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Update of the recommendations for the determination of biomarkers

in colorectal carcinoma: National Consensus of the Spanish Society
of Medical Oncology and the Spanish Society of Pathology

Biomarker Technique Indication
RAS mut +/-
CRC—universal P"GCA/PTEN mut
MSI IHC and/or MSI analysis by gPCR, bPCR, NGS Required KRASG12cinh PIK3CA/PTEN mut
Immunoscore or immunodensity IHC and/or digital score Optional To be defined
CRC—localized
MSI IHC and/or PCR and MSI analysis Required
Immunoscore or immunodensity IHC and/or digital score Optional
CRC—advanced NTRKinh ~ Gene {8
MSI IHC and/or PCR and MSI analysis Required ROSinh fusion
Extended RAS KRAS, NRAS Required METinh MET ampl
B-RAF V600E Required )
V600E2/K/D/R or M Optional . 4 Wild-type
. double anti-HER2 ~ POLE mut S .
HER?2 THC / FISH / SISH Optional ortstaamab ot | 41514 other anti-EGFR
\ Vi3I + other, |
Rearrangements of: NTRK1; NTRK2; IHC and FISH, NGS, RT-PCR, NanoString® Optional in MSI, MLH1 hyper- ~_J
NTRK3 methylation and RAS WT anti-PDI/LI* BRAF non-V600 BRAF V600E *
Liquid biopsy gPCR, dPCR, NGS, c¢fDNA Idylla Optional for patient monitoriza waicry  Tobedefined o e

Garcia-Alfonso et al., Clin Trans/ Oncol 2020 Adaptada de Dienstmann et al, ASCO Educ. Book 2018 by Chalabi ,
Cohen et al., Cancers 2020 ESMO 2023
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10% BRAF V600E mutation’

3-5% HER 2 overexpression/amplification?

2-3% KRAS G12C mutation?®
0.9% NTRK Fusion*

0.2% RET Fusion®

. De Roock W et al. Lancet Oncol. 2010 Aug;11(8):753-62. 4. Okamura R et al. JCO Precis Oncol. 2018:2018:P0.18.00183.
. Bertotti A, et al. Cancer Discov. 2011 Nov;1(6):508-23. 5. Le Rolle AF et al. Oncotarget. 2015 Oct 6;6(30):28929-37.
. Chida K et al. Oncologist. 2021 Oct;26(10):845-853.
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ONCOLOGICOS: BRAF V600E Mutation
8 to 12% CRC?

96% V600E (Exon 15, T1799 point mutation (valine->glutamine)
codon 600

Asociacién de BRAF y MSI esporadico en 30% casos.

(o3
I . o 7 f o o 250%
Mal pronostico. T. mucinosos mas frecuentes en mujeres, =
® —
S =2 200% S0,
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f o
Ancianos y colon derecho 82
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c P<0905
- @ 9
BRAF mut 3% BRAF mut 47% o o 100%
n =
© T
Hyper-
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ye mutated G _ 50%
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| . - > ® BRAF wild
| ] HEH Li type
T A
umour site BRARVSOUE) Methytation cluster MANA cluster Meta-analysis of randomised clinical trials of cetuximab or panitumumab
= Fight colon B8 Transverse MMLeft colon W8 Rectum W Yes (N0 MMCIMP-H = CIMP-L =% Gluster = Cluster 4 W MSICIMP © Invasive = CIN
. Right-sided Log Weight Hazard ratio
Left-sided - MSI-H study (hazard ratio) SE (2) (953 C1)
- Rectal / Sigmoid -
C Mes / Sigmoid Hypermethylated Bokemewer 2012 —0.a78 0.275 20.7 — 0.62 (0.36—1.06)
- BRAF mut Douillard 2013 —0.105 0.342 17.0 —ef— 0.90 (0.46—1.76)
- KRAS mut - Chromosomal .
- CIN+ Karapetis 2013 —0.1743 0.736 .0 0.84 (0.20—3.56)
Seymour 2013 0.81 0.26e3 21.5 —— 1.84(1.10—-3.08)
Peeters 2014 —0.446 0.354 16.4 —_— 0.64(0.32—1_28)
Stintzing 2014 —0.139 0.314 18.5 —_——— 0.87 (0.47—-1.61)
Total (252 CI) 100.0 0.91 (0.62—1.34)
H
T T 1 T T
Heterogeneity: Tau®=0.11; Chi*=10.09 0.2 0.5 1 2 5
df=5 (p=0.07); 1°=50%
Test for overall effect: Z=0.48 (p=0.63) Favours Fawours
EGFR inhibitors control

Davies 2002 Natu re EGFR inhibitors are suthorised only for RAS WT mERG Pistrantenig. ot . Eur ) Cancer 2015
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Tratamiento del CCRm BRAF mutado

10
FOLFIRI+ bev | FOLFOXIRI + bev I B T Ned
N ArmA Arm B HR [95% CI) i —Cod B WU
Median 0S Median 0§ ' iy B B
:
' - < (stratrhe nal
TT population 508 23 310 0.790.63-1.0] £
R&B evaluable 375 258 3.0 0.86 [0.65-1.12] %’
RAS mutated 218 231 308 0.86 [0.60-1.22) §°-4
7]
1 BRAFmutated 28 108 191 0.550.24-123] °M
All wt patients 129 344 "1 0.85[0.52-1.39] FOLFOXIRI & Bevacizumab
- FOLFOX or FOLFIRI & Bevacizumab
0 1 U '} 8 60 n . .
—  RAS mutated—FOLFOXIRI plus hev T nonh No added benefitfor Triplet in BRAFmt mCRC
——  RAS mutated - FOLFIRI plus bev No.at ik
S04 ol MW W% ’ ' il i
——  BRAF mutated-FOLFOXIRI plus bev Bl 6 W 4 W W mvEm; d" s m’ é
——  BRAF mutated -FOLFIRI plus bev Subgroup Tota (4] Ty HRHC P
254 m— Inenton to reat populaion 591 of 651 (694) 527t 846 (623)  081(072t0091) }'I-||
. = Allwt - FOLFOXIRI plus bev RAS and BRAF status Kl
: ——  Allwt-FOLFIRI plus bev RASSRAFt a6 Bol 59 0BG —
RSt ol 40ME 2ol 85 00710031 k-
. : : , BRAFmu Qofsé 198 Sofet B9 11075017 =
o a 4 & 05 05 1 152 3

