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Introduccion

El oxaliplatino, el irinotecan y las fluoropirimidinas, generalmente asociados a antiangiogénicos o anti-
EGFR (RAS/BRAF wt), son los tratamientos sistémicos considerados estandares en 12 y 22 lineas

Sin embargo, el CCRm es una enfermedad heterogénea con distintos subtipos moleculares
* para los que se estan desarrollando nuevas terapias dirigidas
* y ademas, el perfil mutacional de RAS/BRAF/HER2 puede modificarse con el tiempo (biopsia liquida)

La mayoria de los pacientes desarrollaran intolerancia o progresaran a estos farmacos y es necesario
disponer de esquemas de > 32 linea que prolonguen la supervivencia

Y de nuevas opciones de tratamiento no sistémico



Tratamiento sistémico de > 32 linea



ESMO Metastatic Colorectal Cancer Living Guidelines 2024
32 linea y sucesivas

Se excluyen CCRm MSI-H/dMMR

Stage IV unresectable mCRC:
third-line and beyond when
progressive disease on/after

second- or later-lines of therapy

v1.2 - September 2024

v

®

RAS-wt and BRAF-wt

If HER2-positive (a,b)
[ESCAT II-B]:

lIrastuzumap—tucatinip (C)
[lll, C; MCBS 3]

Trastuzumab deruxtecan (c)
[lll, C; MCBS 3]

——

v

BRAF V600E-mut [ESCAT I-A] (a)

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Single agent anti-EGFR mAb (d)
[l, A; panitumumab; MCBS 2]

Irinotecan—cetuximab (d) [ll, B]
Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[l, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

For KRAS G12C-mut [ESCAT I-A]
(a), if not previously used:

Cetuximab-adagrasib (c)
[lll, B; MCBS 3]

Panitumumab-sotorasib (e)
[, B]

Encorafenib—cetuximab (f)
[I, A; MCBS 4]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[I, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

https://www.esmo.org/living-guidelines/esmo-metastatic-colorectal-cancer-living-guideline/advanced-and-metastatic-disease-without-potential-conversion/advanced-and-metastatic-disease-without-potential-conversion/third-and-

further-lines
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ESMO Metastatic Colorectal Cancer Living Guidelines 2024:
32 |inea y sucesivas sin seleccion molecular

Se excluyen CCRm MSI-H/dMMR

Stage IV unresectable mCRC:
third-line and beyond when
progressive disease on/after

second- or later-lines of therapy

v1.2 - September 2024

v

®

RAS-wt and BRAF-wt

v

BRAF V600E-mut [ESCAT I-A] (a)

®

If HER2-positive (a,b)
[ESCAT II-B]:

Trastuzumab—tucatinib (c)
[lll, C; MCBS 3]

Trastuzumab deruxtecan (c)
[lll, C; MCBS 3]

Trifluridine—tipiracil
—bevacizumab [I, A; MCBS 4

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[I, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Single agent anti-EGFR mAb (d)
[l, A; panitumumab; MCBS 2]

Irinotecan—cetuximab (d) [ll, B]
Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[l, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

For KRAS G12C-mut [ESCAT I-A]
(a), if not previously used:

Cetuximab-adagrasib (c)
[lll, B; MCBS 3]

Panitumumab-sotorasib (e)
[, B]

l

Encorafenib—cetuximab (f)
[I, A; MCBS 4]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[I, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]
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TAS 102 + bevacizumab: Diseno estudio fase Il SUNLIGHT

Estudio fase Il , aleatorizado, prospectivo, multicéntrico, en 32 L CCRm

&

N\

Criterios de .

elegibilidad
* Edad 218 anos.

* CCRm confirmado
histoloégicamente.

FP, oxaliplatino, irinotecan; o Nomss de2regimenes
antiEGFR si RAS wt de quimioterapia previos.*
* Progresionde la
enfermedad
o efectos adversos

no aceptables con
el altimo régimen.

