DESAFIOS Y AVANCES EN EL TRATAMIENTO DEL
CANCER COLORRECTAL METASTASICO
BRAF MUTADO

IMPOSI ,
m“I ETERNA%?N;EI)_ Eduardo Polo Marques
' Hospital Universitario Miguel Servet.
Zaragoza.

TID




ml II =
INTERNAGIONAL
NNNNNNNNNNNN
SYMPOSIUM

Disclosure information

* Employment: SALUD ARAGON, Hospital Universitario Miguel Servet. Zaragoza.
Spain

 Consultant or Advisory Role or speaking: Merck, Incyte, Amgem, Takeda, Pierre
Fabre, Servier.

* Accommodation expenses from: Servier, Amgem,Merck.




INTERNATIOMAL
SYMPOSIUM

ESCENARIO CLINICO mlllsmpog.&

Genomic markers in metastatic CRC Clinical and molecular features:

RAS mut +/- F 1 :-,' 5 . . . .
PIKSCA/PTEN 459 8% :i" ;) BRAF-V600E mutation clinical picture:
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Frequency of BRAF mutations in human cancers

Relative prevalence of BRAF mutation by type and by cancer type.

BRAF mutation class 1 V600

BRAF/ total N Class 1,2, 3/ALL BRAF
Cancer types N of tumors BRAF CLASS CLASS CLASS
sequenced (ALL) i | 2 3

Melanoma 3203 1271 985 160 101

39,7% 77,5% 12,5% 7,9%
Thyroid carcinoma 496 165 161 4 0
Multiple myeloma 39 6 3 1 2
Small intestinal malignancies 742 66 11 18 33
Colorectal adenocarcinoma 14,680 1280 1012 80 171

Bl7% 79,06% 6,25% 13,35%
Cancer of unknown primary 2894 120 68 22 25
Non-small cell lung cancer 18,944 772 237 264 237

4,07% 30,7% 34,2% 30,7%

Owsley J et al., Prevalence of class I-1ll BRAF mutations among 114,662 cancer patients in a large genomic database
Med (Maywo’D':). 2021 Jan;246(1):31-39.
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[ BRAF inhibitors } 3 classes of BRAF mutations

BRAF mutation class 3 non V600

+anti EGFR

BRAF mutation class 2 non V600
+ anti EGFR

EGFR ( EGFR

PR
BECCOOE XTSRS

GDP

RAS RAS

«OFF » «ON»
Second-Generation * o *
BRAF inhibitors ® BRAF second-Generation . BRAF BRAF Second-Generation

| VeooE BRAF inhibitors ~ F="*=****=z = Il | BRAF inhibitors
inhibitors ! 1l =Monomer ! =Monomer
Dabrafenib inhibitors inhibitors
Vemurafenib o MEK1/2 Dabrafenib MEK1/2 Dabrafenib
Encorafenib "\ Vemurafenib Vemurafenib
11} | Encorafenib 1 Encorafenib

ERK1/2
Hanrahan et al. Nat Rev Clin Oncol 2024
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FACTOR PRONOSTICO DESFAVORABLE mlll oo

Prognostic Im BRAF mt mCRC is associated with poor survival*

Pooled analysis of 5 : Multicenter, prospective, observational J-BROS study
A Patients underwent 1L systemic CT-based therapy according to investigator’s choice
1.0+ (the majority received CT + anti-EGFR agent or bevacizumab)?
- 081 (0 1
2 1.0
% 0.6 mOS, months (95% CI)
-‘fz’ 0.8 — —+— BRAF V600E mt (n=65): 12.4
% = > —— BRAF wt (n=279): 37.5
= = 0.6 HR (95% CI): 3.24 (2.38-4.42)
& = 5<0.001
02 N g | o
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o
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0
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The rationale of combining anti-EGFR agents with BRAF
inhibitors is to prevent feedback activationi2

BRAF inhibition alone has limited activity in BRAF mt mCRC because of pathway
reactivation though EGFR signaling?
1. Mutated BRAF 2. BRAF V600E mt inhibited 3. EGFR and BRAF V600E mt inhibited
; Anti-EGFR
EGF/ Negative EGF/ u® : L
EGFR ‘.r  feedback EGER ‘{ : ¢ EGFR ‘r
I MAPK pathway o o e e { (\.--Tfih-wf i\ _______ .ni A_P f f itfn:ra-y
(T B i =y B )
BRAF ;
: : 1 CRAF BRAF : i PI3K E E CRA V600E I-:—Encorafemb ifenib : S i i \?é}]%FE H—Encorafenib
| Pk 11 V600E I | pathway : | pathway | ! ;
| pathway | | 4 I i i ¥ i | I |
i i - | i ERK 7 | i !
I 11 * i T o SR - \-.. _____ f’ \‘h_____--r’
. 59 — b b
Sk S = P I——--“ Proliferation, differentiation, survival
Proliferation, differentiation, survival ENGngF:l tsll‘;en:l?ﬁ'ldgb:sll:(i\:'::eth EGFR signaling disrupted