«—FOLFOXIRI+Bev Doublets + Bev—>
.. Cremolini C et al. J Clin Oncol. 2020 Aug 20:JC02001225
Cremolini et a. Lancet Oncol 2015 B e .
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Objetivo principal: SLP

Initially unresectable CRLM 1o ' o
= FOLFOXIFOLFIRI+ bevaczumab 9.0 months ~ KR 0,76, p 0.03
: 8% == FOLFOXIRI + bevacizumab 40,6 months

PANEL EVALUATION:

g 5%
confirm unresectability §
§ Objective response “ﬂ p<0.01
RAS | BRAFYE g - ‘
mutated and/or right- ¢ RO/1 resection and/or ablation 37k ™ p=0.01
sided primary ] .
§25~/. Grade 23 adverse events ‘
. smmmova.ns-/.cuo;oom.pwz' s o %Pz‘)-oe
FOLFOX/FOLFIRI + FOLFOXIRI + " e complations
bevacizumab bevacizumab L ’ M:f'imn w;“s e 4 N WFOLFOX/FOLFIRI + bevacizumab W FOLFOXIRI + bevacizumab

Number al risk (number censored)

148 146 - |m(o; 0o @ Be) B o

-0 12(0) 61(0) 3(0) 2(1) 1902
PANEL EVALUATION every 2 months for resectabllity assessment 7 T BRAFV600E mut: 7-8%
Months since randomisation
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+ Censor
FIRE-4.5 Study Design
AIO KRK'01 1 6 0.8 = FOLFOXIRI + bevacizumab (27/35 avents): 10.7 months
3 0.7 . FOLFOXIRI + cutuximab (6372 sverns): 6.7 manths
e
< HR: 1.89 (95% CI, 1.19.3.01}
: - = a 06 P llog-rank) = 006
n=73 Cetuximab : Maintenance s 05
mCRC R v 04-
BRAF VE00E-mutant  —— up to 12 cycles =
RAS wild-type - 03
=36 mFOLFOXIRI* + 02
Bevacizumab | Maintenance o
0 12 24 36 48 60

Time Since Random Assignment (months)

No. at risk:
FOLFOXIRI + bavaczumab 35 % 15 8 5 M 2 1 1 1
FOLFOXIRI + catuximaby 72 7 15 4 2 1 1 1 1 0

Cetuximab Arm Bevacizumab Arm
N=72 N=35 B

ORR (per BICR) a1.7% 57.1% 10 o
CR 4.2% 5.7% o
0.8 e FOLFOXIAI + Dovacizumad (20v35 avents): 17.1 months
PR 37.5% 51.4% = e FOLFOXIR + cotuximab (4872 evants): 12.9 manths
o HR: 140 (95% CI, 0.83-2.37)
SD 26.4% 20.0% € os P llog-rank) = 20
(=9
5
DCR 68.1% 77.1% B
median PFS 6.7 months 10.7 months e |
median OS 12.9 months 17.1 months 02 .
01
0 12 24 36 a8 60
Time Since Random Assignment (months)
Stintzing S et al. J Clin Oncol. 2023 Sep 1:41(25):4143-4153. No. # risk:
FOLFOXIRI + bavacizumab 35 n 7 1

FOLFOXINI « cotuximab n k] n 6 2
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Final Study®esign

Results of Safety Lead-In led to the introduction of an additional primary endpoint of ORR and
an interim OS analysis to allow for early assessment

Patients with BRAFY50E mCRC with disease progression after 1 or 2 prior regimens; ECOG PS of 0 or 1;
and no prior treatment with any RAF inhibitor, MEK inhibitor, or EGFR inhibitor

Phase 3 Primary
- Endpoints:
Safety Lead-in Triplet therapy ' ]
ENCO + BINI + CETUX Triplet vs Control
ENCO + BINI + CETUX n =205
N=30
. . Doublet therapy
Encorafenib 300 mg PO daily
Binimetinib 45 mg PO bid ENCO_+2C0ETUX
Cetuximab standard weekly 1=k
dosing
Control arm RR
A separate Safety Lead-in cohort of n=7 RO AT O
in Japan was enrolled subsequently. irinotecan + CETUX (Blinded
Results will be reported at a later time. n =205

Central Review
N /|

Secondary Endpoints: Doublet vs Control OS & ORR, PFS, Safety

and cetuximab source (US-licensed vs. EU-approved).

Randomization was stratified by ECOG PS (0 vs. 1), prior use of irinotecan (yes vs. no),

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Encorafenib, Binimetinib, and Cetuximab
in BRAF V6OOE—Mutated Colorectal Cancer

S. Kopetz, A. Grothey, R. Yaeger, E. Van Cutsem, J. Desai, T. Yoshino, H. Wasan,
F. Ciardiello, F. Loupakis, Y.S. Hong, N. Steeghs, T.K. Guren, H.-T. Arkenau,
P. Garcia-Alfonso, P. Pfeiffer, S. Orlov, S. Lonardi, E. Elez, T.-W. Kim,

J.H.M. Schellens, C. Guo, A. Krishnan, J. Dekervel, V. Morris, A. Calvo Ferrandiz,
L.S. Tarpgaard, M. Braun, A. Gollerkeri, C. Keir, K. Maharry, M. Pickard,
J. Christy-Bittel, L. Anderson, V. Sandor, and J. Tabernero
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ENCO/BINI/CETUX versus Control ENCO/CETUX versus Control
1.0 < o 1.0
_ | HR, 0.60 (95% C1, 0.47 to 0.75] — nal
g 09 Median 0 in months g 0.9 HR. ::;i:z::; nr.:mm':.m
‘5 084 ENCO/BINICETUX (137 svents)  Cantrol (157 events) 'S 08+
[ 074 93485% 0L 82 10 105) 59[08% CL51to7.1} 5 074 ENCO/CETUX (128 avents) Control {157 events)
U:'; . g ’ . a . 9.3 (95% CI, 8.0t0 113) 5.0 (95% Cl, 5.110 7.1}
D 05 9 06
; 0.5 © 05
= 044 E 0.4
| 034 £ 03
'E 0.2 2 024
=
o 0.14 a 0.14
T T T T T T T T T T T T T T T T T T
0 3 [} 9 12 1B 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Months Months
Number of patients at risk Number of patients at risk
ENCO/BINVCETL .~~~ 7~ - - - - ) B T, e T T - o o B -
Control A B
ENCO/BINI/CETUX versus Control ENCO/CETUX versus Control
1.0 1.0+
0.9 HR, 0.42 [95% C1, 0.33 to 053] 0.8 + HR (95% C1J: 0.44 (0.35 to 0.55)
0.8 Median PFS in months 0.8 Median PFS in months