» Estatus RAS identificado.
* Estado funcional ECOG:001

. Prager GW et al.. N Engl J Med. 2023 May 4;388(18):1657-1667

Aleatorizacion 1:1

Trifluridina/tipiracilo via oral 2x/dia, 35 mg/m?en
los dias 1-5y 8-12, cada 28 dias + bevacizumab
S mg/kg IV enlos dias 1y 15, cada 28 dias (n=246)

Evaluacion de la
supervivencia

cada 8 semanas hasta
Trifluridina/tipiracilo via oral 2x/dia, 35 mg/m? el final del estudio
en los dias 1-5 y 8-12, cada 28 dias (n=246)

Objetivo principal

* Supervivencia global en la
poblacion completa del analisis.

Objetivos secundarios

Supervivencia libre de progresion (SLP).

Tasa de respuesta objetiva (TRO) y
tasa de control de la enfermedad (TCE)
segln los criterios de evaluacion de la
respuesta en tumores sélidos (RECIST),
version 1.1

* Calidad de vida.!

* Evaluacion de seguridad que incluyé
el tiempo desde la aleatorizacion hasta
el empeoramiento del ECOG desde O
ola2omas.

The study was designed to have 90% power to detect 2 HR of 0.70 (a 30% reduction in risk of death) in the
FTD/TPI and bevacizumab group compared with the FTD/TPI monotherapy group, with a one-sided Type I
error rate of 0.025. Given the treatment assignment ratio of 1:1, we calculated that 490 patients had to be enrolled

!

Aumento en SGm: 7.1 a 10.1 meses

Tabernero J et al. Future Oncology 2021; 17 (16): 1977-85



e

No. at Risk

FTD-TPI plus bevacizumab

FTD-TPI

Percentage of Patients

Hazard ratio for disease progression or death, 0.44 {95% Cl, 0.36-0.54)
P<0.001
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Figure 52: Progression-Free Survival by Subgroup
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Eficacia: SG

Figure S1: Overall Survival by Subgroup

P<0.001

Hazard ratio for death, 0.61 (95% CI, 0.49-0.77)
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. Prager GW et al.. N Engl J Med. 2023 May 4;388(18):1657-1667

Subgroup FTD/TPIPlus  FTD/TPI FTD/TPI Plus FTD/TPI Hazard Ratio
Bevacizumab  Group Bevacizumab Group
Group Group
No. of events/iotal no. Median overall survival (95% CJ)

Region

European Union 97/158 121157 10.6(9.0-11.8) 7.0 (6.0-8.5) . 0.61(0.47-0.80)

North America o8 48 — 6.0 (4.2-NE) <0.01 (<0.01-NE)

Rest of the world 51/80 58/81 10.7 (8.5-14.2) 8.5(6.3-10.7) ——t 0.70 (0.48-1.02)
Time from diagnosis of first metastasis

<18 months 65/104 82105 10.8(8.8-12.5) 6.1(5.1-7.4) —.— 0.52 (0.37-0.72)

=18 months 83142 101/141 10.8(9.0-12.1) 8.6 (7.2-10.6) i 0.70 (0.53-0.94)
RAS status

Mutant 1031171 128/170 10.6(9.0-11.3) 7.5(6.3-86) .- 0.62 (0.48-0.81)

Wild 4575 5576 11.9(9.0-14.9) 7.1(5.8-10.9) —— 0.64 (0.43-0.96)
Location of primary disease

Left 108/184 120/169 10.7 (9.3-12.2) 82(6.7-9.3) .- 0.65 (0.50-0.85)

Right 40/62 8377 10.8(8.5-11.9) 8.2(5.2-8.0) . 0.59 (0.40-0.87)
ECOG PS

0 70119 74/108 10.8 (8.8-14.5) 93 (7.7-11.6) . 0.74 (0.53-1.02)

=1 781127 109/140 10.8(9.0-11.9) 6.3 (5.4-7.5) - 0.54 (0.41-0.73)
Sex

Female 73124 85112 10.7 (9.0-11.4) 6.9 (6.0-9.0) . 0.62 (0.46-0.85)

Male 69122 98/134 10.8(9.0-14.6) 7.8(6.5-94) - 0.62 (0.45-0.84)
Age, years

<65 89/146 94/129 10.7 (8.5-12.1) 7.5(6.3-93) - 0.65 (0.48-0.87)