Persistent MAPK signaling
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BEACON CRC: Study design o,

Phase lll, randomised, international open-label study of encorafenib + cetuximab + binimetinib vs investigator’s choice of
FOLFIRI + cetuximab or irinotecan + cetuximab in patients with BRAFV6%%E-mutant mCRC'-3 J

Encorafenib + binimetinib Primary endpoints?3
Safety lead-in (N=30)' + cetuximab? Triplet vs control

(n=224) 0s
§
Encoratenib ORR per RECIST v1.1 by BICR

=t0ingEClcaly Encorafenib + cetuximab Key secondary endpoints??

Phase Ill (N=665)%3

4?;!5";3!1;')[) (n=220) Doubletgg control
Cetuximab All randomised patients
Standard weekly dose* Controll EF:
o

(Investigator's choice; n=221) Safety
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BEACON CCR SIMPOSIO
KNKINl

Objective Response Rate (First 331 Randomized Patients)

f Confirmed Response ENCO/BINVCETUX m
by blinded central review N=111 N=107

Objective Response Rate 26% 20% 2%
95% (Cl) (18%, 35%) (13%, 29%) (<1%, 7%)
p-value vs. Control <0.0001 <0.0001

Updated Progression Free Survival*

ENCO/BINI/CETUX vs Control ENCO/CETUX vs Control

-t
o

HR (95% CI): 0.42 (0.33-0.53) ° HR (95% Cl): 0.44 (0.35-0.55)

(=]
©

Median PFS in months (95% CI) 8 Median PFS in months (95% CI)

ENCO/BINI/CETUX (157 events) Control (147 events) 4 ENCO/CETUX (167 events) Control (147 events)
4.5(4.2-5.5) 1.5(1.5-1.9) 4.3 (4.1-5.5) 1.5(1.5-1.9)

o o
~ @

o
o

Z o z
K ]
£ o5 3
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0 3 0 3

Number of Patients at Risk Number of Patients at Risk
ENCO/BINI/CETUX 224 142 ENCO/CETUX 220 127
Control 221 42 (1] Control 221 42
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Number of Patients at Risk Months
Number of Patients at Risk
E"cc‘z{‘ yosimg = 5 % o pls pre iy . . s ENCO/BINI/CETUX 224 198 157 89 56 33 15 9 4 0
Control 221 166 08 54 a3 15 6 2 0 0
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Moving targeted therapy to the first line:

ANCHOR CRC: Phase Il stud inl 1L BRAFV6%%E_mutant mCRC :
. y TRIBE trial: FOLFIRI-BVZ vs FOLFOXIRI-BVZ
Two-stage study design’ R i i P i i
Enrolled
e, . = Medan {mantba)  Hanand rabg Pl Mefan imoeidng  Hapard niio pwalue Chverall il ratin alys
Patient population Stage 1 Stage2*  Treatment continued i e
N=90 n=40* n=50 until I
. mcRe Recruitment completed Intentinn-go-treat popilstion
+ BRAFVS®E mutation Ent_:omfenib* Encoraf}?nib*‘ . Diseaseprogress,oln FOLFT phus Bewati guimials {ns 200} PEHEIG94) B0 0 E5-0-48) 0y GF{92-E05) GFFOLS-00Y 000B LF9 (54 159 (102 28y 0Lk
o 0 in GCnng binmetinh & | g"a“ca"'a?’: B l | FOLFORIR ket btrwimusnal (a253) 208 36.8-38.3) 0.3 (120233 o {BE%}
‘selting « Consent withdrawal i
- No prior treatment with Stage 1 Stage 2 Rk R
WRAF M' MEK. = n=41 n=54 FOLIM plos Bervaciurmab {ns176) MGTEI-aL BRI 016 gRiga-1rn oBoME&4-09%) 00487 SR (SRR 1-4h {05276 DoBg
:hibitor.oranﬂ-EGFR M'g'o;“."g;';m 6 ongoing (15%) 14 ongoing (26%) FOLFOMR] phes bewacimnal (e 181) 206 (15.4- 10 6) L1063 2) 117 (s}
Ecoe’-‘lmps'm RAS wnil BRAF wild type sulsgrougp
FOLFN plun e iguma (rsd5) 335132-3-39N DT 046137 053" 123 {35-14-4} o085 05%5-3300 O-RE" 27 (B VITDE-2TE 0T
FOLFER0RI phat brwucisumah (=48] 217 [30-3-53-1) 137 {101-18-3) 858
q I . : P Discontinued At postive subgrog
:(!.l"r:j‘echonar'y oiflrm :fr:i?egg%ﬂﬁﬁoﬁgrﬁi&n{:gfgggmdopam%n90 ) FOLFH] phuss tewacizumah (0= 12) 0G7RME D541 SEILT BSTI0A-LIN 5 {a2E) 187 (0 38078
paﬁems) - PD, n=48 (64%) FOLFCA R phos Berwid | sonriah jre=16| 150 (B-2-XB-5) 5 [5-8-15.4) LT
Secondary endpoints: PFS, OS, safety, Qol, PK " Poveraan decoion 18 %) L T R
FOLFMI phin tewacizumab (n=11%) F3R{I0G-ITar  0B8 o ds-1u) aniid-11) o7l mEe-103) B (55m) 155 (0-01-262)
FOLFERH phost Brramcimemal (e=127) 320 (2285-31 9] 1240 -1 T [EE)
RS il ype sulg rng