0.7 ENCO/BINICETUX (157 events) Control (147 events)
45(85% Cl, 4.210 5.4} 15(95%Cl, 1.510 1.9)

07 - ENCO/CETUX (167 evants) Control {147 events}
4.3195% CI, 4.1t0 5.4} 1585%Cl, 1510 1.9)

PFS Probability
&

PFS Probability
o
(%]

- B 0 3 6 9 1‘2 ‘IIS 1‘8 2I1 2‘4 2‘? 0 3 6 9 12 1I5 18 21 24 7
Objective Response Rate (First 331 Randomized Patients)

Objective Response Rate 269% 20% 2%
95% (CI) (18%, 35%) (13%, 29%) (=1%, 72%) J Clin Oncol 2021
p-value wvs. Control =0.0001 =0.0001 —
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BREAKWATER - Safety Lead In

Safety Lead-In

Participants who have received <1 prior treatment for mCRC

Cohort 1 (n-30) Primary Endpoint
corafenib + Safety (frequency of DLTs)

Secondary Endpoints

+ Safety (AEs, dose interruptions/

Cohort 2 (n=27) modifications/discontinuations)

Encorafenib 300 mg QD * PKs
+ cetuximab 500 mg/m? Q2W + Antitumor activity by investigator
+mFOLFOX6 Q2W in 28-day cycles (ORR, DOR, TTR, PFS, 08)

* BRAF'®& mCRC (blood or tumor tissue)
+ <1 prior systemic treatment for mCRC

* Evaluable disease (RECIST 1.1)

» ECOGPS 0or1

+ Adequate BM, hepatic, and renal function

+ Prior treatment with BRAFI/EGFRI
or both oxaliplatin and irinotecan

+ Symptomatic brain metastases

* MSI-H or dMMR tumors?

B
o

&

75 HFD I"I=1

L ﬂh’ﬂ ORR 68.4%
B PR (n=13)

-100 M Not evaluable® (n=1)
Participants

Best change from baseline in sun
of diameters for target lesions (%

1L EC + mFOLFOX6

3& mPFE; 9.9 (5.6-NE)
s EC & mPOLEONE (re1)

an 25 50 15 00 125 15

Mo, at risk Time {Manthis|
EC
G 9 18 " " : 1 ]

[
ch

n
=

* 003  ORR83.3%
B PR (1=7)

all I|||

-100 W CRe (n=1)

Participants

1L EC + FOLFIRI

00 Madian, months (95% C1j:
50 NE (13.8, NE)

80
R
o0
E 50
E 40
0

‘: —— EC + FOLFIRI

L} L} in 6 an kL o £
Tima (Manths)

Ho.strisk 12 0 L] 4 4 4 a ]

=28 months after the last patient was enrolled

Tabernero ) et al. ESMO 2022, 2024



CEBRRA ceests

Study design: Study endpoints:

open-label, multicenter, non-randomized, Primary endpoint:

single arm phase IT clinical trial to assess the * Efficacy of cetuximab in combination with
efficacy of EBC as induction therapy in encorafenib plus binimetinib (EBC)
BRAF-V600E-mutant MSS Acrc Secondary endpoints:

Included patients will be treated with oral * ORR, TRG, PFS, OS and DFS in BRAF-
encorafenib and binimetinib daily together V600E-mutated MSS aCRC patients

with biweekly intravenous cetuximab, for 12 treated with EBC.

or 24 weeks depending upon eligibility for « Safety and tolerability of EBC treatment.
surgical treatment. « To assess complications related to surgery

If resectable (regardless of the response .
achieved): ‘Gdlcal

* Radical treatment at least 2 weeks

after the end of EBC treatment and
— at the latest, 10 weeks after the
N —70 most recent CT evaluation (*)
Assesment of the achievement
of radical treatment at 12

weeks (+/- 2w) after the start of
the induction treatment

1

BRAF VG600E
Advanced CRC in E BC
accordance with the Encorafenib 300 mg PO daily +

inclusion criteria Binimetinib 45 mg BID +
N=70 Cetuximab 500 mg/m2 biweekly

able and have progression
disease at 12 weeks or 24 weeks:

= () In the event of any delay, treatment with EBC should be End of EBC treatment
continued until 2 weeks before radical treatment takes place .
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HER-2

@ Lymphocyte T
3 Antibody-drug
Antibodies;
-Trastuzumab ms conjugates @
Tasarbds et T
S " c03 Bi-specific antibodies
Designed ankyrin -~ W25 " rTCR :‘r?:.dngnmmd immune
" :
o 2 HE ER14 HER & o
; -BTRC4017A
MP0274 'NEEREE .,. (AR NNy u} -GBR-1302
PRS-343
?W"::::::‘:‘;s .’ - HER2 peptide vaccines:
@ inhidors) - -AVX901
. RAS ' E75
Small molecules: + . @ ETBX021
Lapatinb s » o
Neratinb ron PI3K RAF % Antibody-drug CAR Tcell therapy:
-Afatin conjugates: -HER2BI-armed activated T
-Dacomdtinib -ado-lrastuz;xguw) cells
.7 Drutnid MEK emtansine ( 1) ma
Her2: Sobreexpresion Pozitnid il : AREH
-Pyrotind ] , ALT-
en el 2-3% de CCR Swhnb MR ERK ', i
. Tesevatinib -MM302
En el 5% en el Lado izdo Tocanb PF-06804103
. ., -AP32788 ! | p 'iumr -
-TASO7 i : — 2 5
Avidez por afectacion SNC ASOT28 Prolferalia-Suwivel- ATGIogEnes’s

Enriquecido RAS wt

Predictor negativo de ol doath |
respuesta a antiEGFR | 16



HERACLES-A trial MY PATHWAY trial MOUNTAINER trial TRIUMPH trial
TRASTUZUMAB TRASTUZUMAB TRASTUZUMAB TRASTUZUMAB

