HITOS
ONCOLOGICOS: pe'™"

Madrid, 22 y 23 de noviembre de 2023

Tratamiento de tercera linea del CCRm:
éhay un estandar?

Dra. Cristina Grdvalos

‘q Hospital Universitario
12 de Octubre

SaludMadrid B comunidad de Madrid




HITOS ,

ONCOLOGICOS: pe™"

Conflictos de intereses

-Amgen, Merck, Servier



Introduccion

* En 12y 22lineas de CCRm MSS/pMMR, el oxaliplatino, irinotecan, fluoropirimidinas, generalmente
asociados a antiangiogénicos o anti-EGFR (RAS/BRAF wt), son los tratamientos sistémicos estandares

* Sin embargo, la mayoria de los pacientes desarrollan intolerancia o progresan a estos farmacos (CCRm
refractario), y es necesario disponer de esquemas de > 32 linea que prolonguen la supervivencia

* Por otro lado, el CCRm es una enfermedad heterogénea, con distintos subtipos moleculares, y el perfil
mutacional de RAS/BRAF puede modificarse con el tiempo en ciertos pacientes

RAS mut +/-
PIK3CA/PTEN mut
To be defined

PIK3CA/PTEN mut
To be defined

Wild-type

double anti-HERZ F‘(]LE.rnu‘ . . onti-EGFR*

antipoga® T BRAF non-Veo0
To b defined

BRAF VB0DE
BRAF inh + anti-EGFR +/- MEK inh

Cervantes A et al. Ann Oncol 2023, Dienstmann R et al. ASCO Educ Book. 2018. Adapted from: Salem ME et al. Microsatellite Instability Colorectal Cancer. ASCO 2022



ESMO Guidelines 2023

Stage IV unresectable mCRC: third-line treatment and beyond.

Stage IV unresectable mCRC: third-line and beyond

It HERZ-poartve: Tnflundine-tpiracil—bevacizumab

Anti-HERZ drugs 1, A; MCES 4]
[, C; ESCAT II-8% or
Smgle agent anbi-EGFR mAL®
[, A; panitumumab MCES 29
or
Irinotecan—cetwamabe [Il, B]
or
Hegorafemb [I. A; MCBS 1%
or

Tnflundine—tipiracil [1. A; MCBS 2

Cervantes A et al. Ann Oncol 2023; Published:November 09

Intlundine-tipracil-bevaczumab
[I. A; MCBS 44
or
Regorafenib I, A; MCBS 17
or
Tnflundine—tipiracil [I, A; MCBS 39

Encorafenib—cetuamab®
I, A; MCBS 4¢; ESCAT I-A#]
or
Influndine-tipiraci-bevacrzumab
[1.A; MCES 49

or
Regorafenib [I, ; MCBS 19]
or
Influndine—tpiracil [I. A; MCBS 3

Se excluyen CCR MSI-H/dMMR:
12y 22 L: Inmunoterapia

Distintos criterios de definicion de CCRm

refractario



> 32 linea para CCRm MSS/pMMR

SIN SELECCION POR BIOMARCADORES CON SELECCION POR BIOMARCADORES
Regorafenib * Inhibidores orales KRASS12¢ +/- AcMo antiEGFR
Fruquintinib (KRAS 12¢ mt)

e Terapias anti-HER2 (HER2+)
* AcMo Anti-EFGR (RAS wt) (biopsia liquida)

* Otros

ALGUNOS COMERCIALIZADOS Y OTROS EN ENSAYO CLINICO




32 linea sin seleccion molecular: SUNLIGHT

* An open-label, randomized, phase 3 study in patients with refractory mCRC (NCT04737187)

Patients
Histologically confirmed mCRC
Two prior treatment regimens?
Disease progression or
intolerance

Known RAS status FTD/TPI p.o. 35 mg/m?BID
ECOG PS 0-1 days 1-5and 8-12; every 28 days

Follow-up every 8 weeks for
radiologic progression and/or
survival status

Primary endpoint: OS in fullanalysis set Statistical considerations:
Secondary endpoints: PFS « Sample size: 490 (245 per arm)
DCR + Expected OS HR: 0.70 (30% reduction in
ORR risk of death) with 90% power
Safety profile Required OS events: 331
QoL No planned interim analysis

Geographic region (North America,
European Union, or rest of the world)
Time since diagnosis of first
metastasis (<18 or 218 months)
RAS status (wild-type or mutant)