FOLPW plus bervacizumal) (n=57) ENGOS35a) OTRIBS-1IM) Dé6r name1zay  SR4psEL] oI 32 (58| 178 (0E1-765) 056

Ta rgetEd thera pv 15t I i n e : VOLFOXH phos brscipumah (mefid) 371245427} 128 (9-6-160) A0 E3%)

ORR: 47% BRAF mutated subgroup:
ORR: 56%

mPFS: 5,8 months

mOS: 18,3 months mPFS: 7,5 months
mOS: 19 months
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How can we optimize outcomes of targeted therapy?

Concurrent chemotherapy may improve responses to BRAF + EGFR
PDX models from on-study biopsies from responding patients on S1406

mCRC B8104 PDX model (BRaf"%?%) mCRC B8063 PDX model (BRaf"°"wt) mCRC B8156 PDX model (BRaf"*"“*)
4004mean +SD ] [ Vehicle 3501 mean +SD —=— Vehicle 3504{mean +SD —— Vehicle
:oo I —— |rinotecan —— lIrinotecan —=— Irinotecan

—— Vem/Cetux ~=— Vem/Cetux
—— Combo (VIC/) == Combo (VIC/l)

§

em/Cetux
—— Combo (VICN)

250+

Tumeor volume change (%)
2

Tumor volume change (%)
g

Tumor volume change (%)

100+ 504 £<0.0001
- . 504 ]:l,ng_%: 50 p<0.0001 il
s . 0- e 0+ ] p<0.0001 50 25] 20,0008
- o i) 25 o S0 Ds gl

'.. o Treatment time (days) Treatment time (days) Treatment time (days)
“teene o'°..
Benefit from BRAF/EGFR Modest benefit from BRAF/EGFR No benefit from BRAF/EGFR
The sooner the better Overcomi ng resistance Regression with the triplet Regression with the triplet Regression with the triplet

* Combination with other agents?

) ?
> ther targeted thempyi Randomized Trial of Irinotecan and Cetuximab With or Without Vemurafenib in
» chemotherapy?

> 1C1? BRAF-Mutant Metastatic Colorectal Cancer (SWOG S1406) Scott Kopetz et al. J
+  Other mechanisms of targeting? Clin Oncol. 2020 Dec 23;39(4):285-294




Study Design and Methods

fety lead-in
Participants who have received s1 prior treatment for mCRC

Cohort 1: EC + FOLFIRI
Encorafenib 300 mg QD orally +

Primary endpoint
« Safety (frequency of DLTs)

cetuximab 500 mg/m* IV Q2W +
FOLFIRI IV Q2W in 28-day cycles
(0=30) Secondary endpoints
« Safety (AEs, dose interruptions/
modifications/discontinuations)
* PKs
+ Antitumor activity
(ORR, DOR, TTR, PFS, and OS)

BRAF V600E-mutant mCRC (blood or tumor tissue)
s1 prior systemic treatment for mCRC
ECOGPSof0or 1

No prior treatment with BRAF or EGFR inhibitors or both oxaliplatin and irinotecan
No MSI-H or dMMR mCRC?
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Phase 3°
Participants who have not received prior systemic treatment for mnCRC
S Primary endpoints
EC + PFS and ORR by BICR
(n=150)
Key secondary endpoint
Arm B + 08
EC + mFOLFOX6 Secondary endgoints
+ ORR and PFS by investigator
Arm C (Control) DOR and TTR by BICR and investigator
* PROs
+ Biomarkers (correlation with clinical outcomes)
Cohort 3¢
Participants who have not received prior systemic treatment for mCRC
Primary endpoint
EC + FOLFIRI * ORRDbyBICR
(n=68) Key secondary endpoint
- PFSbyBICR
Secondary endpoints
- 0S
+ PFS and ORR by investigator
+ DOR and TTR by BICR and by investigator
Arm E . Safety
FOLFIRI % bevacizumab . PROs