% EGFR/HER2 % PERTUZUMAB o~ & ? PERTUZUMAB
HER2] HE HER3 HER2 p
OOC OO ! (] '.t D
’ & ‘ A oees| || Jee| 118

LAPATINIB TUCATINIB

ESTUDIOS FASE |

| HERACLES | MY PATHWAY | MOUNTAINER

RESPUESTAS 30% 38% 55%

No esta claro el aumento de la PFS y SG: HACEN FALTA ESTUDIOS FASE Il

Giulia Martini, Rodrigo Dietsmann et al.- Ther Adv Med Oncol 2020



Trial name Phase Treatmentline Number Regimen ORR (%) DCR (%) Median PFS Median overall
(months) survival (months)
Ramanathan etal.®* I Second or later 9 Trastuzumab plus 71 Mot reported Mot reported Mot reported
irinotecan
HERACLES-A®12 n Third or later 32 Trastuzumab plus 28 69 47 10.0
(NCTO3225937) lapatinib
HERACLES-B'™ 1l Third or later 30 Pertuzumab plus 10 80 49 Mot reported
(NCTO3225937) trastuzumab
emtansine
MyPathway'~ ] Second or later 57 (RAS wild Trastuzumab plus 32 (RASwild Motreported 2.9 (RAS wild 11.5 (RAS wild
type: 43) pertuzumab type: 40) type: 5.3) type: 14.0)
TAPUR Group 8 1l Any lines 28 Trastuzumab plus 14 Not reported  Not reported Mot reported
(NCTO2693535) pertuzumab
TRIUMPH™ ] Second or later 27 (tissue) Trastuzumab plus 30 Mot reported 4.0 101
(UMINQOOQQ27887) 25 (ctDMNA) pertuzumab 28 31 8.8
MOUMNTAINEER'® 1l Third or later 23 Trastuzumab plus 52 Mot reported 8.1 187
(NCTO3043313) (RAS wild type) tucatinib
Yuan et al.’™ ] Any lines m Trastuzumab plus 27 45 Not reported Mot reported
(NCTO4380012) pyrotinib
DESTINY- 1l Third or later 53 (IHC3+ or IHC2+ Trastuzumab plus 45.3 83 6.9 15.5
CRCO1 (ref. =) and ISH+) deruxtecan o 60 21 7.3
(NCTO3384940) 15 (IHC2+ and ISH-) o 525 1.4 77
18 (IHC1+)
Clark et al."™® n Second or third 21 (IHC2+/IHC3+) 5-FU-leucovorin 24 Mot reported Mot reported MNot reported
plus oxaliplatin
plus trastuzumab
Bekaii-Saab et al.'*® 1 Second or later 6 Paclitaxel plus 0] 33.3 Not reported Mot reported
trastuzumab plus
IL-12
Meric-Bernstam | Salvage 26 (IHC3+ or IHC2+ Zanidatamab 38 77 6.8 Mot reported

et al'™="
(NCTO2892123)

and ISH+)

(ZW25)

5-FU, fluorouracil; ctDMNA, circulating tumour DNA; DCR, disease control rate; IHC, immunohistochemistry; ISH, in situ hybridization; ORR, overall response rate; PFS, progression-free surwvival.



HER2 IHC3+ or IHC24/ISH+  HER2 IHC24/ISH- HER2 IHC1+
CohortA (n=53) (LG ERES  Cohort C (n=18)

DESTINY-CRCO1 Study Design Crfimed ORR by IR n (4 4% ] [::é‘_‘:;;] 10‘0-2181 10‘0-2551

An open-label, multicenter, phase 2 study (NCT03384940) CR 0 0 0
administorod QOW (ol ohorts PR % (453) 0 0
Cohort A: 1
Patients HER? Postve Primary endpoint 0 0017) 9(600) 4(223)
. (IHC3+ or IHC2+/ISH+) + ORR® (cohort A) Brimaty analysie
+Unresectable and/or metastatic CRC n=53 (Data cutoft: PO 5(94) 5(333) 10(35.6)
+HER2 expressing (central confirmation) % Secondary endpoints August 9, 2019)
- RAS/BRAFYSE vild type e _|- ORR® (cohorts B and C) Not evaluable? 4(15) 1(67) 4(22)
+22 prior regimens n=15 * PFS ) \
o ESr, NER S 08 oo Disease control rae, % (35% C) 80(702919) BOR3RT)  2264474)
«Excluded patients with a history of or Cohort C?: +DCR Dgg::b‘:s;ala;o';o) Median duration of 95% CI th 7005895 NE (NE-NE NE (NE-NE
current/suspected interstitial lung disease HEF:2=I:I§1+ - Safety and tolerability 3 edian duration of response, l: ) montns / l: .0-3. ] ( ! :' ( & )
= Median treatment duration, (95% CI) months 5.1(39-76) 21(14-26) 14(1.315)
Progression-Free Survival Overall Survival
= e T g e o e T " .
cul R . T Interstitial Lung Disease
B B3
,,E, B0 Ié B0
z 2
E 40 5 40
£ © -
E o= 2 All Patients (N=86) n (%)
°1 : e L — Grade 1 0
o 1 2 3 4 5 6 7 8 - 10 11 12 13 14 15 o 2 4 & 8 10 12 14 16 18 20 22 24 26 28
e Time, Months . at Risl Time, Months
NC:::I;R:[: 83 51 44 36 33 27 22 18 15 10 9 T 5 3 1 o NCu:mRr.\: 53 51 a4 38 a5 32 1l 28 25 24 18 12 6 1 o Grade 2 4 (4.?)
CohotB 15 14 6 4 1 o o ] ] o o o o o o o CohortB 15 14 10 8 (] 5 4 o o o o o (] (] o
Cohort C 18 15 4 1 o o o ) o o (] o 0 o 1] o CohonC 18 15 8 8 () ) 4 3 3 2 o o o o o Grade 3 1 (1 l2)
HER2 IHC3+ or IHC2+/ISH+  HER2 IHC2+/ISH— HER2 IHC1+ HERZ IHC3+ or IHC2+/ISH*+  HER2 IHCZ+ISH- HER2 IHC1+ Grade 4 0
Cohort A (n = 53) Cohort B (n = 15) Cohort C (n = 18) Cohort A (n = 53) Cohort B (n = 15) Cohert C (n = 18) -
mPFS (95% CI), months 6.9 (4.1-8.7) 2.1(1.4-4.1) 1.4 (1.3-2.1) mOS (95% Cl), months 15.5 (8.8-20.8) 7.3 (3.0-NE) 7.7 (2.2-13.9) Grade 5 3 (35)3

