G 1 & + @ 4 B n @ @ =1 o — NE(RGNE) 116(67-183) 061 (030125)
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2.3 Estrategia de
tratamiento

en SCC M1
22 [inea

1.- Ann Oncol 2022;33(10):992-1004

Advanced
oesophageal SCC

Pembrolizumab-ChT® Nivolumab-ChT
[I, A; MCBS 4]° [1, A; MCBS 4]°
Nivolumab-ipilimumab

[I, B; MCBS 4]¢

Taxane or irinotecan [, B]

PD-L1 negative/low

Platinum-fluoropyrimidine
[, Al

Nivolumab
[I, A; MCBS 3J¢

Fase |l
AC, SCC




Nivolumab en 2°¢

ATTRACTION-3 Study Design

+ ATTRACTION-3 is a randomized, open-label, phase 3 study of nivolumab versus docetaxel or paclitaxel

in patients with ESCC
2 B!
Key eligibility criteria o\
+ Unresectable advanced or R
recurrent ESCC 11
* Refractory to orintolerant || tatfcationt: |
of 1 prior fluoropyrimidine/ | |9
: +No. of organs
plainum-based therapy vilh metastases
+ ECOG performance status 'mmn
Oor1
\ /
[
SCC

Lancet Oncol. 2019;20(11):1506-1517

Nivolumab

240 mg IV Q2We

Docetaxel 75 mg/m? [V Q3W¢

s o paclitaxel 100 mg/m? IV QW

x B weeks, then 1 week offt

4 3

Primary endpoint:
+ 05

Other key endpoints:

+ PFS, ORR, DCR, TTR,
DOR, HRQoL, and
safety

O ———r 0 NS

inea. ATTRACTION 3.

Advanced Esophageal Cancer: Nivolumab

\P. III ATTRACTION-3*: Nivo vs Chemo in 2nd line SC Esop.Cancer

0S5 (%)

60 1

40 1

20 -

Overall Survival

Nivolumab  Chemotherapy
(nm290p  {n=208)

Kato K, Lancet Oncol 2019
Cho BC et al. ESMO 2019

2.5m HR 0.77

Median 05" mo us 84
105% €I 92133} (72-09) i
o e Overall Survival by Subgroups

P yalus o018 - :—-—“ - :";:“

e e e
1zmorate  18.mo rate > pea =
e & &5 pmary T o104

el WiN 18
e i -1
lllll b ol )
i % herag o T g
34 2 -.__pnifmnu-o e s
' (i ] 0o
2 4 6 B 10 12 14 16 18 20 2 W 26 28 30 N M 3B Previows smyery N S
Months Tom e A

" 0 e
g

Beneficio en OS independientemente PDL1 y calidad de vida
Sin diferencia en SLP ni en RR.




IT 22 Linea

Fase |l
sin aprobacion

1.J Clin Oncol. 2020; 38(35):4138-4148.
2.Lancet Oncol. 2019;20(11):1506-1517.
3.Clin Oncol. 2022; 20:JC02101926.
4.Lancet Oncol. 2020; 21(6):832-842.

Pembrolizumab Nivolumab

Tislelizumab

Camrelizumab.