—— e o ==

Tabernero J et al. ASCO-GI 2023. Prager GW et al. NEJM 2023



SUNLIGHT: RR, DCR, SLP y analisis por subgrupos

RR 6.3% vs 1%; p=0.004
DCR 76.6% vs 47%; p<0.001
SLPm 5.6 vs 2.4 m

:
FTOITPI pius FTOITPI plus
bevacizumab group bevacizumab group
No. i

FTD/TPI plus
bevacizumab FTD/TPI
(n = 248) (n = 246)
Median PFS, months 56

European Union 48(41-58)

59(5. 5*7‘:1\
6-month PFS rate, 43

12-month PFS rate, % 16

FTD/TPI plus bevacizumab group
— FTD/TPI group
HR, 0.44 (95% CI, 0.36-0.54)
P<0.001

of primary disease
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9 10 15 16 17
Months

ab group 246 242 198 179 153 128 99 89 70 61
246 236 147 109 74 56 36 29 19 12

FTD/TPI plus FTD/TPI plus
Subgroup bevacizumab group FTD/TPI group bevacizumab group FTD/TPI group HR
RAS status

Mutant 147/171 162/170 5.1 (4.2-5.8) 2.5(2.1-3.6)

0.51 (0.41-0.64)
0.29 (0.20-0.42)

Wild-type 59/75 T4/76 6.0 (4.8-7.9) 2.3 (2.0-3.1)

Tabernero J et al. ASCO-GI 2023. Prager GW et al. NEJM 2023



Survival probability (%)

ab group

SUNLIGHT: SG vy analisis por subgrupos

SGm 10.8vs 7.5 m

FTD/TPI plus FTDITPI plus
bevacizumab group FTDITPI group bevacizumab group FTDITPI group
FTD/TPI plus : 2 5 2

No. of eventatotal n Median OS (95
bevacizumab  FTD/TPI Region ¢ -
(n = 246) (n = 246) European Union i st 106 (9.0-118)

North Amarica 018 8 NE NE)

: the world n . 10.7 (8.5-14.2) 0 (0.48-1.02)
Median OS, months m diagnosis of first metastasis. months !

6-month OS rate, % . 66104 0 108(8

(i)
12-month OS rate, % 10.6 (9.0-11.3)
11.9 (9.0-14.9)
107 (9.3-1
1088
+'M..
> "‘;‘“ 701119 74108 10.8 (8.8-14.5) 02

FTD/TPI plus bevacizumab group ety : . . e : =
— FTD/TPI group Bsi112
i
HR, 0.61 (95% CI, 0.49-0.77)
P<0.001
3 15.1 (12.1-NE) 7 0.40 (0.25-0.
8 9.0 5
8 9 10 11 12 o8 34118 2050077

Months

246 244 239 230 217 203 183 160 149 131 119 104 88
246 242 230 205 184 163 143 120 108 95 85 76 63

FTD/TPI plus FTD/TPI plus
Subgroup bevacizumab group FTD/TPI group bevacizumab group FTD/TPI group

RAS status

Mutant 103171 128/170 10.6 (9.0-11.3) 7.5 (6.3-8.6)
Wild-type 45/75 55/76 11.9 (3.0-14.9) 7.1(5.9-10.9)

0.62 (0.48-0.81)
0.64 (0.43-0.96)

Tabernero J et al. ASCO-GI 2023. Prager GW et al. NEJM 2023



ESMO Guidelines 2023

Stage IV unresectable mCRC: third-line treatment and beyond.

Stage IV unresectable mCRC: third-line and beyond

I HERZ-positive:
Anti-HER? drugs
[, C; ESCAT II-89

Trifluridine—tipiracil-bevacizumab
[, A; MCES 4]

Single agent anti-EGFR mAL®
[I, A; panitumumab MCBS 29
or
Innotecan—cetwamab® [Il, B]
or
Regorafenib [I. A: MCBS 19
or
Tnflundine—tipiracal [I.A; MCBS 37

Cervantes A et al. Ann Oncol 2023; Published: November 09

Tnflunidine-tipiracil-bevaczumab
[I. A; PCBS 49

ijﬂ'ﬂ'ihfl.. A; MCBS 19
ar
Trifluridine—tipiracil [1, A; MCBS 39

|

Encorafenib-cetuamab®
I, A MCBS 4% ESCAT I-A9]
or
Tnflundine-tipiraci-bevaczumab
1. A; MCES 49
nr

Regorafenib [1, & MCBS 1¢]

or
Tnflundine-tpiracl [I. A: MCBS 9]




ESMO Guidelines 2023

Stage IV unresectable mCRC: third-line treatment and beyond.