Yoshino T, et al. ASCO 2021. Siena S, et al. Lancet Oncol 2021;22:779 Any Grade/Total 8 (9.3)¢
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DESTINY-CRCO02 Study Design

A randomized, blinded, Z-stage, 2-armm, multicenter, global, phase 2 study (NCT04744831)
- Stage 1 (randomilzed) was folowed by Stage 2 (noorandomreed), whiich encolied an a3dbonal 42 patents

Stage
Acven 3
T-DXa
5.4 rging
QIW v
"= A0
Fationts wetis HERD-
FEAS w3 Lypee O tHstaedt,
BRAF win3 oype, unresectable
rocurrent. or MmCRC
Ao ‘.’
Emrec oy o ’
» BOOS PS5 of B ox ¥ -
Camtraiy coniewmed PEWNI shatws O
BT e g BT e mRane N

. SRAD w—n. P—————. - —
This shedy wmas MOl BOowered 10 STatistically Compare the Pwo armes

T-DXd 5.4 mg'kg Q3W Total (N = 82)

b S ——

ORR:37.8

eres<
.."""'!l'lllllll||||ll||l'|l||l|llll|l I
!
!
e !
!

Bt ———

for &, Comge i bem of
R ]

Median PFS
S 8 months (25%6 CI, 4.6-7.0)

Median OS
13.4 months (85% CIi, 12.5-16.8)

Raghav K, et al. ASCO 2023.

ey e Spcira
- MU by SO

Secoraary esdoo e
- WCHR By W
Cros

= - ocm

Stage 2
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Median OS

NE (95% Cl1, 9.9 months-NE)




Tucatinib plus trastuzumab for chemotherapy-refractory, HER2-positive, RAS wild-type
unresectable or metastatic colorectal cancer (MOUNTAINEER): a multicentre, open-label, phase 2
study

Cohort B (n=41) Endpoints

Tucatinib 300 mg PO BID | [l Rall=b

+

Key Eligibility Criteri
ey Eligibility Criteria Assessed in patients who received any amount
of study treatment and had HER2+ tumors®

+« =2 mCRC Trastuzumab 6 mag/kg
= HERZ+ per local Q3W (loading dose 8 1. Primary: Confirmed ORR in Cohorts A+B

. :;fs”?ulﬁt?pset ( > mg/kg C1D1)** (RECIST 1.1 per BICR)
~ Rl;
* Measurable disease
per RECIST 1.1 Expansion 2 Secondary:

Cohorts A+B: DOR per BICR, PFS per

= Prior

L Cohort C (n=31) BICR, and OS
ggmmﬁnmlgrnﬁt%can — * Cohort C: ORR by 12 weeks of treatment
and anti\.r:EGF mAb ' Tucatinib 300 mg (RECIST 1.1 per BICR)
PO BIDad

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

2 prior therapies: 42%

Tucatinib plus >3 prior therapies: 37%

trastuzumab (cohorts A

and B; n=84)

ADVERSE EVENTS > G3 AEs

Confirmed objective response  38.1% (27.7-49.3)
rate (95% Cl) Cohort A and B Diarrhoea (64%) Hypertension (7%)
Median duration of response,  12.4 (8.3-25.5) Cohort C Diarrhoea (33%) Increased ALT (7%)
months (IQR) Increased AST (7%)

Strickler. Lancet Oncol 2023
Median PFS, months (95% Cl) 8.2 (4.2-10.3)
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Final results of a pase 2 study of tucatinib and trastuzumab for HER2-positive mCRC
(MOUNTAINEER)

* Median follow-up: 32.4-months

cORR, % (95% CI) | 39.3 (28.8-50.5) * Clinical efficacy was similar across 3 central HER2 testing methods
(Tissue IHC/FISH, Tissue NGS, Blood NGS)

Median DOR, 15.2 (8.9-20.5 . ,
edian mo ( ) * 23 0f 84 (27%) patients had Long-term response, defined as

95% ClI

Bod) having > 12 months duration of treatment with CR/PR/SD
Median PFS, mo 8.1(4.2-10.2)

(95% Cl) * Tucatinib in combination with trastuzumab continued to have a

Median 0OS, mo 23.9 (18.7-28.3) good safety profile and be well-tolerated with longer follow-up

(95% Cl)

Strickler. ASCO 2024
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A Study of Tucatinib With Trastuzumab and mFOLFOX6
Versus Standard of Care Treatment in First-line HER2+
Metastatic Colorectal Cancer (MOUNTAINEER-03)

Study Population

S WT, mCRC

r treatment in N=400°

etting
ived adjuvant
ent mpleted
=6 months prior to
enroliment

Randomize 1:1

Treatment

Endpoints

Tucatinib experimental arm
Tucatinib 300 mg PO BID y
Trastuzumab 8 mg/kg loading dose, Primary
then 6 mg/kg IV (Q3W) * PFS per RECIST vi.1 by
mFOLFOX6 (Q2w) BICR assessment

Standard-of-care control arm
mFOLFOX6 (Q2W), or
mFOLFOX6 (Q2W) + bevacizumab (Q2W),
or
mFOLFOX6 (Q2W) + cetuximab (QW)

a Stratification by both primary tumor location (left-sided versus all other) and liver metastases (presence or absence)

NCT05253651
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HER2 amplified mCRC patients

Zanidatamab:
Dual HER2-Targeted Bispecific Antlbody

Phase 2 Study of Zanidatamab + Chemotherapy
for First-Line Treatment of HER2-Positive

IMMUNE- .
MEDIATED @ ,“&“ MetaStatlc C RC
EFFECTS 1T
Key eligibility criteria: Physician’s choice of chemotherapy regimen Pﬂ&'% endpoints (Part 1):
+ Unresectable, locally advanced, (26 cycles):* « AEs and SAEs
recurrent or melastatic CRC Zanidatamab + « Laboralory abnormalities
HER2 INTERNALIZATION *+ HER2-expressing/amplified tumours mFOLFOX6-2 * Dose reductions
BLOCKS HER-2 AND DEGRADATION (IHC 3+; or HER? gene amplified) e
DIMERIZATION based upon central assessment Secondary endpoints (Part 1):
+ Extended RAS- and BRAF-wildtype . Ob)edw response rate
- 8 based on local of central assessment * Disease c:ntrol rate
+ ECOGPS 51 W —cbsebic i g

HER2

o[ Yy /’ OL_, ,
&

No prior HER2-targeted agents
* No prior systemic therapy for
metastatic disease

¥ One prior cycle of 5-FU based
chemotherapy for was permitted

Zanidatamab +
mFOLFOXE-2 + bevacizumab

* mFOLFOX8-2 «

(Zandataraty 120001600 mg*
bevacitumab: § mgfig on days 1 and 15)

Tumour assessment Q6W per RECIST v1.1!