KEYNOTE-181° | ATTRACTION-03° | RATIONALE-302™ ESCORT"
N 628 419 512 448
Poblacion 63% escamosos | 100% escamosos 100% escamosos 100% escamosos
62% no asiaticos | 4% no asiaticos 21.3% no asiaticos 100% Asiaticos
PD-L1 CPS >10/<10 TPS >1%/<1% TAP >10%/<10% TPS > 1%/<1%
Objetivo SG CPS >10 SGITT SGITT SGITT
primario
SGITT 7.1vs. 7.1
meses
HR 0.89 (0.75-
SG SCC 1.05) 10.9 vs. 8.4 meses 8.6 vs. 6.3 meses 8.3vs 6.2
HR 0.77 (0.62-0.96) | HR 0.70 (0.57-0.85) HR 0.71 (0.57-0.87)
8.2vs.7.1
meses
HR 0.78 (0.63-
0.96)
SG CPS >10 TPS >1% TAP >10% TPS >1%
PD-L1 9.3vs. 6.7 HR 0.69 (0.51-0.94) 10.3 vs. 6.8 meses 9.2vs 6.3
meses HR 0.54 (0.36-0.79) HR 0.58 (0.42-0.81)
HR 0.69 (0.52- TPS < 1%
0.93) HR 0.84 (0.62-1.14) TAP <10%
ESC CPS > 10 HR 0.82 (0.62-1.09)
HR 0.64 (0.46-
0.90)
SLP CPS >10 ITT ITT ITT
2.6 vs.3meses | 1.7 vs. 3.4 meses 1.6 vs. 2.1 meses 1.9vs 1.9
HR 0.73 (0.54- |HR 1.08 (0.87-1.34) | HR 0.83 (0.67-1.01) HR 0.69 (0.56-0.86)
SLP 12 meses 0.97) 12% vs. 7% 12.7% vs. 1.9% 10% vs NA
20.8% vs. 6.7%
TR -— ITT: 19 vs. 22% ITT: 20.3 vs. 9.8% ITT:21vs 7%
CPS>10:21.5 -— TAP > 10: 28 vs.
vs. 6.1% 11.7%
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1. Nature. 2014, 513(7517): 202-209 2. CA Cancer J Clin 2021;71:209-249




3.- Estrategia en cancer gastrico localizado : Guias ESMO

Localised gastric cancer

Stage IA Stage IB-I1lI
T1 NO MO >T1 and/or =NO MO

R endoscopica:
-. T1a (confinado a mucosa)

~N
T bien diferenCidO (G 1'2) Endoscupi[;*—‘-‘or surgi(;al Muliimodality
-.<2cm reﬁfftg]]nh treatment

-. No ulcerado |

~N

: . No pre-operative ChT
Pre-operative ChT* (staging issue or
[1, A] emergency surgery)e

1

Radical gastrectomy® Radical gastrectomy®

D2 lymphadenectomy D2 lymphadenectomy
[1, A] [1, A]

Post-operative ChT* Post-operative ChT"on
[1, Al [1, Al

Annals of Oncol 2022;33(10):1005-1020.



Moderador
Notas de la presentación
T1 No: Resección endoscopia 
-. T1a (confinado a mucosa)
-. bien diferencido (G1-2)
-. < 2 cm
-. No ulcerado


T1 N0: Resección endoscopia o cirugía
T2-4 o N+: QT preoperatoria>>gastrectomia radical oncologica con linfadenectomia D2>>QT postquirurgica



10% diseccion D2

1.
Sakuramoto et al, N Engl J Med. 2007 Nov 1;357(18):1810-20.

Evolucion de tratamiento adyuvante: Cirugia adecuada??

ACTS-GC
12 months adjuvant S1
vs surgery alone

CLASSIC

vs. surgery alone

CRITICS
ARTIST 1
ARTIST 2

6 months capecitabine/oxaliplatin

RT
no beneficio
mas toxicidad

[ 2018 | [ __2020 |
INT-0116 GASTRIC Group Meta-analysis (17 estudios)
Adjuvant bolus 5FU/RT
vs surgery alone
Eligibility criteria

Vgt
<@, cLassic TRIAL

Intergroup 0116 Adjuvant Trial:

Post-operative

Observation ligible
556 Patients Surgery patients
(T14 Noy) (D1 or Less) 'LJ_:
6 months No further
100+ o CapeOx treatment
o S$=27ms c \ S=19ms - =
£ so-\\ S+ CRT =36 ms 39 s ) S+ CRT =30 ms (22520) L (gesl)
< 3,3 P =0.005 2 % P <0.001
3 60 @8 6807
% \‘.\ Chemoradiotherapy 0T ~N Chemoradiotherapy Primary Endpoint
o - o5 al 3 year disease free survival
8 40 M""“-‘m cE 9 o \‘*m.,w' Secondary endpoints
s ‘\.L,"‘AMM s TR M Lm‘“'L_ Overall survival & safety
g 20 Surgery only e=tiay E 3 Surgery only >
- o+———rTrrr T = s e 2 e e e |
24 48 72 96 0 24 48 72 96 120
Months after Registration Months after Registration

Macdonald et al. N Engl J Med, Vol. 345, No. 10 - September 6, 2001

Macdonald et al, N Engl J Med. 2001 Sep 6;345(10):725-30.