=65 59/100 89/117 11.0(9.4-12.9) 7.2(6.0-8.8) —— 0.60 (0.42-0.81)
No. of metastatic sites

tor2 83/152 97141 11.9(10.7-15.1) 8.8 (7.5-10.5) —-— 0.62 (0.46-0.83)

=3 65/94 86/105 8.5(6.7-10.6) 6.0(5.2-7.1) —-— 0.66 (0.47-0.91)
Neutrophil:fymphocyte ratio

<3 66/128 75/115 14.2(10.8-16.4) 11.0 (8.7-12.5) e 0.67 (0.48-0.93)

=3 81117 108/131 9.0(7.5-10.6) 6.0 (5.1-6.8) - 0.58 (0.44-0.78)
No. of prior metastatic drug regimens

1 811 11/15 9.9 (8.1-NE) 5.1(3.9-80) ——o——i 0.35(0.12-1.0)

=2 142/235 17211231 10.8(9.4-11.9) 78(65-89) . 0.64 (0.51-0.80)
BRAF status

Mutant 48 7 114 (4.7-NE) 5.9 (3.2-NE) ————1——0.69 (0.20-2.41)

Wild 91/159 116/156 10.8(9.0-122) 7.8(6.3-9.1) - 0.59 (0.45-0.78)
MMRMSI status

MSI high/MMR deficient 8/13 718 NE (8.6-NE) 55(23-133) ——e— 0.33 (0.11-0.99)

MSI stable or low/MMR proficient ~ 85/139 114/145 10.7 (9.0-11.4) 7.0(6.0-82) — - 0.57 (0.43-0.76)
Prior bevacizumab

No 30168 48/69 15.1 (12.1-NE) 8.1(6.3-9.7) (s 0.40 (0.25-0.83)

Yes 118/178 1365177 9.0(8.3-10.8) 7.1(6.0-85) - 0.72 (0.56-0.92)
Prior surgical resection

No 99153 113/152 9.0(8.3-10.8) 6.3 (5.6-7.9) - 0.67 (0.51-0.87)

Yes 49/93 70/94 11.9(10.9-16.4) 9.0(7.2-10.7) —— 0.54 (0.37-0.78)
Overall 148/246 1837246 10.8(9.4-11.8) 7.5(6.3-8.6) - 0.62 (0.50-0.77)
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TAS 102 + BEVACIZUMAB: Analisis de SG por subgrupos seguin bevacizumab/antiVEGF previo o no

Beva previo o0 no

Variable

Prior bevacizumab

fes

FTD/TPI + bev FTD/TPI + bev
Events/N median [95% CI] months
30/68 15.14
[12.12,nr]
1187178 9.00

[8.31,10.81]

FID/TPI FTOVTPI
Events/N median [95% C1] months
48769 8.05
[6.34,9.69]
1357177 7.13
[6.04,8.51]

bev, bevacizumab; Cl, confidence interval; FTDYTPI, trifluridineftipiracil; HR, hazard ratio; nr, not reached.

HR [95% CI] Hazard ratio

0.40
[0.25,0.63] -

0.72 -
[0.56,0.92]

0.0 0% 10 1.5
HR [95% ClI]
HR Favours HR Fawvours

2.0

FTO/TPI + bev FTDVTP] momo

AntiVEGF en lineas previas o no

reached

Subgroup FTDNTPI + bev FTDVTPI + bev FTINTPL
Events/N  Median [95% CI] months  Events/M

Ho anti-VEGF 26/58 16.36 39/59

[11.86,mr]

First-line 25739 10.41 0739

regimen only [B.54,15.31]

Second-line 42770 9.00 50065

regimen only [B.15,15.14]

First- and second-  53/77 9.36 &0/78

line regimen [7-49,10.97]

FTD/TPI
Median [95% CI] months

7.39
[5.52,9.30]

7.23
[5.55,12.52]

8.15
[6.21,10.18]

