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INTRODUCCION: “Nuevos Conceptos en Angiogénesis”
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1. Angiogénesis diferente de vasculogénesis (descrita ya en 1971) y es el mecanismo por el que crecen los

tumores

‘En ausencia de vascularizacidn, los tumores sélidos permanecen latentesy de
un tamano de 2—-3mm3, estando su tamaino limitado por la capacidad del
oxigeno y los nutrientes para difundirse en el interior del tumor’

Folkman J. N Engl J Med. 1971 Nov 18;285(21):1182-6.
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2. Los “actores principales” son VEGF y VEFR

veor-a SFE® VEGr.A F B VEGF-C

14 \ _‘\‘i’j F_M VEGF-Dj

VEGFR-1

Hematopoiesis Vasculogenesis & Angiogenesis Lymphangiogenesis

1. Revisado en Adams and Alitalo. Nat Rev Mol Cell Biol 2007;8(6):464-78.
2. Reviewed in Hicklin and Ellis. J Clin Oncol 2005;23(5):1011-27.

Cada inhibidor actua
en una diana
diferente
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3. La Hipoxia tumoral es el principal estimulo para la secreciéon de VEGF

Un exceso de VEGF inicia el proceso angiogénicotumoral

Hypoxic tumor center

1. Revisado en Adams and Alitalo. Nat Rev Mol Cell Biol 2007;8(6):464-78.
2. Reviewed in Hicklin and Ellis. J Clin Oncol 2005;23(5):1011-27.
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4. La Hipoxia tumoral conduce a un microambiente (TME) “inmunosupresor”

- Con la secrecion de VEGFA se inhibe la funcion de CD8+,maduracion células dendriticas

- Establece potencial sinergia entre anti PD-1/PD-L1 y antiangiogénicos

Tumor Hypoxia
u .

HIF-1a mediated activation of VEGF/ANG
leading to disruptive tumor vascularization

TAM

'L——L Immune suppressors
Promotion of immune suppressive TME O
Treg
DC
T /// @ MDSC

VEGFR2

Immune effectors
blockade

ah

Promotion of Immune Permissive TME

Adaptado. Saeed A, J Hematol Oncol. 2021 Jan 12;14(1):13.
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5. La sobreexpresion de VEGF se correlaciona con mayor agresividad y peor prondstico en Adenocarcinomas gastricos y de la UEG

Tasade supervivencia en el cancer de estbmagodespués
de unareseccién potencialmente curativa (por la
expresion tumoral del VEGF[inmunohistoquimica))

100 T
L iy,
T
80 - L
Q T
5 1
X 60 -
©
=
S 40 —
(?) VEGF negative (n = 61)
20 - VEGF positive (n = 34)
p<.05
0 | | | | |
0 10 20 30 40 50 60

Months after Surgery

Lieto E, Ann Surg Oncol. 2008 Jan;15(1):69-79.
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6. Sabemos que los diferentes antiangiogénicos (TKls o anticuerpos) tienen diferente mecanismos de accién

Tumor Tumor cells

Tumor cells

v =
%& y - Afiibercept Fase IlI
B o gy ® - Bevacizumab
O & .
s ~1 y - Raml'Jc'lrumab
Ramucirumab = Apatlnlb

= 2

VEGF-D
VEGF-E

Tumor vessel wall
endothelium

Adaptado.Barzi A, Thara E. Angiogenesis in esophageal and gastric cancer: a paradigm shift in treatment. Expert Opin Biol Ther. 2014 Sep;14(9):1319-32.
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PRIMERA LINEA: Una historia de fracasos...
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1. Bevacizumab (AntiVEGF - A) no impacta en SG (Fase Il AVAGAST; n: 774; 19% Panaméricanos)

A 1.0 | man s
= Fluoropyrimidine-cisplatin + placebo
0.9 imidine-cisplati . , . ‘ S .
o e e Table 4. Baseline Charactenstics and Efficacy by Region (intention-to-treat population)
Z
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2 P=.100
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E g I '—-' e e e e
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: ‘ ‘ i : : : ‘ {n=18g n = 188) (n=12%) [n="124) =74 [n=75)
0 3 6 9 12 15 18 21 24
) . Efficacy
Time Since Start of Study (months)
No. at risk ;
FI(L]Joaro:)I:'rimidine-cisplatin + placebo 387 343 an 204 146 98 54 15 0 Median overel
e e e G Gl . i b . - 0 swivl months 139 0w 0515 11 86 085 0630114 | 115 8 08 0430094
Madian progression-
B 1.0 :
. =—— Fluoropyrimidine-cisplatin + placebo fre survival,
0.9 imidine-cisplati -
= i e months 67 55 0% 07414 69 4 o 054008 | 58 4“0 0410033
< i
E 0.7 HR < 0.80 Responsa rate 142 132 109 10 ] 55
LZ 06 195% C1, 0.68 0 0.93) Overal responsa
= 67 e
I.?I_j r— e 53 Tata 49 455 190 0890177 413 82 179 102t0315 500 ¥4 175 08310369
£ S 047 -
% 4 031
o 0.2
g o1
= 1 1 1 T 1 1 1 U
0 3 6 9 12 15 18 21 24
Time Since Start of Study (months)
No. at risk
Fluoropyrimidine-cisplatin + placebe 387 279 145 86 55 32 15 3 0
Fluoropyrimidine-cisplatin + bevacizumab 387 306 201 123 71 38 1 3 0

Ohtsu A, J Clin Oncol. 2011 Oct 20;29(30):3968-76
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1. Bevacizumab (AntiVEGF - A) no impacta en SG (Fase Il AVATAR, China; n:202)

a Survival Rate (%)
100 1
90 9
11,4 vs 10,5, HR 1,11
=0
7o
so
SO 1
-
40 */.(Jla 4
.
so —(--‘—-{—J/A—L—-
zo H
v
o
o
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n ot risk
P+ CopC 102 a1 78 S6 a2 30 12 -] 2 o
Bv7.5+CopC 100 Q94 78 57 40 25 n 7 2 o
Rondomized lreolment = - PI+CopC 8v7.5+CopC