Stage 2 II, lliA or IlIB gastric adenocarcinoma
D2 resection minimum

§ year updated survival CapeOx vs surgery alone

All patients 5 year OS 78% vs 69%

Stage |1 5 year OS 88% vs 79%

Stage IIIA5 year OS 70% vs 63%

Stage IlIB 5 year OS 66% vs 45% (compare ACTS GC 50% vs. 44%)

xxxxxx

Beneficio en OS del 10%

3. Bangetal, Lancet. 2012 Jan 28;379(9813):315-21.
4.  Pignon et al, JAMA. 2010 May 5;303(17):1729-37.
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SPECIAL ARTICLE

Gastric cancer: ESMO Clinical Practice Guideline for diagnosis, treatment
and follow-up™

F. Lordick’, F. Carneiro®>*, S. Cascinu®, T. Fleitas®, K. Haustermans’, G. Piessen®>'%!*, A, Vogel'? & E. C. Smyth*?, on behalf
of the ESMO Guidelines Committee”

Advanced/metastatic unresectable gastric cancer

CLAUDINA positivo
Sin BM

HER 2 positivo (15y el 20 % )
PDL1 CPS>5
CLAUDINA positivo

B wnN e

N
1s'-line treatment

Addition of nivolumab®
[l A; MCBS 4]¢

Addition of trastuzumab
[1. A; MCBS 3; ESCAT I-A]%®

Annals of Oncology 2022;33(10):1005-1020.



Moderador
Notas de la presentación




Overall survival: 36-month follow-up

. . PD-L1CPS 25 All randomized
L]
CheckMate 649: fase Ill aleatorizado abierto AR .. R
% e ties  damini % e ks siehE
80 - ! HR (95% Cl) 0.70 (0.61-0.81) 80 3\ HR (95%Cl) 0.79 (0.71-0.88)
£ 704 70 -
T o0 60 -
Key eligibility criteria L o
= Previously untreated, unresectable, NIVO 360 mg + Dual primary endpoints: g ]
advanced or metastatic n =789 XELOX Q3W or » 05 and PFS# (PD-L1 CPS = 5) 2| | 20| NN
stric/GEJSesophageal NIVO 240 mg + 10 o | T 104 [19% O mml\/
e : e FBLFQKG“\EE.P Secondary endpoints: 0 A o M| |
adennurt.noma -‘ - 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
* Mo known HERZ-positive status , o Teet . g; IEE'L' gE: z 1;3&"- randomized) e Months Months
n =833 or 05 (FD-L1 = 10) Chame T 2424383275 215 164 125 97 89 €5 60 51 44 35 26 18 14 105 © @ 'O PO 701551 4783021 a B 70 14e 1006 By TE ST S AT 2 e 3 1 6
T ECOG RSO FOLFOX QW= » PFS8(PD-L1 CPS = 10, = 1, all randomized)
+ ORRE
N = 2031 % P .
Seficstion faeters . NIVO (1 mg/kg) + Progression-free survival: 36-month follow-up
= Tumar cell PD-L1 sxpression (= 1% vs < 150} i Al Exploratory endpoints:
- Region (Asia v Umived Seates/Canada va ROW) now 409 ::' 3 'T_'g'rkg.f Q L 4I « Safety PD-L1CPS 25 All randomized
- ECOG P5 (0 ve 1) gl then NIVO 240 mg Q2W

- saek el
. X W X 100 — (n = 473) (n = 482) 100 (n = 789) (n=792)
Cheme (XELOX v FOLFOX} . Redan PR e 83 o , Redmn ST 77 e

0] 95% CI 7.0-9.3 5.6-6.9 o 95% CI 7.1-8.6 6.7-7.2.
80 - HR (95%Cl) 0.70 (0.60-0.81) 804 § HR (95%Cl) 0.79 (0.71-0.89)

+ Patients were enrolled from 175 hospitals and cancer centers in 29 countries

= At data cutoff (May 31, 2022}, the minimum follow-uph was 36.2 months

Progression-free survival (%)
8 3
L
& 8
Ll

30 o b’
20 T, Ta, M
10 o 23%  P—eio_o o "y X ™3 O o
1% o @ @ oo 09— oo o ot
o H 8 7
T T T T T T T T T T T T T T I N S Sy S S S S S S S N
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 > 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 5
oa— Months Months
NIVO + chemo 473 386 261 188 143 115 93 75 62 53 47 40 35 26 19 15 8 5 2 0 789 641432 297 210 167 127 98 82 68 61 50 44 34 23 18 10 7 4 0O
Chemo 482331204 115 81 58 48 37 32 29 25 23 17 13 7 5 1.0 0 792 552359 212 134 95 74 59 44 38 31 29 22 16 12 8 6 2 1 0