.90
[5.98,8.51]

bew, bevacizumab; Cl, confidence interval; FTD/TPI, 'lrifIL.ridinr_'_."llpi'dr_'il; HR, hazard ratia; nr, not

HR [95% 1]
0.42
[0.25,0.69]

0.65
[0.38,1.10]

0.66
[0.44,1.00]

0.76
[0.52,1.10]

Hazard ratio
]
]
]
|
01 0.5 0.75 1 1.5
HR [95% CI]
HR Favours HR: Favours

FTDVTPl + bev  FTD/TPI mono

Conclusion:

El beneficio de TAS 102 + B vs TAS 102 en SG es independiente:
- de administracion y momento de administracion de antiVEGF
- de si el tto antiVEGF no se mantuvo durante las lineas previas

Prager GW et al. ESMO 2023; Abst 613




TAS 102 + BEVACIZUMAB: SG por estado mutacional KRAS G12

44% de los pacientes tenian mutaciéon en KRAS (la mayoria en codéon G12)

RAS subgroup (0
T+B T
KRAS G12 mt 9.36 7.23 KRAS G12 mt
No KRAS G12 mt
No mt KRAS G12 11.27 7.13

A ~+ FID/TM == FTD/TPBevasizumab B S
1 Unadjusted: .67 [0.48,0.93] p=0.016 m _—
Mjicted  0.67[0.47.0.94] D013 x\‘ et 0,57 [0.42.0.79] 50,001
= 0.7
&
B
s \\\
€ nsml
% ‘\\\5‘
Median [¥5% CI] months:
A 8B 793 5.39.9.13) 7.13 '5.@.3?]' -L'—_”\--.__,__,"_'_‘_‘_~

9.36 [5.15,10.54] 11.27 [3.56, 14.19]

i m
u 5 10 1% i o g 10 1% a0

Time (monthe) Time {months)
Humber at rzk Humber af risk

= | 107 1 36 5 0 =114 Fi) 18 10 0

= | {07 a1 45 16 ] = | 122 108 62 16 0
ﬁ !Il 1ID |I5 EID I:.| : 'Ilﬂ 1‘!‘ EID

Time (maonths) Time {months)

Conclusion: El beneficio de TAS 102 + beva vs TAS 102 es independiente del estado de KRAS G12

Tabernero J et al. ESMO 2023; Abst 614 Anélisis post-hoc, no comparacién formal; no potencia para significacion estadistica



3 TAS 102 + BEVACIZUMAB: Eficacia por subgrupos de edad

Age subgroup Time to ECOG w PFS (0}
T+B T T+B T T+B T
18-64y 8.6 6.3 53 21 10.7 75
65-74y 10.1 6.2 58 29 114 7.6
>75y 8.6 6.0 50 3.3 10.6 6.9

Figure 1: Subgroup analysis of OS: (A) forest plot according to age group, and Kaplan-Meier
analysis in patients aged (B) <65 years, (C) 65-74 years, and (D) 275 years

A FTD/TPI FTD/TPI + bevacizumab
Subgroup Events/N Median Events/N Median HR
[95% CI] [95% CI] [95% CI]
18-64 years 94/129 7.49 [6.34, 9.33] 89/146 10.71[8.54, 12.12] 0.65 [0.48, 0.87] ——
65-74 years 59/83 7.65[5.75, 10.68] 43/76  11.37 [9.56, 15.47] 0.64 [0.43, 0.94] } I i
275 years 30/34 6.93[5.16, 7.98] 16/24  10.61[6.96, 12.88] 0.49 [0.27, 0.90] f L) |
\ [ I
1 0.5 0.75 1 1.5
Level of reference: FTD/TPI HR (95%Cl)
B == DTl = FTDITPI+ bevacizumab C = FTOSTPI k= FTDITPI + bevaciumab D M= FTDITPI == FTDITPI+ bevacizumab
Zors Zo Z'o7s 4?‘::‘;
éusu gu- én H_H—
E T E E R
E. Median M Boos| Medan m‘\“'—-—‘. Z Median:
@ 740 [B:34.8.33] @ .88 [B.TE, 108 @ 035 6.93 [5.16. 7.58]
10.71 B.54, 12.12] 11.37 [2.58., 15.47] 1081 [6.96, 12.88]

—

10 15
Time (months)

10
Time (months)

15

2
B
=]

20 10
Time (morths)

Conclusion: El beneficio de TAS 102 + beva (tiempo a deterioro del ECOG, SLP y SG) vs TAS 102 es independiente de la edad

Taieb J et al. ASCO GI 2024 ; Abst 111.