6 vs 6,3 HR0,89

0 3 6 9 12 15 18 21 24

Study Month
n ol risk
Pil+ CaopC 102 76 44 24 14 & 1 [+] o
Bw7.54CopC 100 a1 43 28 17 a 2 1 ]
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Shen L, Gastric Cancer. 2015 Jan;18(1):168-76.
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2. Ramucirumab (AntiVEGFR - 2) no impacta en SG (Fase Ill RAINFALL, n:645)

Progress on-free survival (%)
&

.
T

— Ramucirumab plus flucropyrimidine/ cisplatin
— Placebo plus fluoropyrimidine/cisplatin

HR 0-753 (95% CI 0-607-0-935)

Log-rank p=0-011

Number at risk
{number censored)
Ramucirumab group 255
(0
Placebo group 253
(0

30

144
(40)
M1
6)

89
(54)

(42)

(59
(45)

29
73)
i |
(55)

15 7 2 1
78) (83) (85) (86)
1 1 1 0
(56) (61) (61) (62)

Owverdl surviva (%)

— Ramucirumab plus plus fluaropyrimidine/cisplatin
— Placebo plus flucropyrimidine/ cisplatin

HR 0-962 (95% O 0-801-1-156)

Log-rank p=0-68

Number at risk
{number censored)
Ramucirumab group 326

[}
Flacebo group 318
(0)

n

290

267
13)
256
(18)

Time since mndomisation (manths)

198 /6 17 99 75 54 31 A W 8 1 0
@ @ @ @ 6y @ @ ) 6 79 (86 6D
25 1|84 1 LS 8 6 2 3} 7 n 5 1 0
@ @6 @) @ @8 @ (4 (65 @5 (B0 (85 (87 (88)

Fuchs CS, Lancet Oncol. 2019 Mar;20(3):420-435.
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2. Ramucirumab (AntiVEGFR - 2) no impacta en SG (Fase Il RAINSTORM, China, n:189)

E Progression-free survival Overall survival
1.0+ 1.0+
— RAM+50X
0.8 0.8+
PBO+S0X
£ 0.6 2 0.6
= =
m m
= =
& 0.41 & 0.4
0.2 0.2+
0 T T T T T T T T T T T 1 0 T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time, mo Time, mo
No. at risk Mo. at risk
RAM+50X 9% 82 67 42 30 14 10 9 6 2 2 0 0 RAM+S0X 96 95 89 82 74 61 55 46 33 25 2012 7 3 2 O
PBO+S0X 95 81 64 46 34 22 15 12 6 5 3 3 0 PBO+SOX 93 91 87 83 75 66 56 44 33 30 21 14 9 4 3 O

Yoshikawa T,. JAMA Netw Open. 2019 Aug 2;2(8):€198243.
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3. Aflibercept, combinado con FOLFOX no impacta en SG (Fase Il ) no impacta ni en SG ni en SLP (n:64)

Survival probability

0 01 02 03 04 05 06 07 08 09
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Cleary JM, Cancer. 2019 Jul 1;125(13):2213-2221
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SEGUNDA LINEA: jExito !
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1. Un 40% llegaran a 2L y diferentes citotoxicos demostraron beneficio frente a PLACEBO.

Publicacion Estudio, Pais N Droga Incremento
Thuss-Patience PC. AlO 40 Irinotecan 4vs 2.4 HR 0.48
EurJ Ca 2011 Alemania Vs BSC P 0.012 1.6 meses
Kang JH. Corea 202 Irino/Docetaxel 53vs 3.8 HR 0.66
JCO 2012 Vs BSC P 0.007 1.5 meses
Ford HE. COUGARO02 168 Docetaxel 5.2vs 3.6 HR 0.67
Lancet Oncol 2014 Reino Unido Vs BSC P 0.01 1.6 meses
Hironaka WJOG 4007 223 Paclitaxel 9.5vs 8.4 HR 1.13
JCO 2013 vs Irinorecan P:0.38 Menos toxico
paclitaxel
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2. Ramucirumab (antiVEGFR2) es superior a placebo (Fase Ill, REGARD, n:355).

HR (95% C1)=0.776 (0.603-0.998) p value=0.047

Ramucirumab Placebo
Patients / Events 2387179 117199
Median (mos)
(95% Cl) 5.2 (4.4-5.7) 3.8 (2.8-4.7)
6-month OS 42% 32%
100 12-month OS 18% 11%
80
60 — —— Ramucirumab (n=238)
Placebo (n=117)
—————————— e Censored
0 RN
B [
1 I
I I
I I
20 Y
I I
I I
i B ‘ —
1 I 4
0 1 = F [ W ] 1 T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
No. at risk
Ramucirumab 238 154 92 49 17 7 3
Placebo 117 66 34 20 7 4 2

Fuchs CS et al. Lancet 2014;383:31-39

80 —

60

40

20

HR (95% CI)=0.483 (0.376-0.620)

Log rank p value (stratified) <0.0001
Ramucirumab Placebo
Patients / Events 2387199 117 /108
Median (mos)
(95% Cl) 2.1(1.5-2.7) 1.3 (1.3-1.4)
12-week PFS 40% 16%

—— Ramucirumab (n=238)
Placebo (n=117)
| Censored

No. at risk

Ramucirumab 238 213 113
Placebo 117 92
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2. Ramucirumab (antiVEGFR2) es superior a placebo (Fase Ill, REGARD, n:355).

: _ Placebo
Ramucirumab (n=238) (n=117)
Respuesta Completa 1 (<1 %) 0
Respuesta Parcial 7 (3 %) 3 (3%)
Enfermedad Estable 108 (45 %) 24 (21%)
Enfermedad Progresiva 78 (33%) 63 (54%)
Sin evaluacion 44 (18 %) 27 (23%)

Fuchs CS et al. Lancet 2014;383:31-39
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2. Ramucirumab (antiVEGFR2)/paclitaxel es superior a paclitaxel en SG,SLP y TR (Fase Ill, RAINBOW, n:665).