Caracteristicas: 76% no asidticos, 70% CG, 3% MSI-H

—

AC gastrico, UEG y esdfago

1.- Lancet. 2021 Jul 3;398(10294):27-40. 2.- Janjigian YY, ASCO Gl 2023;LBA 291




KEYNOTE-859 Study Design IRhaKEYNOTE«BSQESMOPlenaryZOZSI
Randomized, Double-Blind, Phase 3 Trial

RATIONALE-305: Phase 3 Study of Tislelizumab +
Chemotherapy vs Placebo + Chemotherapy as
First-line Treatment of Advanced Gastric or
Gastroesophageal Junction Adenocarcinoma

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W

. : - ) for <35 cycles (~2 yr)
Histologically or cytologically confirmed adenocarcinoma of +
the stomach or GEJ

Locally advanced unresectable or metastatic disease
No prior treatment

Chemotherapy? (FP or CAPOX)

Known PD-L1 status (assessed centrally using PD-L1 IHC 22C3) Placebo IV Q3W
HER2-negative status (assessed locally) for =35 cycles (~2 yr)

+
=COC ES g or Chemotherapy?® (FP or CAPOX)

7 Initial up to 6 treatment cycles?
Key eligibility criteria:
= Histologically confirmed

N 789 GC/GEJC
= Exclude patients with Maintenance treatment until unacceptable
HERZ2-positive tumors toxicity or disease progression
I OP:SG ITT, SG PD-L1 CPS 21, “No previous therapy for
. . 2 unresectable, locally advanced
AC gastrico, UEG y eséfago

SG PD_Ll CPS 2 10 or metastatic GC/GEJC

08, ITT Population pry e Ana’“S'S Subgrupos ITT OP: OS PDL]— + (PDL]. Score >5%)

Pembro +Chemo  763%  129(118140)

90 b Placebo + Chemo  B44%  15(106421)
gg Sibgroup Mo, Eventy/ Hazard Rt 85% C)
No.Paticigarts -
- 80 HR 0.78 (95% CI, 0.70-0.87) — o B Overall Survival (OS
g 5 P <0001 Disease st mo demon ed statistic
40 [ 12251520 - 07710886086 p
K Liver metasases :
2 N 75655 -
10 Yes s182 +
0
: 5'0 Prior gastrectomylesophagectomy
N 02128 !
No.atrisk. Yes 7% +
5 o Ui status
\Shagh s 007808
fm:w:nmm‘ T |;)¢-1.w i e 1 I 1
 cutpoin H
- 4 e | Interim ana VAL
PFS, ITT Population e esan o | ) -
Event 8% Ci) IN__PDLL CPS at baseline cuoint o 1 H
100

Pembro 4 Chemo  724% 696372
Placebo+ Cheme  T7.1% 56(5557)

| 19.3% ‘Zﬂm rate HR 0.76 (95% CI, 0.67-0.85)
| “ P<0.0001

in the PD-L1+

Progression-Free Survival in the PD-L1+ Analysis Set

ebo plus chemo

PFS, %
k=

L PDL1 CPS <1 no se beneficia

Rha KEYNOTE-859 ESMO Plenary 2023 ?aeg?_f:fi; SEEQG’ PD-L1 W|t h a C PS > 1.

| Moheler M, ASCO GI 2023 |




Patients (N~692)

* Previously untreated, locally advanced, unresectable, or

metastatic HER2+ gastric or GEJ AC

+ ECOGPSOor1

Stratification: PD-L1 CPS (21 vs <1), region

(Australia/EU/Israel/North America vs Asia vs ROW),
chemotherap pecitabine + oxaliplatin

Pembrolizumab 200 mg IV Q3W +

Trastuzumab (8 mg/kg IV loading dose, 6 mglkg IV

maintenance thereafter) Q3W +
FP or CAPOX (global cohort)
or SOX (Japanese cohort)