DLTs evaluated during the first 28-week cycle
Mandatory premedication for IRR® and antidiarrhoeal” prophylaxis

CRC patients treated (Part 1)
N=13

DLT evaluable*

Response evaluable
=11

ClinicalTrials.gov: NCT03929666

Data cut-off: 31 October 2023

Rha SY et al. ESMO 2024 mini oral sesion



HER2

amplified mMCRC patients

11 response-evaluable patients®

Zandatamab +

Bl Zacsdatameds « mFCLFOXE-2
B Zacidutamaly = mFOLFOXE-2 » Bevacizumaty

100 Treatsment groug:

MmFOLFOX6-2 80 |
(n=86) 3; a0 |
cORR §§ =1
n (%) 5 (83.3) 5 {100) 10 (90.9) 2 2
95% C1 35.9.90.6 47.8. 100 58.7.99.8 i} =1
cBOR. n (%) : .. In
CR 0 (0) 0 (0) 0 (0) - |
PR 5(83.3) S (100) 10 {90.9) —40 1
sSD 106.7) 0(0) 1(9.7) g &0 |
PD 0 (0) 0 ¢(0) 0 (@) =]
-0 |
DCR* |
n (%) 6 (100} S (100) 11 (100) N
as% Ci 54.1, 100 a7.8, 100 71.5. 100 P, Fe B0 By BB e, BEOIA 3 e
FISM - - - - - - - - - - -
Median (range) duration of response: — — S— — —
T (2‘9‘”.67’) hs Dottt —c VN wwmmm— v N e 4 R wveeas F Ver e
All Patients
IHC FISH
3+ -
e -
2+ -
2+ -
2+ -
3 -
3 oy Median (95% CI) PFS:
3+ - Not reached (8 2, not reached) monins
3
3: : S PR ®SD mPD = Nt response evaluable
24 - - B Zarddatarmab + mFOLFOXE8-2
2 * B Zanidatamab + mFOLFOXSE-2 + bevacizumab
a- - -
o 2 M s e 10 12 14 6 18 20
Time from start ( ths)

_ Median (range) duration of follow-up: 15.4 (4-19) months



KRAS G12C



KRAS G12C mutations drive tumour growth and occur in a subset of mCRC patients

KRASYTsignalling’ KRASC12C signalling’ Frequency of KRAS mutations in Gl cancers
100 from a global database?*  gg
0 CS 80
< .9 60 —£50 80
@,/ o\ @ w N\ @ 255 4 0
C wn 2
GAP GEF o0 g 20 4,1
SO AL n
(607 © 9% OCS)% & w® & L F
@ & \o@ & @ Q_@O &
KRA KRAS & B > Q
(active) (active) @) c_)((\
Downst Downst . .
l Sigmﬁnrgcm u Sigmﬁnrgom * KRAS G12C mutations are present in ~3-4%

of CRC cases?

o (o @ « RWD have suggested that KRAS G12C mutations
& Cellgrowth and _5’.1 .‘. ) Cancer 5 . 14,5
differentiation ® 40 progesson may be associated with a poor prognosis™

I ted with Bi *Mutation i

"Some real-world data publications have not shown a differen
GDP, guanosine di EF, g i factor; GTP, guanosine tri RAF, rapi RWD, real
1. Zhang J, et al. Pharmacol Ther 2022;229:108050; 2. Prior I, et al. Cancer Res 2020;80:2969~74; 3. Strickler JH, et al. Oncologist 2023;28:¢981-94; 4.

i c and
atients with KRAS G12C-mutated mCRC and those with other

based on COSMIC data, together
inosis between p

a.
1, et al. Clin Colorectal Cancer 2020;19:219-25; 5. Taieb J, et al. Presented at ESMO Congress 2023, abstract 5530; 6. Osterlund E, et al. Front Oncol 2022;12:826073; 7. KoulouridiA, et al. Cancers (Basel) 2022;14:3320.



KRASC®12C inhibitors and anti-EGFR antibodies in mCRC
Rationale for sotorasib and panitumumab combination therapy
Sotorasib and Panitumumab INHIBIT Oncogenic Signaling Pathways

(aafi‘j‘f,ffne,, 3. Panitumumab blocks dimerisation of EGFR,

preventing bypass signalling through PI3K and

1. Sotorasib is a highly selective )
wild-type KRAS/NRAS23

KRASC2C inhibitor that locks the
mutant protein in an inactive state,
preventing oncogenic signaling’

KRASE126 KRASS2¢ s
Inactive Active
s o / / - Y

Panitumumab (t:‘

v

2. Inhibition of constitutive
MAPK/ERK signalling by

sotorasib relieves negative
feedback regulation of e

. EGFR, resulting in upstream (inactive monomer)
Adagrasib re-activation23

v

Sotorasib

Nucleus

Figure courtesy of Amgen.
1. Canon J, et al. Nature 2019;575:217-23; 2. Berg M, Soreide K. Discov Med 2012;14:207-14; 3. Amodio V, et al. Cancer Discov 2020;10:1129-39.
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Sotorasib plus Panitumumab in Refractory Colorectal Cancer with Mutated KRAS

G12C
CodeBreaK 300 Phase 3 Study Design

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

4 ™\
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 BN Randomization panitumumab 6 mg/kg 2QW
oxaliplatin® 1:4:4 (N = 160) (n=53)
- ECOG =2
* Measurable disease per RECIST 1.1 Investigator’s choice:
* No prior KRASS'2¢ inhibitor® trifluridine/tipiracil or regorafenib
o J (n = 54)
Stratified by: prior anti-angiogenic therapy (yes / no), time from Treat unfil disease progression, start of another anti-
diagnosis of mCRC (218 mo/ <18 mo), ECOG status (Dor 1/2) cancer treatment, withdrawal of consent , or
intolerance of freatment
Primary endpoint: PFS by BICR (measured by CT / MRl and assessed by RECIST v1.1)
Key secondary endpoints: OS, ORR