RAINBOW : Disefo
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Ramucirumab 8 mg/kg cada 2

Estratificado por: semanas

+ paclitaxel 80 mg/m? semanal

* Tiempo hasta progresion
durante la 12 linea de
tratamiento
(<6 frente a 26 meses)

 Evaluacion tumoral cada 6
semanas

- Hasta progresion - S _ _
« Seguimiento de supervivencia

« Seguimiento de seguridad

* Posibilidad de medicion de la
Placebo cada 2 semanas

ZOo—00omrmwm
|

enfermedad (medible frente a
no medible)

+ paclitaxel 80 mg/m? semanal

Poblacion de pacientes

* Adenocarcinoma gastrico o de la UGE (metastasico o localmente avanzado y no resecable)
* Tratamiento de primera linea con doblete platino / fluoropirimidina con o sin una antraciclina
* Los pacientes experimentaron progresion durante la primera linea de tratamiento o en los 4 meses siguientes
* EG ECOG 0/1
~* Sin metastasis en el SNC

Wilke H et al. Lancet Oncol 2014;15:1224-1235
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RAINBOW :Caracteristicas basales

Ram+Pac Plc+Pac
N=330 N=335
n (%) n (%)
Gastrico
Tipo de cancer
UGE
Intestinal
Difuso
Subtipo histolagico
Mixto 21 (6,4) 14 (4,2)
Desconocido/ausente 49 (14,8) 53 (15,8)
Tumor primario Presente 209 (63,3) 209 (62,4)
Numero de sitios metastasicos
>3 121 (36,7) 103 (30,7)
Metastasis peritoneales Si 163 (49,4) 152 (45,4)
Extension de la enfermedad Metastasica _
<10% 277 (83,9) 286 (85,4)
Pérdida de peso (Pasados 3 meses)
210% 53 (16,1) 47 (14,0)

Wilke H et al. Lancet Oncol 2014;15:1224-1235
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RAINBOW : SG

HR (95% CI)=0.807 (0.678-0.962)

1.0
. Stratified log rank p value=0.017
0.9 4 RAM + PTX PBO + PTX
Patients / Events 330/ 256 33517260
T 9,814 Median (mos) (95% CI)| 9.6 (8.5-10.8) 7.4 (6.3-8.4)
- %2 6-month 72% (66-76) | 57% (51-62)
I . 12-month 40% (35-45) 30% (25-35)
w 06 | 9,6
‘O ’ MESES
R 0 S %— == —— Ramucirumab + paclitaxel
() | I :
> AN | : Placebo + paclitaxel
S ' : :l' L, | Censored
S 03 o
o 03 |
> R i
N 02 - MESES | |
|
| I Lol ot 1 —
0.1 | i
00 I | I : ] I I I I I ] I | I I ]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
No. at risk Meses
RAM+PTX 330 308 267 228 185 148 116 78 60 41 24 13 6 1 0
PBO +PTX 335 294 241 180 143 109 81 64 47 30 22 13 5 2 0

Wilke H et al. Lancet Oncol 2014;15:1224-1235
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RAINBOW : Todos los subgrupos se benefician

n n
(RAM (PBO

Category Subgroup +PTX) +PTX) HR
Geographic region Region 1 198 200 — —— 0-726
Region 2 23 21 + 0-797
Region 3 109 114 1 0-986
Time to PD on <6 months 250 256 —— 0.871
first-line therapy >6 months 30 79 — —————— 0.615
Disease Non-measurable 63 62 * 1.101
measurability Measurable 267 273 . 0.750
Sex Male 229 243 —— 0.814
Female 101 92 — e 0.672
Age group <65 204 212 —— 0.753
(years) >65 126 123 — — 0.861
ECOG PS 0 117 144 — | \ 4 0.778
1 213 191 B 0.771
Histological Intestinal 145 135 — e T 0.705
subtype Diffuse 115 133 A 0.856
Number of <2 209 dea = 0.749
metastatic sites =2 121 103 — : * 0.815
Primary tumor Gastric 264 264 — —p— 0.899
location GEJ 66 71 | 0.521
Previous Yes 133 126 * L 2 0.939
gastrectomy No 197 209 — e 0.753
Peritoneal Yes 163 152 — = S 0.807
metastases No 167 183 — —p—— 0.758

0.5 1

Wilke H et al. Lancet Oncol 2014;15:1224-1235
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RAINBOW : SLP

100 4, HR (95% CI)=0.635 (0.536-0.752)

"W, Stratified log rank p value<0.0001
5 90 1 RAM + PTX PBO + PTX
< 80 Patients / Events 330/279 335/ 296
= Median (mos) (95% Cl)| 4.4 (4.2-5.3) 2.9 (2.8-3.0)
o 70 | \ 6-month 36% (31-41) 17% (13-22)
> ' 9-month 22% (17-27) 10% (7—14)
= 60 -
S 4,4
c 50 ———————1———% MESES —— Ramucirumab + paclitaxel
» I | Placebo + paclitaxel
@© 40 - | |
k3] I [ | Censored
= 30 | |
Q . |
= il
- 20 | MESES | R
8_ | |
> o o
0p) | I
| | LIl I
0 T I T I T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22
No. at risk Meses
RAM + PTX 330 259 188 104 70 43 28 15 11 7 3 1
FBELT PTX =336 214 124 50 34 21 12 8 5 3 3 3
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WHAT ELSE....?
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SEGUNDA LINEA: lecciones aprendidas




SIMPQSIO.DE REVISIONES EN CANCER
“Tr

atamiento médico del cdncer en el aiio 20227

1.Estudios de Vida Real:RAMIS y RAMOSS
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1. Los estudios de vida real (RAMIS, n:317) corroboran los hallazgos de los Fase Il RAINBOW y REGARD

Figure 1: KM estimates of OS

™ Lo s
o -"‘-.\ SG 7.2 ms ( 7.4 combinacion vs 4.3 monoterapia)
E o L T SLP 3.8 ms (3.9 combinacién vs 2 monoterapia)
o 1. S —
S 1?" . B Tpo a PE (TTP) 4.3ms ( 4.5 combinaciény 2.5
E— ——— monoterapia)

RR medible (2.9% CRy 17.6% PR):19.2% .
RAINBOW 28%

Figure 2: KM estimates of PFS

1.0 -

£ . | \, RR no medible: 35.3% no progresion

£ N

: ’ 1 ;\\,L . . H

N Solo 2.2% ajustes de dosis de ramucirumab
— , 0 25

Longo F et al. Future Oncol. 2021 Feb 16. doi: 10.2217/fon-2020-1216.
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Ramucirumab effectiveness in patients with advanced gastric cancer