Analisis post-hoc, no comparacién formal; no potencia para significacion estadistica
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Randomized Trial of TAS-102 for Refractory

TAS 102 en monoterapia: Fase |l RECOURSE

SLP

P0.001 by log-rank test

TAS-102

Progres sion-free Survival (%4
wn
L=l
4
I
I
I
|

Placebo

N = 800, randomizacion 2:1 a TAS 102 vs placebo

SG

Hazard ratio for progression or death, 0.48 {95% Cl, 0.41-0.57)

Overall Survival (34

E & 1o

Months since Randomization

L=]
.

Mo. at Risk
TAS-102 534 138 121 66 30 1%
Placebo 166 51 10 2 2 2

SLP:2,0mvs 1,7m
HR 0,48; p<0,001

Mayer et al. N Eng J Med 2015; 372:1909-19

Mo. at Risk
TAS-102
5 4 2 Placebo

100
ad—

50 Hazard ratio for death, 0.68 (95% CI, 0.58-0.81)

P<0.001

70

60

W —-—————— - -

40+

30

20

10 Placebo AL T
0 . . — —
0 3 3 g 12 15 18

Meonths since Randemization

534 458 294 137 64 n 7
266 138 107 47 24 9 3

SG:7,1mvs5,3m
HR 0,68; p<0,001



Regorafenib en monoterapia: Fase |Il CORRECT

TKI multiquinasa con actividad antiangiogénica, antitumoral y antiestromal

SLP

g
P

1
-

Proxy mession - foese su re il (%)
g
1
_.:[':_’_._{H

F
(

8 Pegorafenih 160 mg
—#- Flaceho

HR0-43, 5% 01 0-42-0-5, p<0-0001

o T T T T 1
a 2 4 jiln] 12
Nuenber at risk Months after randomisation
Regorafenib 138 93 42 3
Plcebo [ | 9 2 0

SLP1,9mvs1,7m

Grothey et al. Lancet 2013; 381:303-12

Number at risk

100 -8 Regaratenib 160 mg
‘\& & Placebo
e
‘a
o1
75 - “"'-\\
z 5
3 R 077, 95% 0 0-64-0-04, p=0-D052
o
E -\.-‘.‘
75+ - hh’—.—’—'
- &
0 T T T T 1
0 2 4 é -é- 10 12 14
Months after mndomistion
Regarafeni 453 .y 187 93 3 7
Placeba o 150 FL g ] 3

SG6,4mvs50m



Fruquintinib en monoterapia: Fase lll FRESCO-2

TKI con actividad antiangiogénica

Primary Endpoint: Overall Survival SN
) . ITT Population ry p § urvi o
Progression-Free Survival
1 0 i Events/Patients (%) 317/461 (68.8%) 1731230 (75.2%)
-~ 1.04 Fruquintinib Placebo Stratified p-value (log-rank) <0.001
t Events/Patients (%) 392/461 (85.0%) 213/230 (92.6%) @ 08 A Stratified HR (95% Cl) 0.662 (0.549, 0.800)
E 0.8- Stratified p-value (log-rank) <0.001 - E’ Median (mo) (95% CI) 7.4(6.7,8.2) 48(4.0,58)
. 3 Stratified HR (95% CI) 0.321(0.267, 0.386) > .g 0.64 mOS difference (mo) 26
- “3) Median (mo) (95% Cl) 3.7(3.5,3.8) 1.8(1.8,1.9) .'=' a :
E o 06 ] mPFS difference (mo) 19 'g 8
a8 d= DA
g “ = ©
° c 044 a9 Median follow up:
= O > Fruquintinib: 11.3 mo
& 3 v i o o 0.24 - F inti b @ BSC Placebo: 11.2 mo
o 0.2- — Frugquintinib + BSC it el H—t J
- - i
2 — Placebo + BSC o BSC
E ia T T T T T T T T T T T T T T T T T T T T
R s 0 1 2 3 4 5 6 7 8 9 W0 N 121311 16 17 18 19
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 Time since randomization (months)
. 5 gt Patients at Risk
— Time since randomization (months) Fruquintinib 461 449 429 395 349 207 266 224 184 143 113 79 58 41 23 14 7 4 4 0
Fruquintinib 461 430 201 256 170 146 89 71 43 3 21 17 10 9 6 4 2 2 2 Pinespol G001 216 8% 1% GRS 908 S @ B 43 BE APl a0 R 8w 1 A