> 2 prior lines: >80% Fakih. N Eng J Med 2023
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Primary Endpoint: PFS in Intent-to-Treat Population

Percentage of Patients
-
I
i

Sotorasib, 240 mg
plus panitumumab

Sotorasib, 960 mg
plus panitumumab
L L ]

1

Standard care

No. at Risk

Sotorasib, 260 mg plus panitumumab 53
Sotorasib, 240 mg plus panitumumab 53
Standard care 54

Sotorasib 960 mg
+ Panitumumab

OBJECTIVE  26.4%
RESPONSE  (95% Cl, 15.3 to
40.3)

T T T T T 1
2 4 6 8 10 12

Months since Randomization

40 28 13 2
43 20 6 3
24 1z 5 1

Sotorasib 240 mg
+ Panitumumab

Investigator’s
Choice Grade 23

events

5.7% 0% (95% Cl,
(95% Cl, 1.2 to 0.0 t0 6.6)
15.7)

Median Hazard Ratio for
Progression-free  Disease Progression Two-Sided
Survival or Death (95% Cl) P Value
mo
Sotorasib, 960 mg 5 ¢, 0.49 (0.30-0.80) 0.006
plus Panitumumab
Sotorasib, 240mg ;) 0.58 (0.36-0.93) 003
plus Panitumumab
Standard Care 2.20

Sotorasib 240

Sotorasib 960 mg

Investigator’s

+ PNT mg + PNT Choice
35.8% 30.2% 43.1%
Dermatitis Hypomagnesemla Neutropenia
acneiform 7.5% 23.5%
11.3%

Diarrhea 5.7% Anemia 5.9%
Hypomagnesemia
5.7% Hypertension

5.9%

Rash 5.7%

Fakih. N Eng J Med 2023



Secondary Endpoint: Protocol-Specified Final OS in Intent-to-Treat
Population

3 Sotorasib 960  Sotorasib 240
R 2 i EE LS mg + mg + Investigator
3 a0l Panitumumab Panitumumab ’s Choice
& (n=53) (n=53) (n=54)
‘g- Sotorasib 960 mg + Panitumumab
1 Investigator's Choice Median (95% CI) 10.3 (7.0-
e 0S, months* NE(8.6-NE) | 11.9(7.5-NE) NE)
Number of Patients at Risk: Months From Randomization 0.70 (0 41— 0.83 (0 49—
otorasl 50 mg % T ) § : § -
g HR (95% CI) 1.18) 1.39)
Investigator's Choice 54 49 44 36 30 22 16 9
P-value (2-sided)* 0.20 0.50 -
{\:/u)mber of deaths 24 (45) 28 (53) 30 (56)
(1]

«  After a median follow-up of 13.6 months, sotorasib (240 mg
and 960 mg) + panitumumab showed a trend of improved

Overall Survival (%)

. Smora_lsib 240 mg + Panitumumab
| — Investigator's Choice | . . . . . . OS versus investigator’s choice, with 30% reduction in risk
0 2 4 6 8 10 12 14 16 18 20 22

of death for sotorasib 960 mg + panitumumab

Number of Patients at Risk: Months From Randomization

Sotorasib 240 mg 53 53 44 36 34 25 19 14 6 2 0
+ Panitumumab
Investigator's Choice 54 49 44 36 30 22 16 9 3 2 1 0

*Estimated using the Kaplan-Meier method, 95% Cls from log-log transformation. THRs and 95% Cls from stratified Cox proportional hazards model. HR < 1.0 indicates a lower risk and a longer OS for [sotorasib + panitumumab)] versus [trifluridine and tipiracil
or regorafenibl. *P-value from stratified log-rank test. Data cutoff, 18 December 2023. Cl, confidence interval; HR, hazard ratio; NE, not estimable; OS, overall survival.

Fakih MG et al ASCO 2024



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

KRYSTAL-1 (849-001) Phase 1b/2 CRC Cohorts Study Design

ADAGRASIB ADAGRASIB
600mg BID (N=32) 600mg BID +
CETUXIMAB (Pooled
o Phase 1b Phase 2 Study Objectives data from the phase |
Key Eligibikty Criteria CRC Combination CRC Monotherapy Phase 1b and phase Il
® CRC with a KRASE'Z cohorts , N=94)
mutation? ® Primary endpoints: safety,
RP2D, PK
® Unresectable or metastatic Adagrasib 600 mg BID® et ORR 19% (95% Cl, 8-33) 34% (95% Cl, 24.6-
disease y Adaarasib 600 ma BID® = Secondary endpoints:
+ cetuximab® ag'as'(nm)mg (RECIST 1.1), DOR PFS, 0 44.5)
= Prior systemic treatment for (n=32)
metastatic disease Phase 2 DCR: 85.1% (95% Cl,
» No avalatle treatment vith ' PFEiE’afSVTe?drgiﬂt ORR 76.3-91.6)
S o (RECIST 11 mPFS 5.6 m (95% Cl, 4.1- 6.9 m (95% Cl, 5.7-
andard ot care » Secondary endpoints; safety, Q 2\ 7 M
DOR, PFS, 08 100
Prior lines of systemi w]
rIorInes OF SYSTEMIC go0/ 259% /34% /31%  18%/ 21%/ 25% / 36% i Median (95% CI): 6.9 (5.7-74)
anticancer therapy, % = 60+ ‘lbvszm
—_ n
1/2/3/>4 ol i
W
_ ADAGRASIB 600mg BID ADAGRASIB 600mg BID + CTX 207 ; —hy
'+ Cansored | —
0 3 6 5 12 15 18 2 24 27 30 3 %
. Months
Grade 23 events 34% 16% Palen® 94 72 4717 7 5 3 3 2 2 2 2 0
1 0, 1 0,
Ahemla . Diarrhea 3% Yaeger. N Eng J Med 2023
Diarrhea 7% Maculopapular rash 3%

Yaeger. Cancer Discov 2024

Dermatitis acneiform 3%



KRYSTAL-10 — Study Design

Phase 3 RCT
1° end point
mCRC, KRAS G12C mutated - PFS, 08
2L setting (progression on 1L FOLFOX or FOLFIRI)
N=461
: Adagrasib PO 600 mg BID
Cetuximab Iv
R )11
FOLFIRI or
mFOLFOX6

(+/- Bevacizumab)