Placebo IV Q3W +

Trastuzumab (8 mglkg IV loading dose, 6 mglkg IV

maintenance thereafter) Q3W +
FP or CAPOX (global cohort)
or SOX (Japanese cohort)

Continue until: 24 months, disease progression, intolerable

toxicity, withdrawal of consent

KEYNOTE-811: Progression-Free Survival at |A3" (pata cutoff: March 29, 2023) g >
All Patients PD-L1CPS 1
BT ), T
90 Median PFS, mo. 10.0 8.1 Median PFS, mo. 10.9 7.3
- 95% ClI 8.6-12.2 7.1-8.6 80 - 95% CI 8.5-12.5 6.8-8.5
HR (95% Cl) 0.73 (0.61-0.87) 70 A HR (95% Cl) 0.71 (0.59-0.86)

70
60
50
40
30
20

PFS, %

11%

0 3 6 9 12 15 18 21 24 27 30 33 36 39
No. at Risk Time, months

Pembrolizumabgp 350 296 234 173 133 102 84 67 50 5 4 31 24 2%
Placebogp 348 274 184 121 93 71 55 43 3¢ 25 » 21 17 13

Data cutoff date: March 29, 2023

Lancet. 2023;402 (10418):2197-2208.

0

25%

PP S
14% %

No. at Risk

— T T T T T T T T T T — T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

Time, months

Pembrolzumabgp 298 250 200 151 123 91 74 63 56 51 39 30 23 20 14 6

Placsbogp 206 231 152 100 78 58 45 34 28 20 18 16 14 10 6 4

KEYN 0TE-811 Fase Ill abierto aleatorizado

0S, PFS (RECIST 1.1) by BICR

Key Secondary End Points

ORR and DOR per mRECIST v1.1 by BICR, safety

Overall
Age, years
<65
=65
Sex

Female
Male
Race
Asian
Non-Asian
Geographic Region
EurNorth Am/Aus
Asia

Non-MSI-H
ECO(U; PS

1

Primary End Points

PD-L1 Status
CPS 21 442/594 HH 0.71(0.59-0.86)
CPS <1 72104 1.03 (0.65-1.64)

4781555 HElH
2021292 i
312/408 i

Congress
MADRID

MADRID SPAIN
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Events/Patients, N HR (95% CI)
5141698 HIH 073 (0.61-087)
3051367 HE 067 (0.54-0.85)
2091301 —mH 0.84 (064-1.10)
/[T — R 049 (0.32-0.74)
4171564 H 0.83 (0.69-1.01)
156/240 — 0.85 (0.62-1.16)
3561456 - 0,69 (0.56-0.84)
1721224 i 0.73 (0.54-0.99)
—HH

075 (0.63-0.90)

0.76 (0.58-1.00)
0.74(0.59-0.92)

0.1 Favors pembrolizumab 1
group

Favors placebo 10
group
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PD-L1 with a CPS > 1.
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Notas de la presentación
CPS < 1 podria ser deteletéreo
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Key Eligibility Criteria

Previously untreated, locally
advanced unresectable or

metastatic G/GEJ
adenocarcinoma

CLDN18.2-positive

(moderate-to-strong staining
in 275% of tumor cells)®

HER2-negative®
ECOG PS 0-1

Stratification Factors
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Zolbetuximab plus MFOLFOX6 in patients withifCLDN18.2-positive, HER2-
e or metastatic gastric
or gastro-oesophageal junction adenocarcinoma (SPOTLIGHT): a

multicentre, randomised, double-blind, phase 3 trial

negative, untreated, locally advanced unresectab

Kohei Shitara, MD « Prof Florian Lordick, MD « Prof Yung-Jue Bang, MD « Peter Enzinger, MD - Prof David Ilson;MD =

Prof Manish A Shah, MD « et al. Show all authors

Published: April 14, 2023 « DOI: https://doi.org/10.1016/S0140-6736(23)00620-7 =

randomized, double-blinded, placebo-controlled, phase 3 trial

Zolbetuximab 800/600¢ mg/m? IV Q3W
+ mFOLFOX6 IV Q2W

Cycles 1-4 (42 days/cycle)