Stage IV unresectable mCRC: third-line and beyond

I HERZ-positive: Trifluridine—tipiracil-bevacizumab
Anti-HER? drugs [I, A; MCBS 49
[, C; ESCAT II-8% or
Single agent anti-EGFR mab®
[I, A; panitumumab MCBS 29
or
Innotecan—cetwamab® [Il, B]
or
Regorafenib [I. A: MCBS 19
or
Tnflundine—tipiracal [I.A; MCBS 37

Cervantes A et al. Ann Oncol 2023; Published:November 09

Tnflunidine-tipiracil-bevaczumab
[I. A; PCBS 49
or
Regorafemb [I. A; MCBS 1%
or
Trifluridine—tipiracil [1, A; MCBS 39

Encorafenib-cetuamab®
[, A MCBS 4¢; ESCAT I-A7]
]

Tnflundine-tipiraci-bevaczumab
[1.A; MBS 49

or
Regorafenib [, &; MCBS 1¢]

or
Tnflundine-tpiracl [I. A: MCBS 9]




Encorafenib Plus Cetuximab as a New Standard
of Care for Previously Treated BRAF V600E—
Mutant Metastatic Colorectal Cancer: Updated
Survival Results and Subgroup Analyses from the
BEACON Study

Josep Tabernero, MD, PhD; Axel Grothey, MD?; Eric Van Cutsem, MD, PhD®; Rona Yaeger, MD*; Harreet Wasan, MD*;

Takayuki Yoshino, MD, PhD®; Jajesh Desai, MBBS; Fortunato Clardiello, MD, PRD®; Fetios Loupakis, MD, PhD%

Yong Sang Hore, MD, PhD™; Neeltie Steeghs, MD, PhD"; Tormod Kyrre Guren, MD, PhD; Hendrik-Tobias Arkenau, MD, PhD*;
Pilar Garcia-Alforso, MD™; Elena Elez, MD, PhD'; Ashwin Gollerker, MD™*; Kati Mahany, PhD'; Janra Christy-Bittel, MSN'; and
Scott Kopetz, MD, PhD™

1 Clin Oncol 39:273-284. @ 2021

BRAF v600E mt

ENCORAFENIB + BINIMETINIB +
CETUXIMAB*
n=205

Key eligibility criteria

*  BRAF V600E mCRC

+ Disease progression after
1 or 2 prior regimens

+ Eligible to receive
cetuximab per locally ENCORAFENIB + CETUXIMAB*
approved label with regard n=205
to tumor RAS status

* ECOGPSofOorl

* No prior treatment
with any RAF, MEK, or
EGFR inhibitor

FOLFIRI + CETUXIMAB, or
irinotecan + CETUXIMAB (Control)
=205

Encorafenib + Cetuximab RR 20%. SLP 4.3 m. SG 9.3 m.

ENCO/CETUX versus Control

PFS Probabilit

HR (95% CI): 0.44 (0.35 to 0.55)
Median PFS in months
ENCOJCETUX (167 events)
4.3 (95% Cl, 4.1 to 5.4)

Control {147 events)
15@5%C, 15t 1.9)

Number of patients at risk
ENCO/CETUX 220 127 B3 22
Control 221 42 16 7

Probability of Survival

e
=
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ENCO/CETUX versus Control

-
=

HR, 0.61 [95% C1, 0.48 to 0.77)

Median 0S in months
EMCO/CETUX (128 events)
0.3 {85% Cl, 8.0to 11.3)
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Primary Endpoints®

ENCORAFENIB + BINIMETINIB +
CETUXIMAB* VS CONTROL:

os
(All randomized pts)

ORR—
Blinded central review
(1st 331 randomized pts)

Contral {157 evants)

5.8 (95% CI, 5.1 t0 7.1}

Mumber of patients at risk

ENCO/CETUX 220

Control

197 143 83 47 28 13
221 166 98 B4 33 15 6 2

Encorafenib + Cetuximab: nuevo estandar para CCRm BRAFV690E mt (22 o 32 |inea)




12 LINEA: Fase Ill BREAKWATER BRAF v600E mt
parte de safety lead-in (SLI)

1LORR
EC + mFOLFOX6 EC + FOLFIRI
n=19 n=12 n=8 n=18
68.4% 66.7% 20.0% 61.1%
ASCO-GI 2023 68.4% 75% 37.5% 44.4%
g, TERe T e cogeos  * =
H
3’ : . AR
|| . ; Nl
51 =0 -5 AT -
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| 7n { WPO =) = -
5§ E=e, 5 ™ o oeme " | a sour
!‘u-ﬂll I bt v i U-F:.lm -0 B o e g | pr gy — 4m | B PR —

1L OPFS
EC + mFOLFOX6 EC + FOLFIRI
n=19 n=12 n=8 n=18
99 mos NR 9.7 mos NR
ASCO-GI 2023 11.1m NE 10.8 m 12.6 m

Tabernero J et al. ESMO 2022



ESMO Guidelines 2023

Stage IV unresectable mCRC: third-line treatment and beyond.