(AGC) or gastro-esophageal junction (GEJ) adenocarcinoma in clinical
practice in Spain: Sub-analysis of RAMIS study

Figure 1. KM estimates for 05 Figure 2. KM estimates for PFS
N o 173 ProductLimi Survival Besmates FroductLims Swreival Fstimates
Subanélisis en pacientes o I N i
tratados en combinacion, . . Ew
ECOG 0/1 : | !
SG mediana: 10.3 meses '

b ] 10 m ] b i} § i 15 o

SLP mediana : 4.9 meses e — e e—

Longo et al. ESMOWGI 2020
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1. Los estudios de vida real (RAMOSS, n:177) corroboran los hallazgos de los Fase || RAINBOW y REGARD

A B

1.0 1

- Ramudrumab + Paditaxel 1.0
— Ramudrumab monotherapy

o
©
L
o4
©

mOS 83 vs 48
(95%CI 7.2-8.8 2.8-12.3)

o
o
s
o
o
'

e
>
L

0.4 4

Overall Survival (OS) probability

o
~

0.2 4

Progression Free Survival (PFS) probability

— Ramudrumab + Paditaxel
— Ramucdrumab monotherapy

mPFS 4.5 vs 2.7

(95%CI 4.1-4.8  0.9-6.1)

—

T Ll Ll T

0 5 10 15 20 25

Time (months)

Fig. 3 Kaplan-Meier plots for OS (A) and PFS (B) according to treatment

Di Bartolomeo M,. Target Oncol. 2018 Apr;13(2):227-234.

T T T T

10 15 20 25

Time (months)
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2.Poblacion Her 2
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2. La poblacion Her 2 se beneficia del empleo de paclitaxel y ramucirumab

Bayesian models: HER2-positive tumors.

The posterior probability of benefit (HR <1) with paclitaxel-ramucirumab vs paclitaxel in terms of 0S-2 is 81%, with HR 0.83 (95% Crl, 0.56-
1.23). The dot plot shows the posterior probability distribution for OS. For PFS-2, the probability of benefit (HR<1) with paclitaxel-
ramucirumab vs paclitaxel is 99%, with HR 0.63 (95% Crl, 0.43-0.92).

Bayesian models: HER2-negative tumors.

The posterior probability of benefit (HR <1) with paclitaxel-ramucirumab vs paclitaxel in terms of OS-2 is 100%, with HR 0.65 (95% Crl, 0.51-
0.82). The dot plot shows the posterior probability distribution for OS. For PFS-2, the probability of benefit (HR<1) with paclitaxel-
ramucirumab vs paclitaxel is 100%, with HR 0.67 (95% Crl, 0.54-0.83).

Paclitaxel + /- ramucirumab
PFS-2, HER2-neg.

Paclitaxel + /- ramucirumah
pc _

Paclitaxel + /- ramucirumab PPS, HERZ-neg.
PFS-2, HER2-pos.

Paclitaxel + /- ramucirumab
PPS, HERZ2-pos.

® ® e ——— ————EEEEE —— —————————
1
0.50 0.75 1.00 125 05 0.7 0.9 0.5 0.6 0.7 08 0.9 1.0 0.5 0.6 0.7 08 0.9 1.0
Hazard ratio (66%. 95% Crl) Hazard ratio (66%, 95% Crl) Hazard ratio (66%, 95% Crl) Hazard ratio (66%, 95% Crl)

Cotes Sanchis A. PLOSone 2020; 15(7):e0235848.
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3. El beneficio es independiente del estatus HER 2 ( estudio RAINHER,SLP)

Supervivencia Libre de Progresién (SLP2) Superuiuencia Libre de Progresién [mESES}

HER2-positive
nievents Median (95% Cl)  HR (95% CI)
Bo/BS 2.7 (2531 ga7 (0.400.82)
_ wcirumab 60/56 4.7 (3.3-5.9) prvalue=0.0031
= 075
=
=
=
5
@
& 0
T
S
3
2
=
=3
=4
a
0.00
3 6 o9 12 15 8 24
Months
Number at risk
sthers 89 37 11 & 2 1 1 1 1
60 a1 20 5 1 1 o o o

AN B L QT RAM+PAC QT RAM+PAC
= . o5 amayy PYAGET0.0504 2 . ? 4 . ?- 28 3_5
% (2.5-3.1) (3.3-5.9) (2.6-3.1) (3.2-4.7)
E o om HR 0.57 (0.40-0.82) HR 0.67(0.54-0.83)
¥/ N .S = Y No se encontrd interaccion entre el estado de HER2 vy el efecto
N = - i ) 7 Y del tratamiento en SLP2 (p=0.459)

Gallego J, et al. Oral Presentation, SEOM 2021
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3. El beneficio es independiente del estatus HER 2 ( estudio RAINHER, SG)

Supervivencia Global (sG2)

Supervivencia Global (meses)

HERZ2-positive

Overall sumvival, %

.00

Number at risk

HER2+ HER2-
QT RAM+PAC QT RAM-+PAC
5.6 7.4 5.0 6.6
(5.1-8.0) ||(6.1-12.0) || (4.2-5.7) || (5.7-8.5)

Overall sunival, %

i)

Number at risk

Months

HR 0.70 (0.53-1.04)

HR 0.67(0.53-0.85)

No se encontro interaccion entre el estado de
HER2 y el efecto del tratamiento en SG2
(p=0.822)

Gallego J, et al. Oral Presentation, SEOM 2021
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Los resultados sugieren que el beneficio en supervivencia del
tratamiento de 2L en AG y de UEG avanzado, RAM+PAC o QT, es
independiente del estado de HER2

A4

El presente analisis complementa con datos de practica clinica real

los resultados del ensayo clinico RAINBOW.
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3.0tras quimioterapias de Combinacién
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4. FOLFIRI/ramucirumab (Fase Il RAMIRIS, n:101) no difiere en eficacia (SG, SLP) comparado con paclitaxel /ramucirumab