Zolbetuximab 600 mg/m2 IV Q3W

(N = 283)
> + 5-FU + folinic acid IV Q2W

A

Planned
(N =550)

qo-

Cycles 5+

Placebo IV Q3W +

Placebo IV Q3W +
5-FU + folinic acid IV Q2W

Cycles 5+

mFOLFOX6 IV Q2W
Cycles 1-4 (42 days/cycle)

(N= 282)'

Region (Asia vs non-Asia)

Number organs with
metastases (0-2 vs 23)

Prior gastrectomy

(yes vs no)

Primary End Point Key Secondary End Points Secondary End Points

* PFse +OS -« TTCD in GHS/QoL, * ORR® - Safety
PF, and OG25-Pain « DOR® « PROs

Lancet 2023;401 (1039) : 1655-1668.

38 % CLDN18.2 positivos

FoyR+ Effector Cell

zolbetuximab

2y 7k

Complement

PRIMARY END POINT: PFS BY INDEPENDENT REVIEW COMMITTEE?

Zolbetuximab#| Placebo +
mFOLFOX6 mFOLFOX6

Probability of PFS

No. at Risk
Zolbetuximab +
MFOLFOX6
Placebo +
mMFOLFOX6

KEY SECONDARY END POINT: OS

Placebo + 282277271266 253242224 210197 183164152 139129108 101 85 77 64 60 49 42 40 36 34 30 25 21 18 17 15 9 8 7 6 5 2 0

10
09+
084
074
06—
05—
04+
03
02+

0.1

12-Month
PFS rate

No. events/no. patients
Median PFS, months

(95% C1)
HR (95% C1)
P-value

24-Month

PFS rate

15%

24%

(8.90-12.48)

146/283 167/282
10.61 8.67
(8.21-10.28)
0.751 (0.589-0.942)
0.0066

2m S

Zolbetuximab '+
mFOLFOX6

T T

T T T
18 20 22 24
Months

26

P

ml
LI
22 30 32

283263254 232226190 187148 143 108102 84 78 59 56 53 43 40 33 28 28 21 19 17 12 12 12 10 10 9 7 7

{0
F
T —T
40
5 5 2 10

282273260237226183168136122 91 83 60 56 43 40 38 26 25 19 14 12 9 9 9 8 7 6 5 5 4 2 2 0 0 0 0 0 0 0 0 0 O

Zolbetuximab+| Placebo +
mFOLFOX6 mFOLFOX6

1.0 12-Month No. events/no. patients 149/283 177/282
094 0S rate Median 05, months 18.23 15.54
= ' (95% CI) (16.43-22.90) (13.47-16.53)
% 084 | HR (95% C1) 0.750 (0.601-0.936)
a3 o074 | 68% P-value 0.0053
T 06 : 24-Month
§ 054 60% ; OS rate
2 oaq 139% 36-Month
£ H 0S rate Zolbetuximab +
034 .
3 121% mFOLFOX6
2 o2 g —r
014 J, . Placebo+
00 i 9% mFOLFOX6
Co T2 74 "6 & o 12 1a 16 18 20 22 24 26 ' 28 ' 30 32 | 34 36 2= an >
No. at Risk Months
Zolbetuximab + 283 270 264 255 251241233217 196 178 164 152 146 135125117107 93 83 75 70 67 62 58 49 42 34 32 30 27 23 20 15 15 13 13 9 8
MFOLFOX6
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Advanced/metastatic
unresectable oesophageal,
oesophagogastric junction

and gastric adenocarcinoma

|

2nd-line treatment

®

v1.1 - July 2023

!

No contraindications for ChT
or antiangiogenic tx

Ramucirumab—paclitaxel
[, A; MCBS 2] (a)

!

Contraindications for ChT

Ramucirumab monotherapy
[I, B; MCBS 1] (a)

" Wilke Het al. Lancet Oneal 2014:15:1224-1235
Fuchs CS et al. Lancet 2014:383:31-39

!

Contraindications for
antiangiogenic tx

Taxane or irinotecan [l, A]

!