Stage IV unresectable mCRC: third-line and beyond

Encorafenib-cetuamab®
I, A MCBS 4% ESCAT I-A9]
or
Tnflundine-tipiraci-bevaczumab
1. A; MCES 49

I HERZ-positive: Trifluridine—tipiracil-bevacizumab Trifluridinetipiracil-bevaczumab
[I. A; MCBS 4¢)
or
Regorafemb [I, &; MCBS 1]
or
Trifluridine—tipiracil [1, A; MCBS 39

Anti-HERZ drugs 1, A; MCES 4¢]
[, C; ESCAT II-89 or
Single agent anti-EGFR mab®
[I, A; panitumumab MCBS 29
or
Innotecan—cetwamab® [Il, B]
or
Regorafenib [I. A: MCBS 19

or KRAS®12¢: 4% CCRm

Tnflundine—tipiracal [I.A; MCBS 37

or
Regorafenib [, &; MCBS 1¢]

or
Tnflundine-tpiracl [I. A: MCBS 9]

KRYSTAL
CODEBREAK

Cervantes A et al. Ann Oncol 2023; Published:November 09



> 22 LINEA: Fase I-1l KRYSTAL 1

A Best Tumor Change from Baseline
B Fartial response [ Sable disease [l Progressive disease

Adagrasib
Monoterapia

N=44

RR 19%
DCR 86%
SLPm 5.6 m
SGm 19.8 m

Evaluable Patients

AND JOURNAL of MEDIGINE

1 Median progression-free sweeival
Sema (95% O, 41-83)
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-1t Evaluable Patients

€ Overall Survival

Median overall survival
19.5 mea [95% O, 12.5-73.0)
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Mo. at Risk 44 & 39 i xR DB 12 i 1 1

B Progression-free Survival
L0 Median progression-free survival,
6.9 mo [95% CI, 5.4-8.1)

Figure 1. Clinical Activity End Points with Adagrasib Monotherapy.

Median overall survival,
13.4 mo (95% CI, 9.5-20.1)

No. at Risk 12 7 2% 2 19 12 B i 1 0

Figure 2. Clinical Activity End Points with Adagrasib plus Cetuximab.

Adagrasib with or without Cetuximab in
Colorectal Cancer with Mutated KRAS G12C

Adagrasib
+ Cetuximab

N=32

RR 46%
DCR 100%
SLPM 6.9 m
SGm 134 m




> 22 LINEA: Fase Ill CodeBreak 300

Global, randomized, open-label, active-controlled study of sotorasib + panitumumab in mCRC (NCT05198934)

4 A
Key eligibility criteria Sotorasib 960 mg daily +
= = 18 years of age panitumumab 6 mg/kg 2QW
= KRAS G12C-mutated mCRC, identified (n=53)
through central molecular testing
= =1 prior line of therapy for mCRC; progressed Sotorasib 240 mg daily +
on or after fluoropyrimidine, irinotecan, and Randomization panitumumab 6 mg/kg 2QW
oxaliplatin® 1:1:1 (N = 160} (n = 53)
- ECOG=2
= Measurable disease per RECIST 1.1 Investigator's choice:
* No prior KRASS'C inhibitor? trifluridineftipiracil or regorafenib
o / (n = 54)
Stratified by: prior anti-angiogenic therapy (yes / no), time from Treat until disease progression, start of another anfi-
diagnosis of mCRC (218 mo / <18 mo), ECOG status (Oor 1/2) cancer treatment, withdrawal of consent , or
intolerance of treatment
Primary endpoint: PFS by BICR (measured by CT / MRI and assessed by RECIST v1.1)
Key secondary endpoints: OS, ORR

Pietrantonio F et al. ESMO 2023, Fakih MC et al,. NEJM oct 22, 2023



Progression-free Survival (Intention-to-Treat Population)

RIGINAL ARTICLE ”

Sotorasib plus Panitumumab in Refractory
. 0, O/ O(y Colorectal Cancer with Mutated KRAS G12C
ORR: 26.4% vs 5.7% vs 0%