(n=68)

Biomarkers (correlation with clinical outcomes)
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EC + FOLFIRI

1L 2L

(n=12) (n=18)
S LI BREAKWATE Best overall response, n (%)*®
CR 2(16.7) 1(5.6)
. : PR 8 (66.7) 7 (38.9)
SLI BREAKWATER Figure 3: PFS by BICR sD 1(8.3) 7 (38.9)
Non-CR/non-PD 1(8.3) 2(11.1)
1LE PD 0 0
1001 —1____1_._1—_- Not evaluable 0 1(5.6)°
£. ORR (CR + PR), n (%)® 10 (83.3) 8 (44.4)
- 3 .733: 95% ClId 55.2, 95.3 24.6, 66.3
Figure 2: Best Percentage Cha @ b Median DOR, months®b® NE 12,5
& wf 95% CI' 12.4 NE 5.5, NE
cc + meovroxs oL 201 Median PFS, monthsP NE 126
s= 2} L BT ’g:+EC-~FO~=oxsc~='sﬁ 95% CIf 13.8, NE 6.9, 18.0
§§ , , 00 50 s
“s T No. at risk ! z . M"
£ II|” ”I | L o Overall Survival by Line of Therapy ]
= 25 -25 e B 19 14
sl Flk 1 mFOLFOXE
g5
%:‘-; - - ) 00 at 1L EC + FOLFIRI 2L EC + FOLFIRI
EE -751 :ggi::’iz) -75 *tg %‘ 100 100
s =OR fna) up ] | 9 :
] -] 100 -Nol(aral\lag:'(;;m -100 =C z Zg gz —I—H_:mlmgﬁ% ci): :g T
@ W f=—mmmmmnamman e 70 70 19.7 (13.9, 25.1)
Only includes participants with target lesions at baseline and 21 t ;g: 5‘_: :E % =
BICR blinded inde de v; BL, base BOR, bes! 20 1 8 40 3 31:
maodified fluorouraciAeucovorin/oxalip PD, p € i 10 4 B a0 3
0] EC + mFOLFOX6 (m8) e e
00 50 . 10 = EC+ FOLFIRI Lo = EC + FOLFIRI
O ot rsk ° L
EC o o [} i2 i8 24 30 36 1] 6 12 18 24 30 6
mFOL ’:O-X‘i 8 3 Time (Months) Tima (Months)

ﬁ BICR, biinded independent central review No. at risk 12 12 1 1 7 5 ¢ No.atrisk 18 16 1 4 $ * a
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| FDA grants accelerated approval to encorafenib with cetuximab and mFOLFOX6 for metastatic colorectal cancer with 3 BRAF V600E mutation

FDA grants accelerated approval to encorafenib
with cetuximab and mFOLF0X6 for metastatic
colorectal cancer with a BRAF V60OE mutation
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PFS by BICR (All Arms)

Probability of PFS

No. at

Subgroup Analysis of PFS by BICR (EC + mFOLFOX6 and SOC)

Subgrowp No. of eventiino. of patients. n:mu;g
G + mFOLFOXS =3
Al patients
Sratted 12223 132243 - 083 (041,068)
Unstratfied. 12223 123224 - 051 (0.40. 068)
Age
63 yoars 50 71139 - 081037071
265 yoars s S04 - 051(0.34.0.76)
Sex
e 12 6119 - 050038070
Femaie su113 a1 - 053,037,075
ECOT PS at Daseline.
0 803 74136 - 043(0.0.061)
627108 sanor - 063 (044,098
No. of organs invoived st baseline per BICR
=2 119 “na - 040028 058;
0 o7 wie - 064 (.45, 050
Side of tumor
ten suso 5398 - 043033073
mgrt TIes Ternas - 052(037.072)
Liver metastases ot Daseling per BICR
Yes 81147 8160 — 060 (0,44, 081)
e REE ) 48 bl = 036(023.08T)

Data cutoff: January 6.2025.