MSI-H/dMMR

®

l

}

HER2+ (c)
®

|

Trastuzumab deruxtecan
[il, A; MCBS 4]

Pembrolizumab monotherapy
[ll, A; MCBS 3; ESCAT I-B] (a, b)




MSI: pembrolizumab. Keynote 158. Fase |l

A - N Er:?::)s (ssvohg;?;j_ianclunms
. 7 . 321 231 (72.0) 3.5(2.3-4.2)
Endometrlo, gastrico, %0 |
KEYNOTE-158: Study Design colangiocarcinoma y pancreas
it
« Ongoing, international, multicohort, open-label, phase 2 study of pembrolizumab in W
select advanced solid tumors that have progressed on standard-of-care therapy * I et
(NCT02628067) 3 a0 VL ———
= ::::;se 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
. End pOIntS E Time (months)
i i 1 E‘ -.“fff;r S 321165132104 92 83 67 62 53 48 45 41 35 31 26 14 7 1 0
- Primary: ORR (RECIST v1.1, independent central review) ] resucton
- Secondary: DOR, PFS, O3S
i Events, I\Jl!:eI;jian i
n (%) {95% CI), months
B 100 4 321 i 180 (56.1) 20.1(14.1-27.1)
Patients _ agt! :
* Age 218 years B 4 N (rang“l?."!ﬁ?m 80
* Histologically or cytologically % i ;z |
confirmed advanced cervical Treat for 2 years? 80 - (701% £ ol e
cancer Pembrolizumab or until progression®, Survival 704 ; 8 .ol ‘
* Progression on/intolerance 200 mg Q3W intolerable toxicity, or follow-up £ : : 301
to 21 line of standard therapy study withdrawal § m: 20
* ECOGPSOor1 4 ; Y o i
* Tum.or Sample fDr blomarker 0 UQ fli éi 9 12 15 18 21 24 27 30 33 éS 3‘9 4‘2 4‘5 4‘8 51 54 57
anaIyS|s / 10 ; Time (months)
4 o

T T t T 321277230208170 151131 117105 97 89 84 73 68 56 47 28 11 5 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

Time (months)
DR e s 0 5 5 B R F SGm 20,1 meses
(IC del 95 %: 14,1-27,1 m)
SLPm 3,5 meses
RR C gastrico: 48% (IC del 95 %: 2,3 a 4,2 m

J Clin Oncol.38(1):1-10



DESTINY-GASTRIC02

Trastuzumab deruxtecan in patients in the USA and Europe with HER2-
positive advanced gastric or gastroesophageal junction cancer with

disease progression on or after a trastuzumab-containing regimen
(DESTINY-Gastric02): primary and updated analyses from a single-ar,
phase 2 study

EFFICACY

Response assessment by ICR April 9, 2021 data cutoffe | November 8, 2021 data cutoff®
patients (N=79) patients (N=79)

Key eligibility criteria
Pathologically documented, unresectable
or metastatic gastric or GEJ cancer

Centrally confirmed HERZ2 positive disease |—
(defined as IHC 3+ or IHC 2+/ISH+) on
biopsy after progression on first-line
trastuzumab-containing regimen

ECOGPSOor1

SAFETY

6.4 mg/kg Q3W  [eummme

(N=79)

Primary endpoint
* Confirmed ORR by ICR
Secondary endpointsP
* PFSbyICR
« OS
« DoR
« Safety

* Patient-reported outcomes

. e Any TEAE 100 (79)
(95% Cl) (27.3-49.6) (30.8-53.4) Drug-related 94.9 (75)
TEAE grade =3 55.7 (44)
Confirmed best overall response, % (n) Dru
g-related 30.4 (24)
CR 3.8(3) 5.1(4)
PR 34.2 (27) 36.7 (29) Serious TEAE 41.8 (33)
SD 43.0 (34) 39.2 (31) Drug-related 12.7 (10)
PD 16.5 (13 16.5 (13
Not evaluable 25 22)) 25 §2)) TEAE associated with study drug discontinuation 19.0 (15)
- - Drug-related 12.7 (10)
d o
g%ﬁg"&?d DCR.% % (n) (% 'g_g‘g) (% ‘g_g‘g) TEAE associated with dose reduction 21.5(17)
= = Drug-related 17.7 (14)
H 0, N - e
Median DoR, months, (35% C1) 8.1 (4.1-NE) 8.1 (5.9-NE) TEAE associated with an outcome of death 13.9 (11)
Median TTR, months, (95% Cl 1.4 (1.4-2.6 1.4 (1.4-2.7 Drug-related 2.5 (2)
Median OS, months 12.1 (9.4-15.4) Adjudicated drug-related ILD/pneumonitis 10.1 (8)
v = 3 Adjudicated drug-related ILD/pneumonitis grade 5 2.5 (2)
edian , months - .6 (4.2-8.
aMedian follow up was 5.9 months (range 0.7-15.4 months); ®"Median follow up was 10.2 * Median treatment duration was 4.3 months

months (range, 0.7-22.1); *Primary endpoint; “Exploratory endpoint; eSecondary
endpoint analysis based on responders (n=33); 18 patients were censored