2

Sotorasib, 240 mg
plus panitumumab

Sotorasib, 960 mg

Standard care plus panitumumab

Percentage of Patients
LA
?
1

0 2 4 & 3 10 12

; since Randomization

Med 1an Hazard Rat 0 'Fﬂr B Subgroup Analysis for Progression-free Survival — Sotorasib, 960 mg plus Panitumumab | C Subgroup Analysis for Progression-free Survival — Sotorasib, 240 mg plus Panitumumab
s 5 f . Sotorasib, 960 mg Standard  Hazard Ratio for Disease Sotorasib, 240 mg Standard  Hazard Ratio for Disease
Prﬂgresﬂ [v] n.'ﬁ’ee D Se0 58 Pr‘ngresg on Twu.5| ded Subgroup plus Panitumumab ~ Care  Progression or Death (85% CI) Subgroup plus Panitumumab ~ Care Progression or Death (95% CI)
no. of patients no. of patients
H Al 53 54 049 (030-0.80) Al 53 54 038 (036-0.92)
Survival or Death (95% CI) PValue ypeirs b e -
<65 yr 2 z [ 052 (026-104) <65 y7 39 7 [} 063 (032-123)
=65yr 21 7 et 043 (020-097) =65 37 18 7 ot 036 (0.14-0.91)
Sex sex '
mo Male 2 2 [ 059 (030-115) Male 2 24 (1] 071 (037-137)
Female 2 30 — 035 [017-073) Female 7 10 Feif 063 (031-127)
5 Time from initial diagnosis of meta- Time from initialdisgnosis of mets. '
Sotorasi bl 950 mg static disease to randomization staic disease to randomzation '
- =1Emo 2 31 [ 042 (020-034) =l mo 5 3 049 (025-097)
. 5.62 0.49 (0.30-0.80) 0.006 L3 b mEmy | Ak A S R vt
FI us Pantumumab Location of tumor Location of tumor |
- Right side 2 16 [ 041 (019-090) Rightsice 7 16 [ 039 (027-132)
m orasi b' 24o m Lok side 2 ' e 062 032-120) Lok side 36 7 ) 058 (033-103)
g 191 0.58 (0.36—0.93 0.03 Body site at mitial disgnosis Body steat intial disgnosis :
I P it b 4 N s+ 8 4 Colon 37 E o 045 (025-080) Colon 2 7 fot 033 (030-095)
Rectum 1 u 057 [024-131) Rectum 2 7 F 047 (021-102)
P us anmumuma Mo of lines of previous therapy for =3 No. of lines of previous therapy for !
metastatic disease metastatic disease |
lor2 37 F 039 (0.21-0.72) lorz 29 3 0.56 (031-1.02)
Standard Care 2.20 5 i N — o ] —
Liver metastasis Liver mesastasis !
Yes 38 3 b 035 (020-081) Yes 36 3 Forf 047 (028-050)
No 15 16 e _om o2 Ho 7 16 e 036 (020-151)
Fakih MC et al. NEJM oct 22, 2023 om b | oooe oo 7 e T 1oooo
Sotorasib, 960 mg plus Panitumumab Better Standard Care Better Sotorasib, 240 mg plus Panitumumab Better Standard Care Better




Overall Survival

-

- Sotorasib 240 mg
;= + Panitumumakb
+ n=53)
i o=
; a0 HR (5% CI* 077 (041,145 0.9 (0.48,1.71) -
s = )
‘: Bty s Deaths, n (%) 17 32) 1834 20
i
: ] N T T 3 . mgm 81(67,87) 77(62,83) 7865, 85)
Fdumile of Pl ees of Ass
Samraih ¥ g = Panbeearmah 51 =] 42 3] ] 2 1 a i
i T TR R =] o 37 u i ] ]
10
m
= =
i
(-
4 =
3 40
Eow
M ——— Solunih40mg & Panirurab
10— g Cacs
a
B 3 I B B 13 12 1
Hznia Fram Rardomasiion
BV 243 o P 82 . . " ‘ - :
s " u = p E u i ] 2

I Overall survival data were not mature at data cutoff, with 35 (34%) deaths observed

Pietrantonio F et al. ESMO 2023



3513 Poster Discussion Session

Sotorasib (Soto) plus panitumumab (Pmah) and FOLFIRI for previously treated KRAS G12C-
mutated metastatic colorectal cancer (mCRC): CodeBreaK 101 phase 1b safety and
efficacy.