Placebo 230 194 60 36 12 10 2 2 1 1 1 1 0

SLP 3.7 vs 1.8 meses SG 7.4 vs 4.8 meses

Dasari A et al. ESMO 2022. Lancet 2023; 402:41-53.



ESMO Metastatic Colorectal Cancer Living Guidelines 2024:
32 |inea y sucesivas segun subtipo molecular

Se excluyen CCRm MSI-H/dMMR

Stage IV unresectable mCRC:
third-line and beyond when
progressive disease on/after

second- or later-lines of therapy

v1.2 - September 2024

v

RAS-wt and BRAF-wt

®

If HER2-positive (a,b)
[ESCAT II-B]:

Trastuzumab—tucatinib (c)
[lll, C; MCBS 3]

Trastuzumab deruxtecan (c)
[lll, C; MCBS 3]

https://www.esmo.org/living-guidelines/esmo-metastatic-colorectal-cancer-living-guideline/advanced-and-metastatic-disease-without-potential-conversion/advanced-and-metastatic-disease-without-potential-conversion/third-and-

further-lines

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Single agent anti-EGFR mAb (d)
[l, A; panitumumab; MCBS 2]

Irinotecan—cetuximab (d) [ll, B]
Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[l, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]

For KRAS G12C-mut [ESCAT I-A]
(a), if not previously used:

Cetuximab-adagrasib (c)
[lll, B; MCBS 3]

Panitumumab-sotorasib (e)
[, B]

v

BRAF V600E-mut [ESCAT I-A] (a)

®

Encorafenib—cetuximab (f)
[I, A; MCBS 4]

Trifluridine—tipiracil
—bevacizumab [l, A; MCBS 4]

Regorafenib [I, A; MCBS 1]

Trifluridine—tipiracil
[I, A; MCBS 3]

Fruquintinib [I, A; MCBS 3]




Ensayos clinicos fase Il en 12 linea (MSS)

RAS wty HER2+ KRAS G12C mt BRAF v600E

Key Inclusion Criteria . Séfe Lead-in . . M ) .
= Patients with BRAF V&0OE mutant, * Patients with BRAF VE0OE mutant, MSS/pMMR mCRC and no prior systemic
Arm A MS5/pMMR mCRC with 0 -1 pricr therapy in the metastatic setting
ens in the e setti
Sotorasib + Panitumumab + reemensinhem e
mFOLFOX6 + tucatinib + trastuzumab ORI . : ) ot et 1° ENDPOINTS
mCRC RAS wt HER2+ / E""'"“’*’“”‘;":;;"ﬂ@” OX6 e * « PFS (BICR) Arm A .
N0 ttO revio q Encorafenib + Cetuximab + FOLFIRI : J e AND
D ' Arr_n B . N=30 k2 Encorsta .b+2:t"'ﬁ.‘ b+ FOLFOK « PFS [BICR) Am Bv.
n=400 FOLFIRI with or Without Bevacizumab 8 o i Lo ;ﬁ o
Doses: E FPO;';I:;, (BICR bl ded idapandant cantral
. i)
MFOLFOX6 + bevacizumab o cetuximab e S0 e oW " 3 — o
FOLFOX- full doses IV Q2W Control .
. o Primary endpoint: PFS per RECIST v1.1 up to approx. 3 years FOLFIRI- full doses IV Q2W Physicians Choice: FOLFOK, FOLFIRI, DSM:;::“ corerel
Objetivo principal: SLP ’ Fom“'rmmﬁ;‘;"f"a"“'*“” + 08 Am B Control
. . . . . 1 antil
Objetivos secundarios: SG, ORR, DOR, seguridad, QOL Secondary outcomes: OS, OR, DOR, DCR, TTR, DoR, time to ETS, PFS, ORR, safety ENDPOINTS Nao0
* Incidence of DLTs, Adverse events,
dose modifications/discontinuztions *Stratified by: ECOG PS 0 v. 1, Region LIs/Canada v. Europe v. ROW
1. https://clinicaltrial: study/NCT06252649 (Last accessed May 2024) . ‘;:Einn;id?ng:l'ug-drugimraﬂim " dosing 2 SL; *F FOLFIR hased results; ¥