PFS, subgroup: docetaxel pre-treatment
1.0

FOLFIRI:n =48, 38 events, median = 4.6 months
Paclitaxel: n = 24, 23 events, median = 2.1 months

rate without event
(@)
Q

0.4+

0.2+ $ l

0.04 Logrank test: p=0.0070 |
| I I i I I
O 5 10 15 20 25

months

Lorenzen.J Clin Oncol 38: 2020 (suppl; abstr 4514)
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4. Ramucirumab/Irinotecan (Fase Il ), es eficaz y opcidn a consideran en pacientes con neurotoxicidad g=2 (n:40)

Best response in patients treated with Overall Survival (N=40
ramucirumab and irinotecan (N=30*) Progression-Free Survival (N=40) varall=urviyal (=39

1.00
|
1.00

100

0.75
1

0.75
1

=290
ORR=29% m0S=8.3 months

mPFS=4.6 months
(95% CI 6.7 - 13.3)

20 -+ (95% C1 2.7 - 5.4)

0.50
1
0.50

Proportion of living patients

0.25
1

30 fe=mmmmmmmemeceeaaac 2SR REERE

0.25
|

HER2 negative
W HER? posiive

% Change from Baseline
o
"
=3
|
|
]
]
'
|
|
|
|
)
I
I
|
]
'
|
|
|
|
I
|
|
'
Proportion of patients without progression

0.00
1
0.00

T T T

T T T I T T
-100 0 6 12 18 24 30 0 6 12 18 24 30 36
Patients Months after treatment Months after treatment

*including patients evaluable for radiographic response only Number at risk 40 12 4 3 1 1 Number at risk 40 28 12 8 4 1 1

Park et al. ASCOGI 2022.Abstract 284.F3



Ramucirumab plus FOLFIRI or irinotecan as second-line therapy

in advanced or metastatic gastric or gastroesophageal junction
adenocarcinoma

Verena Schlintl, Florian Huemer, Richard Greil, Lukas Weiss

COverall survival Kaplan-Meier estimates

1.0 1 -1~ Irinotecan + RAM

. L--.i FOLFIFI + RAM censored N:16
£ 0.6 ' FOLFIRI-RAM mayor SG comparado con irinotecan- RAM
§ T 15.2 meses (95% Cl: 4.7-25.7) vs. 6.9 meses (95% Cl: 1.0-12.8),
g o . P=0.01

0.2 -i No diferencia estadisitica en SLP

mmmmmmmee- ; (5.4 vs. 4.6 months, P=0.19).
0.0+ !
'DjD E:.D 12I.0 1[8.0

Time (months)

Schlintl V, Huemer F, Greil R, Weiss L. Journal of Gastrointestinal Oncology. 2021;12(2).
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4. Estudio HER/RAM (Asiatico) fase I/1l que combina paclitaxel/ramucirumab y trastuzumab (n:50)

Updated Efficacy

Best response > Median follow-up duration (range): 27.5 months (17.4-37.6)
Complete response > MmPFS: 7.1months (95% CIl= 4.8-9.4)
Partial response Met the primary end point
Stable disease > mMmOS: 13.6months (95% CI=9.4-17.7)

Progressive disease > mDOR: 6.8months (95% CI=1.5-11.9)
Objective response

Disease control

[l Complete/partial response

. 1 Best overall response:-Partial response [l Stable disease -Progressive disease
. Stable disease

Tumor shrinkage in 86%
(43/50) of patients -Progressive disease

* Ongoing response/disease control

o
@
s i

¥ Complete response

+
x

of target lesion (%)
)

Change from baseline
ko

of target lesion (%)

P Ongoing

Best change from baseline

42 48

Rha.Pdster 330.ASCOGI2022
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4. Estudio HER/RAM fase I/Il que combina paclitaxel/ramucirumab y trastuzumab (n:50)

Tumor response and survival according to HER-2 expression changes
(n=23)

7.2 vs. 6.4 months

p=0.2642

lPartial response — HER-2 maintain
Plistable disease HER-2 loss

o
o

12 18 24 30 36 42
lHER-2 1HC 3+ Months after treatment

BHER-2 IHC 2+, I1SH amp (+)
HER-2 (-)

&
)

@
£

9 =
L
2 =
£ 9
o w
=2 o
5a
c D
S &
= 8
O
- O
7

@

o

-100 -Complete/panial response at 1% line treatment

HER-2 status (before 15t line) [l afzes]
Response (15t line) - --.
HER-2 status (before 27 line) - .Progresslve disease at 15'line treatment

15.1vs. 12.2 th
.S!able disease at 15! line treatment | P=04\5,§40 months

— HER-2 maintain
HER-2 loss

Her-2 loss after 1st line treatment was 8/23 (34.7%).

There was no association of tumor response or survival according
to Her-2 loss, suggesting Trastuzumab/Ramucirumab/Paclitaxel

triplet regimen might cover various tumor clones. ° Mf,mhf aﬂz,;r t,;‘;tmii,t *

Rha.Pdster 330.ASCOGI2022
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4.Combinacion con Inmunoterapia
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1. Fase Il Combinacion (triplete) Ramucirumab/nivolumab y paclitaxel muy prometedora (ASIATICOS)

phase I/l Paclitaxel + Nivolumab (n=48)

A 0
5 6-month progression-free survival:
4 33.3% (95% CI 20.6-46.6)
3 Median progression-free survival:
$ 3.9 months (95% Cl 2.7-5.5)
&
g
50 “
§
@
o
0 T
0 2 Y] »
months
Number at nsk & i 5
(number censored) ’ o

Lee. AACR 2021

Percent overall survival

Number at nsk
(number censored)

12-month overall survival:
46.4% (95% C1 31.7-59.9)
Median overall survival:

11.2 months (95% CI 6.0-18.7)

Nakajima TE,. Clin Cancer Res. 2021 Feb 15;27(4):1029-1036.

phase l/ll Paclitaxel + Ramucirumab + Nivolumab (n=43)

Progresin-free survivel (V)

No. ot reh

8

.3

2

T
0

L

1

Y
!