David S. Hong, Yasutoshi Kuboki, John H Strickler, Marwan Fakih, Héléne Houssiau,
Timothy Jay Price, Elena Elez, Salvatore Siena, Emily Chan, Jane Nolte-Hippenmeyer,
Panli Cardona, Qui Tran, Toshiki Masuishi; University of Texas MD Anderson Cancer Center, Houston,

N= 33 tratados previamente con > 2 lineas

=) 12 LINEA: Fase Il
ORR: 58%

DCR: 93.5%
SLP y SG: no maduros

22 LINEA: Fase Ill KRYSTAL-10

KRYSTAL-10 (849-010) Global, Phase 3, Randomized, Open-Label Trial of 2L
Adagrasib + Cetuximab vs Chemotherapy in mCRC With KRAS®12¢ Mutation

Phase 3
CRC Combination vs Chemotherapy.12

Study Objectives

Adagrasib 600 mg BID + cetuximab®

Key Eligibility Criteria
=  mCRC with KRAS®12¢ mutation

= Progression on 1L fluoropyrimidine-
based oxaliplatin or irinotecan
regimen

= Primary endpoints:
PFS, 08

= Secondary endpoints:
Safety, ORR (RECIST
1.1), 1-year OS, DOR,

FOLFIRI®* or mFOLFOX6e4 PK, PROs

Cerrado reclutamiento oct 2023



ESMO Guidelines 2023

Stage IV unresectable mCRC: third-line treatment and beyond.

Stage IV unresectable mCRC: third-line and beyond

I HERZ-positive:
Anti-HER? drugs
[, C; ESCAT II-89

Amplficacion HER2
4-5% CCRm

Cervantes A et al. Ann Oncol 2023; Published:November 09

Trifluridine—tipiracil-bevacizumab
[I, A; MCBS 49
or
Single agent anti-EGFR mab®
[I, A; panitumumab MCBS 29
or
Innotecan—cetwamab® [Il, B]
or
Regorafenib [I. A: MCBS 19
or
Tnflundine—tipiracal [I.A; MCBS 37

Tnflunidine-tipiracil-bevaczumab
[I. A; PCBS 49
or
Regorafemb [I. A; MCBS 1%
or
Trifluridine—tipiracil [1, A; MCBS 39

Encorafenib-cetuamab®
I, A MCBS 4% ESCAT I-A9]
or
Tnflundine-tipiraci-bevaczumab
1. A; MCES 49

or
Regorafenib [, &; MCBS 1¢]

or
Tnflundine-tpiracl [I. A: MCBS 9]




EC MOUNTAINEER

Key Eligibility Criteria

22L mCRC

HERZ2+ per local
IHC/ISH/NGS testing
RAS wild-type
Measurable disease
per RECIST 1.1

Prior
fluoropyrimidines,
oxaliplatin, irinotecan,
and anti-VEGF mAb

Cohort B (n=41)

Tucatinib 300 mg PO BID
+
Trastuzumab 6 mg/kg
Q3W (loading dose 8
mg/kg C1D1)2b

)
Expansion

L

Cohort C (n=31)

Tucatinib 300 mg
PO BID2¢

Endpoints

Efficacy

Assessed in patients who received any amount
of study treatment and had HER2+ tumors®

1. Primary: Confirmed ORR in Cohorts A+B
(RECIST 1.1 per BICR)

2. Secondary:

+ Cohorts A+B: DOR per BICR, PFS per
BICR, and OS

+ Cohert C: ORR by 12 weeks of treatment
(RECIST 1.1 per BICR)

Safety presented in Cohorts A+B who received
any amount of study treatment

MOUNTAINEER began as a US Investigator-Sponsored Trial and initially consisted of a single cohort (Cohort A) and was expanded
globally to include patients randomised to receive tucatinib + trastuzumab (Cohort B) or tucatinib monotherapy (Cohort C)

Strickler JH et al. Lancet Oncol 2023 y ESMO Gl 2022




Tucatinib + Trastuzumab: ORR, Change in Tumor Size, PFS, OS

ORR  38.1%
DORmM 12.4 m 5; ' Ilu||l||ll|||||||’||||m|||m

Progression-free Survival per BICR Overall Survival
100 Tucatinib + Median 100 4 Tucatinib + Median
Trastuzumab Events PFS 95% CI Trastuzumab Events 0s 95% CI
804 Cohorts A+B 80 Cohorts A+B
= 2z
‘S 60 4 = 604
3 2
2 8
o o
o 401 o 404
& o}
20 4 20 4
0 e I B e o e o L S ps ey p 0 T L T T — T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 5
Time (Months) Time (Months)
# subjects at risk # subjects at risk
84 52 42 20 19 14 10 8 6 6 5 5 4 3 2 2 0 84 79 63 55 44 38 29 25 21 13 11 9 8 T 4 4 2 1 0

Median follow-up for Cohorts A+B was 20.7 months (IQR, 11.7, 39.0)

BICR, blinded independent central review; IGR, interq range; OS, overall sunival; PFS, progressive-free survival.