20

Favors G+ mPOLFOXS  Favors 808

EC EC + mFOLFOX6 SOC
n=158 n=236 n=243

122 (51.7)

12.8 (11.2, 15.9)

EC+mFOLFOX6 236

1.0 4 ‘=
0.9 -
58 No. of events, n (%) 102 (64.6)
0.7 Median PFS, months (95% CI) 6.8 (5.7, 8.3)
0.6 -
0.5 -
0.4 -
EC+mFOLFOX6
0.3 4
0.2 - zi
0.1 1 i SUS——
EC
0.0 -
I I I I I I I I
0 6 12 18 24 30 36 42
) Time (months)
risk
EC 158 60 24 12 6 3 0
156 96 39 16 4 1
SOC 243 100 34 11 3 1 0

Data cutoff: January 6, 2025.

132 (54.3)

7.1 (6.8, 8.5)



Probability of survival

1.0
0.9 +
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

BREAKWATER ASCO 2025

No. of events, n (%)

Data cutolf; January 8, 2025.
BCR

Subgroup Analysis of OS (EC + mFOLFOX6 and SOC)

— No. of eventsino. of patients ez
EC + mFOLFOXE soc
Al pationts
stratitiea s423 148243 - 0.49(038,083)
Unstratifiod 8423 148243 —_—— 0.48(0.37,082)
Age
<65 yoars 6150 85139 — 0.44(031,062)
265 yoars 3886 6104 — 084 (036.082)
Sox
e s Tims e 0.58(0.42.085)
Fomaie aom3 T7n2e SR A — 038 (026, 0.56)
ECOG PS at basaline
° a3 8126 . 042(029,082)
1 52105 2107 e 0.54 (038,077
MNo. of organs Involved at bassiine per BICR
2 318 68127 . 039(025.059)
= samy s2n116 e 052(038,073)
Side of tumor
Len 8% 6238 ——— 0.48(0.32.072)
Right 56146 61145 - 0.49(0.35.058)
Liver matastases at baseling per BICR
Yes a7 104160 —— 058 (043,078)
Ne 2088 a3 e —— 031(0.18.052)
0z 10 20

e —
Favors EC + mFOLFOX6  Favors SOC

oo, EC

EC EC + mFOLFOX6 soc
n=158 n=236 n=243
92 (58.2) 94 (39.8) 148 (60.9)

Median OS, months (95% CI)

19.5(17.6,22.5) 30.3(21.7,NE) 15.1(13.7,17.7)

EC+mFOLFOX6

No. at risk
EC 158
EC+mFOLFOX6 236

SOC 243

12

107
182
147

18 24

Time (months)

78 44
121 48
64 27
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Best Overall Response by BICR

Confirmed ORR by BICR

(95% Cl) Most Frequent (225%)? All-Causality TEAEs

100% -
EC + mFOLFOX6 s0c EC
W Grade 12 | Grade 3/4 W Grade 12 17 Grade 3/4 Grade 3/4
80% 1 g . o .
el Pl - i R =
45.6% ] . - I 5
o 60% - (38.0, 53.3) iy Decreased appetite 2% 1% 1%
= (@1.8,42.1) Voniing " » "
‘5 Neutrophil count decrease 19% 1% <1% <1%
o 40% - I Arthralgia % <1% - 4%
Rash v [ KN -
Asthenia 5% 1% - 1%
20% - Pyrexia » | | R~ El -
Constipation < | R KN -
Peripheral sensory neuropathy 7% 4% 0%
0% 1l e 20O Neuropathy peripheral 7‘* 4% 0
EC EC + mFOLFOX6 soc Faigue s e KN -
100 75 50 25 0 25 50 75 100
BCcRrR PR BCRrR PR . CR PR T — Percentage of patients

Data cutoff: January 6, 2025.

aNon-CR/PD: 7 (4.4%), 5 (2.1%), and 9 (3.7%), respectively; not evaluable: 10 (6.3%), 18 (7.6%), and 37 (15.2%), respectively.

BICR, blinded independent central review; CR, complete response; DOR, duration of response; EC, encorafenib plus cetuximab; mFOLFOX6, modified fluorouracilleucovorin/oxaliplatin; )

PD, progressive disease; PR, partial response; SD, stable disease; SOC, standard of care; TTR, time to response. © Copyright 2025
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The NEW ENGLAND
JOURNAL of MEDICINE

Stage IV unresectable mCRC
(RAS-mut, BRAF-mut or

dMMR/MSI-H):
first-line therapy
I i
BRAF-mut [ESCAT I-A] (a)
ORIGINAL ARTICLE
@
Encorafenib, Cetuximab, and mFOLFOXG6 in AT douin £ bevacizumab ‘
BRAF-Mutated Colorectal Cancer B e |
E. Elez,"* T. Yoshino,’ L. Shen,* S. Lonardi,’ E. Van Cutsem,*’ C. Eng,® T.W. Kim,? s 1 !
H.S. Wasan,' J. Desai,'"*? F. Ciardiello,” R. Yaeger,'* T.S. Maughan,* Ifno PD: If PD: if no PD: if PD:
V.K. Morris,'* C. Wu,"” T. Usari,* R. Laliberte,* S.S. Dychter,” X. Zhang,?! maintenance therapy second-line therapy SIRENSARE Sy SECONESS Banay
J. Tabernero,'??? and S. Kopetz,'® for the BREAKWATER Trial Investigators* ® @ O) O)
www.esmo.ong, guideline
V13 July 2025
Sharlene Gill, MD