I | !

Definiran la eficacia de terapia dirigida en combinacion con QT vs el tratamiento estandaren 12 L

!

Posible secuenciacion de tratamiento de 22 L y siguientes por perfil molecular




Tratamiento no sistémico de > 32 linea



Liver transplantation plus chemotherapy versus
chemotherapy alone in patients with permanently
unresectable colorectal liver metastases (TransMet): results

Trasplante hepatico: TransMet el

Lancet 2024; 404; 1107-18

Estudio multicéntrico, abierto, prospectivo, aleatorizado y controlado realizado en 20 hospitales terciarios de Europa

Trasplante hepatico* + quimioterapia
_ P P q P

Criterios de inclusion
- Edad 18-65 afios
- ECOG 0-1
- Mts hepaticas irresecables, sin enfermedad extrahepatica
- CCRm no BRAF mutado
- Respuesta a quimioterapia sistémica (> 3 meses; < 3 lineas)

~—

Quimioterapia

Obijetivo principal: SG a 5 aifos en poblaciéon ITT y poblacién por protocolo

Trasplante hepatico < 2 meses después del ultimo ciclo de QT. NCT02597348



157 patients assessed for eligibility

&3 ineligible

36 IUMOoUr progression
18 extrahepatic
16 intrahepatic
] 2 both
13 equivocal unresectability
Lz 3 lines of chemotherapy
O mixed contraindications

04 anrolled

04 randomised

o

¥

A7 assigned wo liver transplantation

phs chemotherapy

47 assigned to chemotherapy alomns

-

-

47 inchedad in intention-to- treat

47 induded im intention-to-traat

Liver transplantation plus Chemotherapy alone (n=47)
chemotherapy (n=47)
Primary tumour Lancet 2024; 404; 1107-18
Primary turmour site®
Right 7 (15%) 7 (15%)
Left 25 (53%) 29 (62%)
Rectum 15 (32%) 11 (23%)
FAS mutation stabus
Yes 7 (36%) 13 (28%)
Mo 29(62%) 32 (69%)
Missing 1(2%) 2 (4%)
Liver metastases at diagnosis
Timing of metastases
Synichronoust 47 (1010%) 45 (96%)
Metachronous 0 2 (4%)
Mumber of colorectal liver metastases 20-0 (14-0-25-0) 200 (120-25-0)
<10 5 (11%) 7 (15%)
10-20 19 (40%) 18 (38%)
=20 23 (49%) 22 (47%)
Diameter of largest colorectal lFver 55-0 (43-0-76-0) 50.0 (7 -0-83-0)
mietastases, mm
CEA level ng/mL 305-0 32-9-762-0) £1.0 (20-0, 530-0)
CA19-9 level, UI/miL 06-0 {197-800-0) 1930 (20-9-15949-0)

analysis anakysis
11.did not receive assigned 4 diid not receive assigned
traatmant treatment
T BUMoUTr progression Qreceived iver
1 transplantation omn transplantation or resection
¥ progression ¥
1 time between last
chemotherapy and liver
transplantation =3 months
n . =