(range, 0.7-22.1 months)

* The most common TEAEs were nausea (67.1%), vomiting
(44.3%) and fatigue (41.8%)

DICIEMBRE 2022

N EnglJ Med 2020; 382:2419-30
Lancet 2023.24(7): 744-756




TAGS: fase Il multicéntrico, aleatorizado, doble ciego, controlado con
placebo, en 32 linea ACG-UEG

* Pacientes con CGm/UGE

+ 22 lineas previas:

- Fluoropirimidinas

- Platinos

- Taxanos y/o irinotecdn

- iHER2 en enfermedad HER2+
(si disponible)

- Refractarios/intolerantes a la tltima
linea previa de tratamiento

* ECOGPSO-1

* Edad 218afios (220 en Japdn)

35 mg/m? bid v.o. dias 1 - 5 y 8 — 12 ciclos 28 dias .

FTD/TPI + MTS

Placebo + MTS -

Bid v.0.dias1-5y

Fase lll: TAGS. Objetivo primario: SG

Objetivo primario:
- SG

* Objetivo secundario:
- TRG
- TCE
cdv

—12 ciclos 28 dias — Tiempo hasta ECOG 22

FTD/TPI* Placebo*
N=337 N=170

1004
Eventos, n2 (%) 244 (72) 140 (82)
a{ 804 SG Mediana, meses 5,7 3,6
®
3 HR (IC 95%) 0,69 (0,56 - 0,85)
€] One sided p=0,0003
o
£ 60+
2
2
2
g8
g ® = FTD/TPI
= Placebo Reduccién del riesgo de
SG 12 meses: 21%
2 muerte en un 31% (HR: 0,69;
\ 1C95%: 0,56 - 0,85,
SG 12 meses: 13% E L p=0,0006).
0 T T T T T T T T T T T T T T T T T T T T T T T T 1 .
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 FTD/TPI prolongé la
Tiempo, meses supervivencia frente a
Mo s m m m w w mom oo oeow B ow e T 1 7 4 4 4 s placebio, Independientements
Placebo 170 158 131 101 kAl 60 47 40 34 29 17 12 10 9 7 5 2 2 o o o o 0 0

° de la gastrectomia previa.?

Fase lll: TAGS

Variable

Age (years)

Sex

Ethnicity

Region

ECOG PS

Primary site

HER2 status

Fase IIl: TAGS. Objetivo secundario: SLP

de Progresién, %

FID/TPI* Placebo®
N=337 N=170
Eventos, n2 (%) 287 (85) 156(82)
SLP Mediana, meses 20 18

HR (IC95%) 0,57(0,47-0,70)
o001

== FTDTPI
== Placebo

SLP 6 meses: 15%

Subgroup
<65
265
Male
Female
White
Asian
Other
USA
Europe
Japan
0

1

GEJ
Gastric
Positive

Negative

Tiempo, meses

. Objetivo primario: SG. Subgrupos

Patients HR (95% CI) Variable Subgroup
279 - No. metastatic sites 1-2
228 - 23
369 - Peritoneal metastases Yes
138 No
357 == Previous gastrectomy Yes
80 No
70 — No. prior regimens 2
26 3
408 -~ 24
73 Prior ramucirumab Yes
191 —— No
316 - Prior irinotecan Yes
145 i No
360 - Prior taxane Yes
94 No
313 _—

0 0510 15 20 25
Favours FTD/TPI

Patients

227
280
140
367
221
286
190
194
123
169
338
281
226
459
48

0% RP y 0%RC
Tox G 3-4 80% vs 58%

HR (95% Cl)

AERRNREEER

}

1|**

T
0 05 10 15 20 25
Favours FTD/TPI

!

Lancet Oncol. 2018;19:1437-48
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