Content of this presentation is copynight and responsibility of the author. Permission is required for re-use.
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BASELINE BRAF V60OE ctDNA

There was high concordance between BRAF V600E ctDNA and tumor tissue testing and there may
be a correlation between high tumor burden and BRAF VG00E detection in ctDNA at baseline

ctDNA vs tumor BRAF VB0OE detection

Centrai BRAF V600E test
(tumor t|ssue)"
n (%)
Detected Not detected
n=480 n=6

419 (84.8) 0

61(12.3) 6(12)

Overall agreement: 87.4%¢

TID

8

Sum of tumor diameters (mm)
=

Correlation of baseline tumor burden
and BRAF V600E detection in ctDNA
Ll
4

Change in BRAF V600E VAF (%)

ROT DE}ECTED DEFE‘CTED
BRAF VG0OE detection

BREAKWATER-ESMO 2025 V) (||
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CHANGE IN BRAF V600E VAF STATUS AT C2D152

More patients in the EC+mFOLFOX6 arm had undetectable BRAF V600E VAF at C2D15 versus
control, and undetectable BRAF V600E ctDNA at C2D15 correlates with longer OS

Waterfall plot of change in BRAF V600E VAF status OS by change in BRAF V600E VAF status
EC+mFOLFOX6 (n=140)
504 W oD oo
o [ ow on»
e D/ND Median OS (95% Cl) NE (21.1, NE) 162 (11.3, 19.1)
EC (n=93) Hazard ratio 0.30 -
50 W omD® WD EC n=42 n=51
o Median OS (95% Cl) 257 (17.6,NE) 14.6 (10.7, 18.2)
-50 Hazard ratio 0.36 -
-1004 L Control n=39 n=65
Control (n=104) Median OS (95% CI) 214 (16.8, NE) 14.3(12.7,17.6)

504 ONDe M o/o- Hazard ratio 0.50 -
0..
-504 .9/
-100- . -

EMERGENCE OF GENOMIC RESISTANCE MECHANISMS

EC in combination with mFOLFOXG6 vs EC alone results in fewer patients acquiring known
genomics resistance alterations at C7D1
Proportion of patients with detectable acquired genomic resistance alterations by visit
Resistance mutations included: KRAS, NRAS, MAP2K 1, MET amplification, BRAF exon deletion

08 EC WEC+mFOLFOX6 37.9%

e

Least square means (95% CI)
Proportion of patients with
.

: -y g 6.6%
I S _}
i Ly ®«. __
0.0
C1D15 C2015 cTD
Time (days)



¢ hay algo mas alla de
BREAKWATER?
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#ACTORES PREDICTIVOS DE RESPUESTA a iBRAF: RNF43 mulm*g

| 11-12DED
OV q‘
*  RNF43 is a ubiquitin ligase that regulates negatively Wnt pathway.
*  When RNF43 is inactivated or mutated, Wnt/B-catenin signaling is potentiated, activating the MAPK pathway.
*  RNF43 mutations result in increased sensitivity to BRAF inhibitors + anti-EGFR antibodies.
Development of predictive biomarkers: A RNF43 B msumss C_ MSUMSS-RNF43
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mutated g %‘;
(1) MSs-ANF43 Increased abundance % = g7 =
of FZD/WNT receptor g &
£ a0 £ A0 a2
E i
g ) g N ﬁ
o o4
wild-type in=261  mutabad (n=3) m:‘“

Disrupted L e e
ubiguitinase @ 075 - W mpessn A
activity  pr me M @ g
de @ £ aso
]
025
RMF43is a tumor suppressor gene, involved in suppression of the WHNT—3-
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NOVEDADES EN EL ESCENARIO REFRACTARIO CON TERAPIA
DIRIGIDA EN BRAF MUTADO

------

- = = > =) = prare o s aApD, & @
B ab patie psate & able a®s%a%a%"s
=S A 600 L3 s DIOrE =z s < SWOG 2107
o : : : - : Pts with MSS, BRAFV6%E metastatic CRC, AND
, 40 . - 1-2 prior lines of systemic therapy
g e I R R P P PR - Partlal Response - ECOG PS 0-1
e | B Stable Disease - No prior (1) BRAF, MEK, ERK; (2) anti-EGFR;
5 2 " - Progressive Disease or (3) immune checkpoint therapy
ET Y7
28 40
£ o
5 5 60 22 evaluable patients:
8% 80+
O ORR 50%(95%Cl, 28-72)
Patient DCR 96% (95% CI, 77-100
al @ omes: encorafenib : ab 0 ab Encorafenib + Encorafenib +

cetuximab + cetuximab

SWOGQ’

Leading cancer research. Together.