36 included in per-protocol analysis

38 incheded in par-protocol analysis

Adam R et al. Lancet 2024; 404:1107-1118



Estudio TransMet: SLP por protocolo

C
100 = HR 0-34 (95% Cl 0-20-0-57); p<0-0001
00—
Z so-
;; 704 Trasplante + QT QT HR
3 60— (1C95%)
Lh
£ 307 Poblacién PP
&
g 404
# SLPm 17.4m 6.4 m
L 304
£ - L. SLP 5 afios 19.9% 0% HR 0.34 <0.0001
10 (0.20-0.57)
0 T T T T T T T T T ] SLP 3 afos 32.9% 3.9% -- -
0 6 1 1% 24 30 36 43 43 4 G0
Number at risk Time since randomisation {months)

(muembser censored)
Chemotherapy onty 38(0) 20000 100} &(@ 400 2{1) 1{1) o0(1) - -
LT plus chemotherapy 36(0) 32(0) 24(0) 17{00 214(00 13(1) 11(1} E(I 64 40(6) 27

Adam R et al. Lancet 2024; 404:1107-1118



SG poblacién por intencidn de tratar

100 = HR 0-37 (95% O 0-21-0-65); p=0-0003

Orverall surv v al (%)
(% 5]
=]
1

— (hemiotherapy only
109 1T plus chemotherapy
0 T T T T T T
o 6 1z 18 14 30 36
Number at risk
{mumber censored)

Chemotherapy only 47 (0) 47 (0) 41(2) 33(0) ZE(0) 20(3) 16(3)
LT plus chemotherapy 47 (00 45(0) 41(00 3B(0) 35(0) 30402) 28(3) 23(6) 1E5(11) 14(14) 10(18)

B(6) 508} 2(B)

O erall survival (%)

SG poblacién por protocolo

HR 0-16 (95% C10-07-0-33); p<0-0001

=}
T
[
L)
[y
e
-
Ld
=]
[
o
e
L)
&
b
&

Muwmber at risk

{mumbser censored)
Chemotherapy onty 32(0) 38(0) 32{(00 24(0) 20(0) 15(1) 111(1) &(2) Sz} 420 2(3)
LT plus chemotherapy 36(0) 35(0) 35(0) 34(0) 32(0) 28(2) 26(3) 21(6) 17(10) 14(13) 10(17)

Trasplante + QT (0] ) HR
(1C95%)

Poblacion ITT

SGm
SG 5 anos

SG 3 afos

Poblacién PP
Seguimiento mediano

de poblacién ITT: 59.3 meses SGm

SG 5 afos
Adam R et al. Lancet 2024; 404:1107-1118

No alcanzada

56.6%

65.5%

No alcanzada

73.2%

29.7m
12.6%

38.9%

26.6 m
9.3%

HR 0.37 0.0003
(0.21-0.65)

HR 0.16 <0.0001
(0.07-0.33)
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PROYECTO
Trasplante hepatico en pacientes con metastasis hepaticas de carcinoma colorrectal

irresecables (TRASMETIR)

Estudio piloto prospectivo abierto, sin rama control
N= 30

Objetivos: - Principal: SG a 5 afos del trasplante
- Secundarios: - SLE 1, 3 y 5 afos

- Identificacion de factores prondsticos

-QOL ...

Principales criterios de inclusion
-> 18 anos y < 65 anos
- ECOG 0-1
- Tumor primario resecado

- Mts hepaticas irresecables (Comité de evaluacion)

- Respuesta RECIST > 10% a < 2 lineas de QT

Principales criterios de exclusion
- BRAF mt
- Enfermedad extrahepatica
- CEA < 80




Conclusiones

* En>32L de CCRm MSS, existen distintas opciones de tratamiento sistémico que no son excluyentes:

* Sin seleccién molecular: TAS 102 + bevacizumab, TAS 102, regorafenib, fruquintinib, retratamiento...
* Con seleccion molecular: RAS wt, BRAF v600E mt, KRAS G12C mt, HER2+

* Es imprescindible conocer el perfil molecular del CCRm y la biopsia liquida es una herramienta muy util para
su estudio dinamico

* El trasplante hepatico esta surgiendo como una estrategia terapéutica para pacientes muy seleccionados
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