Strickler JH et al. Lancet Oncol 2023 y ESMO Gl 2022
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#5708 DESTINY-CRCO2

DESTINY-CRCO02 Study Design

A randomized, blinded, 2-stage, 2-arm, multicenter, global, phase 2 study (NCT04744831)

* Stage 1 (randomized) was followed by Stage 2 (nonrandomized), which enrolled an additional 42 patients
Stage 1 Stage 2

Primary endpoint:

mad 5-4 mg/k
s * cORR by BICR

Secondary endpoints®:
* cORR by investigator

Patients with HER2+,
Primary analysis®

RAS wild-type or mutant, | | + DoR (Data cutofF:
BRAF wild-type, unresectable, . * ESE November 1, 2622)

recurrent, or mCRC

Stratified by: T-DXd Safety and tolerability
4 6.4 Ik

« ECOGPSofOor1 4 Mg/Kg

« Centrally confirmed HER2 status: Q3w IV

IHC 3+ or IHC 2+/ISH+2
* RAS status (wild-type or mutant)

This study was not powered to statistically compare the two arms.

BICR, blinded independent central review; BRAF, v-raf murine sarcoma viral oncogene homelog B1; CBR, clinical benefit rate; cORR, confirmed objective response rate; DCR, disease control rate; DoR, duration of
response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridization; IV, intravenously; mCRC,
metastatic colorectal cancer; OS, overall survival; PFS, progression-free survival; Q3W, every 3 weeks; R, randomization; RAS, rat sarcoma; T-DXd, trastuzumab deruxtecan.

Both investigators and patients were blind to treatments.

HER2 status was assessed with the Roche VENTANA HER2 Dual ISH DNA probe cocktail assay (IUO). "Expleratory endpoints included best percent change in the sum of diameters of measurable tumors based on
BICR and investigator. “Primary analysis occurred 26 months after the last patient had been enrolled or when all patients discontinued from the study, whichever was earlier.

2023 ASCO #ASCO23 eresented B: - Kanwal Ragha\/, MD ASCO Auesicar socieTy of

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissionsi@asco.org. KNOWLEDGE CONQUERS CANCER



oy
%% DESTINY-CRCO2

Efficacy Results

cORR, n (%) [95% CI]
o

20-25% habian recibido tto antiHER2 previo

6.4 mglkg Q3W

Stage 1 Stage 2 Total Stage 1

n=40 n=42 N=8§2 N =40
18 (45.0) [29.3-61.5] 13 (31.0) [17.6-47.1] [ 31(37.8) [27.3-49.2] 11 (27.5) [14.6-43.9]
0 0 0 0
18 (45.0) 13 (31.0) 31 (37.8) 1 (27.5)
20 (50.0) 20 (47.6) 40 (48.8) 23 (57.5)
2 (5.0) 6 (14.3) 8 (9.8) 4(10.0)
0 3(7.1) 3(37) 2 (5.0)

Confirmed DCR, n (%) [95% CI]

38 (95.0) [83.1-99.4] 33 (78.6) [63.2-89.7]  71(86.6) [77.3-93.1] 34 (85.0) [70.2-94.3]

Median DoR, mo (95% CI)

8.1 (4.2-NE) 46 (4.1-7.0) 55 (4.2-8.1) 5.5 (3.7-NE)

100
80 4
60

40
Y

T-DXd 5.4 mg/kg Q3W Total (N = 82)
A RAS mutant

20

|l |

¥
III.IIII!!-

-20 4
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-40 4

-60 -

Best % Change in Sum of
Diameters from Baseline

-80 4

-100 -

Patients A
Best minimum change, %
n Mean  Standard deviation Median Minimum Maximum

80 -2538 29.15 -23.0 -100 43

HER2 status®  ®m IHC 3+ (n=63) ® IHC 2+ISH+ (n=17) Raghav K et al. ASCO 2023




Median Progression-Free Survival by BICR

T-DXd 5.4 mg/kg Q3W Total (N = 82) T-DXd 6.4 mg/kg Q3W Stage 1 (N = 40)
1.0 - Median PFS B Median PFS
: 5.8 months (95% Cl, 4.6-7.0) e months 4
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Median Overall Survival