PIX+RAMNIVO4) 3%

Median PFS 5.1 months

(95% CI, 4.5-6.5)

b

T Ty T —————
2 Y 4 5 & 1T 8 9 0N N

Manthy fum enreliment

Oversll survval (V)

No. at rik
¥ M N 2 20 9 8 & & 5 4 PIXCRAMINVOL

100

10

L1

0

'T Median OS 13.1 months

. (95%CI, 8.0~ 16.6)

M) 4 ] L} 1% L] H u
Mosthy from enrolment

Ll n e n 1 10 ' L)

60% CPS 21

13.8 months (95% Cl, 8.0-19.5 months) in patients with CPS > 1
8.0 months (95% Cl, 4.8-24.1 months) in patients with CPS < 1

ORR: 37.2%; DCR:83.7%
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5.éLa 10 y después antiangiogénicos?
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1. Analisis retrospectivo de casos (n:19 IC previa; n;41 no 10 previa) mas RR 58%, PFS 12.2 ms, SG 14.8 ms

| P, <.001
D) % (C) ( (F) HRUY 0.53 (95% CI 0.28 - 1.02)
Py <001 10 HRyy 0.13 (95% €1 0.04 - 0.39) HRmv 0.33 (85% CI1 0.15 - 0.72)
100 r . : HRpy 0.08 (95% €I 0.02 - 0.29) 0.9
i ! 0.9+
o 0.8+
RAM + TAX without RAM + TAX with 5 g 0F S .r
o preceding ICI ¢ preceding ICI @ £ 07 —
S 504 n=41 n=15 = 1 c 086 RAM + TAX with procading IC! (n = 19)
s H ! = B 0.6 RAM + TAX with preceding ICI {(n=17) o madian: 14.8 ma (95% Cl: 6.8 - not reachad)
g8 2 c O mudian: 12.2 mo (35% CI: 6.4 « 12.6) = 0.5
583 L) s ® 05 £
s o ©w o 04
2588 0 sD £ P o4 o
% o 9 0.3
i = 8 o 03 a
3 - HCR 2 2 92 g
£ o 1 + woedin n=
-50 1 0.1- Last chema befare IC] {n=17) 0.1 xrmn‘.ﬁ %ﬁ;ﬁ:h ::‘1‘ .n1 :::; =
0.0 madian: 3.0 mo (95% CI: 1.8 < 5.1) 0.0 T T : I T T T : I T I 1
0 2 4 6 B 10 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24
-100 - Time (months
Fatlents-atsrisk Tlme (months) Patients-at-risk { )
AR T LATE R i Mg g S B g s S ICHRAMTAX 18 13 18 14 13 1w 3 8 & 4 4 3 3
LCEI 17 1 a 2 1 0 RAMTAX (2] [ 49 A1 27 23 a0 14 12 1 g 4 4

Kankeu Fonkoua. Int J Cancer. 2021 Jul 15;149(2):378-386.
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2. Analisis retrospectivo de casos el beneficio de 10 previa “aplica “ a todas las QT en respuesta pero en SLP Pacli/ramu

Table 2 Tumour responses

Anti-PD-1- Anti-PD-1-
exposed group hnaive group P value
Overall n=56 n=138
population
CR (@) 0]
PR 25 (45.5%) 27 (19.620)
SD 20 (35.792%06) 68 (49.3%%)
PL) 10 (17.9%20) 43 (31.2%0)
NE 1(1.896 O (0.02%6
ORR (20) 44.6 19.6 0.001
DCR (20) 80.6 68.8 i iy [
Taxanes+RAM n=33 n=85
CR (e} (@)
PR 20 (60.620) 17 (20.02%)
SD 927 .396) 40 (47.1%)
=B 4 (12.1%20 28 (32.9%6
ORR (20) 60.6 20.0 <0.001
DCR (20) 87.9 67.1 0.023

Sasaki A. ESMO Open. 2020 Jul;4(Suppl 2):e000775.
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>

. overall population

B Anti-PD-1 naive group
Median (95% Cl)

3.4 mo (2.9-3.9 mo)

HR = 0.56 (95% CI, 0.37-0.84)
P-value = 0.004

12.5

nti-PD-1 naive group
Median (95% CI)

2.4 mo (1.3-3.5 mo)

HR = 0.90 (95% CI, 0.47-1.7)
P-value = 0.68

— 100 —=,
é
) B Anti-PD-1 naive group
£ 80— B
2 Median (95% Cl) s
c | =
S 60 =
§ 3.3 mo (2.9-3.6 mo) @
= 40 — £
2 HR = 0.82 (95% CI, 0.61-1.1 &
E P-value = 0.20 a

20 — e
2 5
a a

0 | | | | L L] )
0 2 4 6 8 10 12 14
Months

C. taxanes
< 100 __LL B Anti-PD-1 naive group 3
@D @
¥ 80 — Median (95% Cl) T 80 -
© ©
> >
S .4 2.4-4.4 S
g2 60 — 3-4mo ( mo) € 60 -
w w
.é 40 — HR = 2.1 (95% CI, 0.98-4.5) ~:§- 40
5 P-value = 0.051 S
£ 20 — t @ 20 o
g g
a a

0 T 1 T T T T 1 0 T

0 2 4 6 8 10 12 14 0 2
Months

Sasaki A. ESMO Open. 2020 Jul;4(Suppl 2):e000775.
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TERCERA LINEA: “no hay evidencia”
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1. Apatinib (TKI anti VEGFR-2) es superior a placebo en poblacién China (Fase lll, n 267) en 3L o sucesivas

== Apatinib
Placebo

Logrank P < .0001

o e o

1.0 4= =+ Apatinib 36
\\ Placebo g - i
© 0.8 S
= S 0.8
> é vy —
>3 =
= 7= 0.6 =
L ® = 06
- O '-‘.- =
© 2 04 - O
S = S O 04-
> =~ v o
o | Log-rank P =.0027 © —
0.2 5]
= 0.2 S
" g’
I I I I I | D‘:
0 5 10 15 20 25 30 3 é
Time (months)
No. at risk .
Apatinib 136 90 36 16 7 2 No. a.t r'3k
Placebo 71 35 5 2 2 0 Apatinib 136 27
Placebo 71 4

SG: 7.6 ms vs 5.0 ms
SLP 2.6 msvs 1.8 ms

Li J.J Clin Oncol. 2016 May 1;34(13):1448-54.