;.. Median PFS: 7.4 months
i (95% CI, 5.6 - NA)
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NOVEDADESEN EL ESCENARIO REFRACTARIO CON TERAPIA mul NTERADHS
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DIRIGIDA EN BRAF MUTADO

BRAVE, phase Ib/Il trial

TTD : MERL SAER AT cerrado reclutamiento
11 7 MSS, BRAF V600E cetuximab- _

1 or 2 previous lines bevacizumab recientemente N=50

ANGIOGENESIS AND BRAF INHIBITION

Targeting oncogenic serine/threonine-protein kinase BRAF in VEGF blockade enhances the antitumor effect
cancer cells inhibits angiogenesis and abrogates hypoxia of BRAFV60O0E inhibition

Start point Vehicle PLX4720 Start point Vehiclke PLX4720 ¢ 32 4 & & h o n

COLO205 SK-MEL-28 Time after treatment (d)
c
" » L]
r ' - . * wan gort
. —
4 & PLXATIO
3 . v beveonumed
i -+ COMBO
- i - F -
5 ' | g
0
Start point Vehicle PLX4720 Start point Vehicle PLX4720 ff fﬁiﬁ’d"u fff’@,‘fpﬁftf
I I C0L0208 SK-MEL-28 P
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Bottos A et al. PNAS 2012 Comunanza V et al. PNAS 2017



BRAF mutado V600E-MSI-H- SEAMARK KNI =

SYMPOSIUM

7
| 11-12DED CIEMBRE DE -J:r'..‘

O

SEAMARK: Randomized Phase 2 Study of Pembrolizumab + Encorafenib + |
Cetuximab vs Pembrolizumab Alone for First-Line Treatment of |
BRAF V600E-Mutant Microsatellite Instability-High (MSI-H)/Mismatch

Repair-Deficient (AMMR) Metastatic Colorectal Cancer (mCRC)

CC., Barcelona, Spain

Open-Label, Multicenter, Randomized, Phase 2
(N=104)

Patient Population

Triplet arm (arm A) CERRADO.

Encorafenib

o PENDIENTE DE
- RESULTADOS

« Previously untreated stage IV mCRC
+ Locally confirmed MSI-H/dMMR

+ Locally confirmed BRAF V600E
mutation in tumor tissue or blood

* Measurable disease per RECIST 1.1
+ ECOGPS <1
« Adequate organ function

Randomization 1:1
(stratified by ECOGPS:0vs 1)

———
ﬁ Secondary Endpoints Safety and tolerability, 0S, OR, DOR, and QOL
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Phase II ECLYPse triall2

Patients with Encorafenib +

PD
BRAF V600E mt mCRC, e cetuximab +
ECOG PS <1 “CLUANMNIQL Recruitment into FOLFIRI*
trial (estimated
N=25)

Primary endpoint: 6-month PFS rate
Secondary endpoints: PFS, OS, DoR, ORR, DCR, toxicity

Phase II BAYONET trial3

Encorafenib +
cetuximab +

Patients with Encorafenib + PD

BRAF V600E mt mCRC

cetuximab*

iy o L S Recruitment into binimetinib!
CR, PR, or 24 months SD trial (N=30)

Primary endpoint: 12-week PFS rate
Secondary endpnints PFS, OS, ORR, DCR, TTF, incidence of AEs

.
cermmsrsimr rws wrrw mm e wr wa—— B B e T R el o

1 EU Clinical Tnals. Avallable at httos: Ileudmlcaltnals eu/ctis- nublldvnew12023 508615-24-00 (last accessed- -Od-:ober 2025): 2. NCT06640166. Available at:
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BRICKET

Phase 2 study in BRAFY*£_mutant mCRC
Metastatic disease

Eligibility criteria Study procedure

PD PD
i ctDNA isd
en;nrz:;:?b + ot i {Aamsmz::[:::ﬂ&r' o Encorafenib
L BRAFi-free afterations ;
cetuximab BRAF/MAP2K1 + cetuximab
(+/-FOLFOX/FOLFIRI therany mut: MET ampl) HECHNEA