T-DXd 5.4 mg/kg Q3W Total (N = 82) T-DXd 6.4 mg/kg Q3W Stage 1 (N = 40)
1.0 1 Median OS Median OS
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Principales estudios fase lll en marcha en CCRm HER2+

Trial Phase  Line Endpoint  Tretment

MOUNTAINEER-03 Il 1st PFS mFOLFOX6+tucatinib+trastuzumab
(NCT05253651) vs mFOLFOX6+bevacizumab or +cetuximab
SWOG-1613 i 2nd. Jrd PFS Cetuximab+innotecan

(NCT03365882) vs trastuzumab+pertuzumab




Mas alla de 32 linea sin seleccion molecular: FRESCO-2

FRESCO-2 Study Design

Patient Eligibility

Prior treatment with fluoropyrimidine-,
oxaliplatin- and irinotecan-based chemotherapy,
an anti-VEGF biological therapy, and, if RAS
wild type, an anti-EGFR therapy

Progression on, or intolerance to, TAS-102
and/or regorafenib

Prior treatment with an immune checkpoint

inhibitor or BRAF inhibitor if indicated

Stratification Factors
« Prior therapy (TAS-102 vs regorafenib vs TAS-102 and regorafenib)
* RAS mutational status (wild-type vs mutant)

« Duration of metastatic disease (<18 months vs >18 months)

Fruquintinib 5 mg PO, QD
(3 weeks on, 1 week off)

+

BSC
(N=458) Treatment until

progression or

Placebo 5mg PO, QD unacceptable toxicity
(3 weeks on, 1 week off)

+

BSC
(N=229)

Nate: To ensure the patient population is reflective of clinical practice, the number of patients treated with prior regorafenib was limited to 344 patients (50%)

i i ITT Populati
Progression-Free Survival opulation

= 1.04 Fruquintinib Placebo
& EventsiPatients (%) 392/461 (85.0%)  213/230 (92.6%)
g 0.8 Stratified p-value (log-rank) <0.001
«? Stratified HR (95% CI) 0.321 (0.267, 0.386)
9= Median (mo) (95% CI) 27(35,38) 18(18,1.9)
29 06
=g i mPFS difference (mo) 18
oo
5%
c 0.4
2
]
g — Fruquintinib + BSC
o 0.2 ruquintini
2 — Placebo + BSC
=
a 0-

01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time since randomization (months)
Patients at Risk
Fruquintinib 461 430 201 256 170 146 89 71 43 36 21 17 10 9 6 4 2 2 2
Placebo 230 194 60 3 12 10 2 2 1 1 1 1 0

ERESVD ™

. . . ITT Population
Primary Endpoint: Overall Survival
Fruquintinib Placebo
1.04 Events/Patients (%) 3171461 (68.8%)  173/230 (75.2%)
Stratified p-value (log-rank) <0.001
g 0.8 Stratified HR (95% CI) 0.862 (0.549, 0.800)
-.6 e Median (mo) (95% CI) 7.4(6.7,82) 4.8(4.0,58)
3'-5 0.64 mOS difference (mo) 26
£ 4
°3 0.4
o ; Median follow up:
2 0.24 :;uqu;nnr:it:zw;‘zmo
© 927 _ Fruguintinib + BSC Mot
0 == Placebo + BSC
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Time since randomization (months)
Patients at Risk

Fruquintinib 461 449 429 395 349 297 266 224 184 143 113 79 58 41 23 14 7 4 4 0
Placebo 230 216 184 153 125 105 88 73 63 45 37 31 20 15 10 6 3 2 1 0

Emnm Subsequent anti-cancer medication balanced between the two arms: 29.4% fruquintinib arm vs. 34.3% placebo arm



Conclusiones

* TAS 102 + bevacizumab es superior a TAS 102 en 32 L en CCRm sin seleccidon molecular

* Regorafenib y fruquintinib son superiores a placebo en CCRm refractario sin selecciéon molecular

* Otras opciones para subgrupos moleculares
— BRAFY80%E mt: encorafenib + cetuximab
— KRAS®2¢ mt: adagrasib+ cetuximab o sotorasib + panitumumab

— Amplificacién HER2: trastuzumab + lapatinib, trastuzumab + tucatinib, trastuzumab +
pertuzumab o trastuzumab deruxtecan

— Los ensayos clinicos en marcha estableceran el papel de estas terapias en lineas previas y las
secuencias

* Retratamiento para RAS/BRAF wt
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