10 15 20 25 30

4
1

Time (months)

2 1 1
1
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1. Rivoceranib - Apatinib (TKI anti VEGFR-2) Negativo en poblacion global (Fase Ill ANGEL) en refractarios (n:369)

5
Overall survival Progression-free survival (central review)
1001 Median Patients HR 100,
A Patients Median HR
follow-up with event Median OS (95% CI) p value with event PFS (95% C1) p value
80 ~——— Rivoceranib 137months 250 (812%) 5.8 months 093 i —— Rivoceranib 279 (90.6%) 28 months
0.4850 80 anz <0.0001
> —— Placebo 121months 119(783%) S1months (074-1.15) — Y 144(947%) 18months (0-46-0.79) 4
= 2
= | =
=2 <0 i 60 -
e b msneman el 5.8 months e 2.8 months
s 5.1 months | ]
£« | £ o
3 A
20 20 -
—_"—h_._’_‘__ 1
i = —
[} . il v . . v . r 0 H . . . : = .
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18
Time from ( iths) Time from randomization (months)

No. 308 239 143 74 32 16 8 5 1 No. 308 145 51 23 6 3 0
atrisk 152 108 62 30 16 6 5 2 0 atrisk 152 32 10 4 1 0

Overall survival and PFS in 24t-line patients

Overall survival Progression-free survival

—— Rivoceranib + BSC — Rivoceranib + BSC
— Placebo + BSC o — Placebo + BSC

Z z
@ 0
6.3 months  HR=0.65 (35% CI 0.46-0.92) 35 months HR=0.38 (95% CI 0.27-0.53)
§ 4.7 months \—\\ p=0.0185 =z 17 P<0.0001
a0 £ w1
a @
20 20
o o T T T T T T
o 3 s El 12 ] 1 21 24 a 3 ] ? 2 15 L]
Time from randomization (months) Time from randomization (months)
No. 122 a2 s s 2 - Mo 122 & 28 2 2
sk 63 a7 24 ] 2 ] 1 1 ] sk 63 " E o a a a

Kang Y-K et al. ESMO 2019. LBA43



/ \ ¥ \\ /
- ¢ \/ 1
SIMPQSIO.DE REVISIONES EN CANCER

“Tratamiento médico del cancer en el aiio 2022”

FUTURO
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1. Regorafenib (TKI VEGFR 1-3) , Fase Il frente a placebo (INTEGRATE),resultados prometedores.

PFS

Time From Random Assignment (months)

1.0 4 HR, 0.40 (95% CI, 0.28 to 0.59), P < .001 SR —
= Flacmtes  Pagorsbend "N cALCD ”~ ~
o P
- = 08 Placebo Regron
“ o Motm Avmraba New Zosiend snd Camada I% of 3N ot el — - — 8% .39 w O3 o3 - 2o
i — S Kces et et ——— 017 ©.08 0 0.I7) « oo
g g 0.6 + Age yesrs
& o -« @O F L bl 34 ot 4 - - Ca®iIzwoT™ = =4 -3
== = 0.4 - » %0 Wt STotee S 0.40 ©.3% ve 005 < 008
E o ren
: b «3 Men 0 of O —— ©.41 .33 w 070 oot 2]
> W 0.2 4 »3 e r e — 037 © 22w osn « oo
2 Premory she

- - - - - € "ot e eV s ——— 050 ©.37 ro O3 o2 20
o 1 2 3 a s 6 7 8 Ntoee n o cemer 20 of 3 52 of @O — J 034 1021 10 0.5 - oon
~ - Lot oF T 2gry
Time From Random Assignment (months) . NN  Wetar " S— 0.0 ©.28 10 000 o o
2 ety 51 ot se —_— 032 .95 10 085 « oo
1-—_--‘-.
oOSs res 31 of 30 T R S— ©.38 © 24 o 080 « o0 »
ves Vet 220020 —_—— ©.4% © .23 %o 0500 o2
Lol
1.0 HR, 0.74 (95% CI1, 0.51 to 1.08), P = .147 o1 o2 30 ot 33 054 ©.37 w 1OW o= 3
Piacet 2 2en 0t I —— ©.34 10,78 vo 04 -« oo
— *3 et M  —e 037 .18 10 008 oo
g 0.8 4 Regorafenid WWerA
= Low VEGF-A (< 030 Mot Serss R ©3% © 24 % 005 « 000 -
g 0.6 - 5.8 mo gh VEGE-A ( > 0.3 20 et 22 38 of @0 —_—— 042 ® I3 0™ o
=) 4.5 mo
é 0.4 e - ot 50 26 of 37 e ©.40 © 2% o O3 - mon
- w
.2 o °2 os os os L) e
a 0.2 4 Prongor stenits Lastrar Fac et tamer
HR, 0.74 (95% CI, 0.51 10 1.08). stratified log-rank P« 147
r .2 r T r . r .2
o 1 2 3 B S 6 7 8

Pavlakis P et al. JCO 2016;34:2728-2735
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FUTURO: “Antiangiogénicos e Inmunomoduladores”
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1. Regorafenib (TKI VEGFR 1-3) y Nivolumab (n:25) en

refractarios (36% 3L y 64% 4L o sucesiva) (Asia)

Gastric cancer

B
o
]

N
(=}

=)

—20 4

Maximum Tumor
A
o
|

Shrinkage From Baseline (%)
&

&
o

=100

* SLP 5.6 meses
* SG 12.3 meses
* RR 44%

100
90 -
80
70
60 -
50

PFS (%)

30 A
20
10 A

——— Colorectal
—— Gastric

No. at risk:
Colorectal 25
Gastric 25

17
16

T T T T T T T

6 9 12 15 18 21 24
Time (months)

13 1 5 1 1 0

12 9 3 1 1]

0S (%)

100 4
90
80
70
60
50
40
30
20
10 4

——— Colorectal
—— Gastric

No. at risk:

Colorectal
Gastric

25
25

23
24

=2]

22
17

9 12 15
Time (months)

18 21 24

Fukuoka S, J Clin Oncol. 2020 Jun 20;38(18):2053-2061.
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2. Lenvatinib (TKI VEGFR 1-3) y Pembrolizumab (n:31) en refractarios, LEAP 005

Antitumor Activity

Chung MK-T302 LEAP-005 ASCO-GI 2021

LEAP-005 (NCT03797326)