.
BT = 4 months

= Atleasta RECIST 1.1 PR or

SD with PFS = 6 months = Time between the Ef]d of f‘rnspectwe collection of plasma
: encorafenib + cetuximab samples at each CT scan re-assessment
= PO during or after the end of : R
2 and the start of re- during the trial is planned for futura
t« with encorafenib + :
: treatment = 4 months analyses with research purpose

cetuximab
3By G360 COx (CE-IVD).
CT, Computed fomography; CtDNA, circulating tumaur DNA_
Takayuki YOSHINO, M.D. PhiD. LEde adapted from Prof. C Cremolinds prezentafon at the 2024 ESMO Satellite Symposziem

Content of this presentation is copyrightand responsibility of the authar. Permizsion iz required for re-use. i
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4% RECHALLENGE con iBRAF + antiEGFR + inh MEK: TRIDENTE ) ) ([ =
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TRIDENTE trial; Rechallenge Strategy on BRAF Inhibitor

A single-arm, multicenter phase |l trial designed to evaluate the efficacy and safety of the rechallenge with ENCO+BINI+CET for
patients with BRAF V600E-mutant mCRC who were refractory to ENCO + CET (jRCTs031210511)

i =

oy ENCO + BINI + CET
BRAF V600E-mutant Enroliment > E;mmfenﬂ: -
Metastatic colorectal cancer = 1 of standard v s e
Refractory to ENCO + CET 45 mg, twice a day, PO, every day
y therapy .
(n=21) Initial- 486 mgim?. subsequent: 250 mgim?, V. Day 1, 8, 15, 22
1 cycle =28 days
- Circulating DMA analysis using Guardant 360
= 4 months ' @Before study treament
(Zrffer study treatment
Key inclusion criteria The primary endpoint
- RAS (KRAS/NRAS) wild-type and BRAF V600E-mutant mCRC =Osn . f“"’”’*‘g"‘“’? Ssimssmi0d
= Best response in the previous ENCO + CET was CR or PR Sample size : 21 (Compisie)
+ = 4 months of interval between the previous ENCO Period
= Confirmed disease progression within 4 weeks after last administration of previous ENCO Registration : Jan/2022~Mar/2025 (39 months)
- ECOGPSOor1 Total : Jan/2022~-Mar/2026 (51 months)
Takayuki YOSHING, M.D. PhiD. Kiotari D, Yoehino T, et al. ASCO-GI 2023,

Content of this presentation i copyrightand resporsibility of the author, Permission ie required for re-use. M e



Death of BRAF VD0 Nivtard
Criven Corncar Celh

£ Ubiquitin Uigase Complex

J/

CFT1946 exploits cells’ own proteosome machinery for targeted degradation of
oncogenic BRAF V600X

TID

CFT1946-1101: Study Design and Study Status

Phase 1 trial in BRAF VE00 Mutant Solid Tumaors

REY INCLLSSI0N CRTERIA®

* BRI Vo et rraiaabhs Sibd v
with 21 pro b vl Bol Barspy o
U naldy shoishd of e
CHEILF

+ ki e palbardi il v S S

D=5 Py

+ERC ATFE WolLL & it pon-CHFS ol
barwry. prey [RUAF) ey presen nod kbl
P Bl

K DN mwrrosrmand (paTan Beroe ot
Froddib et Dl d ol FabE

Sty Endpoings
FRIMAEY
+ . Eabohy wno mlorabity
+ Dpbarnine AFD
EECONDWRY
+ . Extaman a0 mmrior aciasy
v v DR et P

VR T P MO ), A T
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Exploratory Expansion
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CFT1946 binds to the mutant form of BRAF, to be destroyed by the proteasome, which slows down
intracellular kinase activity, reducing tumor proliferation
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NOVEL BRAF INHIBITORS
(PLX8394 AND PLX7904), DUBBED AS “PARADOX BREAKERS”, were developed to inhibit V600 mutated

oncogenic BRAF without causing paradoxical MAPK pathway activation.
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CONCLUSIONES take home message

e FOLFOX + EC es el nuevo estandar de 1L en cancer colorrectal avanzado BRAF mutado
V600E MSS. (Breakwater, FDA, ESMO living CCR guidelines)

 Pendiente de establecer el tratamiento de 1L en BRAF mutado V600E MSI (Seamark)

 Necesidad de aclarar el “continium of care” en pacientes que van a recibir la terapia
dirigida en primera linea

— Quimioterapia mas anti VEGF ?

— Mantenimiento a la progresion con EC+ quimioterapia 6 inh MEK ?
— Estrategias de “rechallenge” ?

— iBRAF de nueva generacion ? PROTACS?