Gastric Cancer Cohort N =31
ORR, % (95% CI) 10 (2-26)
_ DCR,*% (95% Cl) 48 (30-87)
K?y Inclusmfn;;chsion Fem?ﬂr;!h[;\agw 200 Best overall response, n (%)b ° S LP 2 . 5 m eses
logically documented advanced X
: P Evaluation IRELRE] s:lrety FU R 1
Lenvatinib 20 mg survival status CP:R 2 EZ; C SG 5 . 9 m eses
orally QD
) es- ° 0, 0]
Upto 38 el o . RR 10%, Control 30%
PD 11(35)
Primary endpolnts: ORR (RECIST v1.1. BICR)®, safetyftolerablity Noassessinanic 5(16)

Key secondary endpeints: DCR, DOR, PFS (RECIST v1 1, BICR)* 08

DOR, median (range),
mo NR (2.1+1t0 2.3+)

Response assessed QIW until week 54; then Q12W until week 102; then Q24W thereafter

Chung HC, et al. J Clin Oncol 2021;39(suppl):abstr 230
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3. Actividad de Ramucirumab combinado con 10 (Fase |, pocos pacientes)

Ph1 Pembrolizumab + Ramucirumab Ph1/2 Nivolumab + Ramucirumab Ph1 Durvalumab + Ramucirumab
i Ouration of Treatmant POLY
O Saudy —— Positve Viater-fall plot (N=45) CPS = O Seay oy
— on sy — g 100 et — &&= = e
m ll / = B oo CH L
g o + ll!llla ........ H . - s i
= Zw * AMR-deficiency &
& _ | £ I % o
é g 5’ ° I|Illlllll---— ———f=mn § = I I I I I
‘ri w | Of natiante with ackacesble disease, £ -0 -8 I'll II 3 -1 ' I I l " ln o
& RR7% § A !
2 DCR44% e fa RR 26.7% ] i.l RR21%
; ' * DCR 62.2% “1  DCR55% /
Eatoms ’ 2 W§§!§§§§§§§“§5§§§§§5§1§§§§§§; '

2
=

N:41 N:46
POI it rata d OS Table 3. Response, as confirmed per RECIST, and survival. N : 2 9

PD-L1-Negative PD-L1-Positive

1 2
Nem (CPs <1 (CPS = 1) e
N=6 N=19
Best overall response, n (%)
Complete response 1(4) o 1(5) 0
Partial response 6 (21) 1(17) 5(26) 4 (40)
Stable disease 12 (43) 3 (50) 7 (37) 4 (40)
Progressive disease 7 (25) 1(17) 6 (32) 2 (20)
Not evaluable 2(7) 1(17) 0 0
Objective response rate, % (95% CI) 25 (10.7-44.9) 17 (0.4-64.1) 32 (12.6-56.6) 40 (12.2-73.8)
Disease control rate, % (95% CI) 68 (47.6-84.1) 67 (22.3-95.7) 68 (43.4-87.4) 80 (44.4-97.5)
Time to response, median months (95% CI) 2.7 (1.3-2.8) 2.8 (NO) 2.1(1.3-9.8) 1.4 (1.3-2.8)
Duration of response, median months (95% CI) NR (9.7-NC) NR (NO) NR (9.7-NC) NR (9.7-NC)
Duration of stable disease, median months (95% CI) 5.6 (3.9-12.3) 5.1 (4.3-5.8) 8.6 (4.1-13.5) 5.0 (4.1-13.5)
Progression-free survival
Number of events 20 El 14 8
Median duration, months (95% CI) 5.6 (2.7-11.5) 4.3 (24-NR) 8.6 (1.5-13.5) 8.3 (1.2-13.5)
6-month rate, % (95% CI) 42.9 (23.9-60.6) 20.8 (0.9-59.5) 52.6 (28.7-71.9) 50.0 (18.4-75.3)
12-month rate, % (95% CI) 30.3 (14.0-48.4) 20.8 (0.9-59.5) 35.5 (15.2-56.6) 30.0 (7.1-57.8)
18-month rate, % (95% CI) 20.8 (7.3-38.9) 20.8 (0.9-59.5) 22.2 (6.3-44.0) 20.0 (3.1-47.5)
Overall survival
Number of events 17 3 11 5
Median duration, months (95% CI) 14.6 (5.4-27.7) 11.3 (2.4-NR) 17.3 (8.6-NR) 24.7 (5.4-NR)
6-month rate, % (95% CI) 69.4 (48.0-83.4) 62.5 (14.2-89.3) 77.8 (51.1-91.0) 90.0 (47.3-98.5)
12-month rate, % (95% CI) 54.0 (33.4-70.7) 41.7 (5.6-76.7) 66.7 (40.4-83.4) 80.0 (40.9-94.6)
18-month rate, % (95% CI) 40.9 (21.7-59.2) 41.7 (5.6-76.7) 48.1 (23.6-69.0) 57.1 (21.7-81.5)

Herbst RS,. Lancet Oncol. 2019 Aug;20(8):1109-1123.Chaul |,. Cancers. 2020;12(10):2985. Hara JCO 2019. 37(4_suppl):129Bang YJ, Eur J Cancer. 2020 Sep;137:272-284.
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4. Combinaciones Futuras de Ramucirumab

2 inmunoterapia

Otros (dianas, TKIs)

* pembrolizumab - NCT02443324
* Nivolumab + paclitaxel -UMIN000025947
e Durvalumab - NCT02572687. * TAS102 NCT03686488 / NCT04660760
*+ avelumab + paclitaxel - NCT03966118 B Ipatasertib - NCT04739202
* nivolumab + rucaparib — NCT0399017 B &
» después de 10 (SEQUEL) - NCT04069273

\l

+ QT

Hypoxic tumor ce

*  FOLFIRI (RAMIRIS) - NCT03081143
* irinotecan- NCT03141034
* Docetaxel - jRCTs011200010
e Oraxol (Paclitaxel and P-gpi) -NCT02970539
* FLOT (RAMSES) -NCT02661971
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Los antiangiogénicos no han demostrado beneficio en “occidente” en 1Ly 3L

Su lugar es 2L

Resultados reproducibles en estudio vida real

Nuevas combinaciones: FOLFIRI/irinotecan en estudio

Beneficio en Her 2 +++

Beneficio combinando triple terapia

Futuro:
TKI+ Inmunomoduladores

Antiangiogénicos+ Inmunomoduladores
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