NCT04793958
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CodeBreakK 101 Subprotocol H phase 1b, multicenter, open-label study™: sotorasib + panitumumab +
FOLFIRI in first-line KRAS G12C—mutated mCRC

Part 1: Cohort B Part 2: Cohort F
Key elig ty criteria Dose exploration® Dose expansion®
(N = &)

Dose Level 1:

- KRAS G12C—mutated mCRC
: . . Sotorasid: 960 mg No DLTs were
udentlﬁed through iocal molecular PO daily observed, and
S o = - p——- - dose level 1 was
- KRASS™?2< nhibitor-naive Panitumumab: 6 mg/kg dociored the Panitumumab: 6 mg'kg
= NoO prior systemic treatment for v O2W RP2D2* v Qaw
r i1 di =

FOLFIRI IV
Qzw

-+
FOLFIRI IV
Q22w

Primary endpoint: Safety and tolerability
Secondary endpoints: Anti-tumor efficacy (ORR, DCR, DOR, TTR, PFS per RECIST v1.1, and OS) and PK

Sotorasib + Panitumumab Change From Baseline in Sum of Target Lesions
ORR by investigator - FOLFPR1
assessment™ (N = 40) o - -

ORR, n (%) 31 (78

Complete responsa’ o =z =

Partiad response 31 (78) § 40

Stable disease 7(18) E

Progressive disease 1(3) ‘i &0

Not evaiuable ! not done 1(3) 2 &

T o ey " e ==
B N ST D Ll e =SS ©0 348 30 4S5 S0 TS5 90 2SS 120 I3S 150 IS IBA 198 210 228 240 258 270G 388 300 318
Right-sided tumor, n f N (°%) 6 7 10 {(S0) Months From Start of Treatment

I - A total of 38 patients (95%) achieved disease control, and all patients had reduction in target lesions

1. Ros J et al. Int J Mol Sci. 2024 Mar 14:25(6):3304, 2. Siena S et al. ESMO 2024 proffered paper session



CodeBreaK 301: Phase 3 sotorasib + panitumumab + FOLFIRI
in the 1L treatment setting
Study design

Screening and enrolment

Key eligibility criteria
Pathologically documented
metastatic colorectal

Sotorasib PO QD +
panitumumab IV Q2W +

adenocarcinoma with FOLFIRI IV Q2W
KRAS G12C mutation
¢ Treatment naive FOLFIRI Q2W +
* Measurable metastatic disease bevacizumab-awwb IV Q2W
per RECIST 1.1
e ECOG PS 0-1
* No active, untreated . .
brain metastases Primary endpoint: PFS

Secondary endpoints: Efficacy outcomes
(OS, ORR, DOR, DCR, TTR, depth of response,
time to ETS, PFS), safety, PK

NCT062526489. Available at: https://www.clinicaltrials.gov/study/NCT06252649?term=CodeBreak%20301&rank=1 (accessed June 2024).
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GEF complex

INHIBIDORES

Mutation-selective inhibitors

Multiple
other

G12A
GI12R

G13D

Hits
only one specific KRAS mutation

Spares
wild-type KRAS, NRAS and HRAS

PI3K complex

DE RAS

Pan-RAS inhibitors

Pan-KRAS inhibitors

KRAS

Hits Hits

wild-type and most or all KRAS mutants | All KRAS, NRAS and HRAS mutations
Spares Spares

wild-type NRAS and HRAS none

1. Jungwirth J et al. Sci Rep. 2022 Feb 16;12(1):2570. 2. Mullard A. Nat Rev Drug Discov. 2023 Mar;22(3):167-171, 3. Punekar SR et al. Nat Rev Clin Oncol. 2022 Oct;19(10):637-655, 1. Hallin J et al. Cancer Discov 2020; 10(1): 54-71,
2. Sai-Hong Ignatius Ou et al. J Clin Oncol 2022 Aug 10;40(23):2530-2538, 3. Hong DS et al. N Engl J Med. 2020 Sep 24;383(13):1207-1217, 4. Corcoran RB. Nat Cancer. 2023 Aug:4(8):1060-1062.



Mutant-selective inhibition of KRAS G12D
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RMC-6236: the first panRAS inhibitor

Biochemical RAS-RAF RBD Disruption

100+

- KRASMUTANT (G12, G13, Q61)
- NRASMUTANT (G12, Q61)
- KRASWT

~
un
1

RAS-RAF RBD
binding activity (%)
3

TCI binding mode leaves a groove along
Q61-G12-G13 axis in

RAS(ON) un-occupied

log M [RMC-6236]

Oncogenic RAS(ON) K, H, NRAS divergent

P MASSACHUSETTS _ residues Koltun et al, AACR 2024
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ion

Target Lesi

inein

504

1007

50

100 1

PO

Initial clinical efficacy of RMC-6236

Data Extracted 12 Oct 2023
somgap [l 200/220mg D Arbour et al. Presented at ESMO 2023

B 2omgap [l 300mgap
160mgap [ s0omgap

—+ Ontreatment KRAS G12X NSCLC (N=40) *?

ORR 38%
DCR 85%
@ ) SOC Benchmark, Docetaxel™
A e e
NSCLC _.-_._.L"_ﬂ ORR 13%
DCR 60%

5
5

DANVVDVYADVDYADDVYDVDSDDVDDYDVNYVDDYDVYNYDYVY
6 5 8 186 6 11195 6 6 6 11 6 6 18 6 13121912 6 € 6 451813 5 26 € 27 1127 12171227 13

(1, 2)

KRAS G12X PDAC (N=46)

Best % Change from Basel

=50

-1004

ORR 20%
SOC Benchmark, Gnp"?
ORR 11%

DCR 56%

- (1) Patients who received first dose of RMC-6236 at least 8 weeks prior to data extract date.
(2) Tumer response per RECIST 1.1.

[u]

ADRSAODDRORYVODDRARDDRDODDODVYDWDDVDYVYDODRVRODRDVYD (3) Docetaxel efficacy from CodeBreakl 200, Lancet (2023) 401: 733-746.

61241111126 5 5185 156165 122626116 6 6 16 2 181511 6 121817 18111617 121830 6 6 1827 1845 GnP=Gemcitabine plus nab-paclitaxel; GnP efficacy from Br J Cancer (2022) 126:1394-1400.



KRAS-selective (panKRAS) Inhibitors

BI-2865

G12-channel (

/ Sotorasib
(covalent bond)

BI-2865 '
»(nongovalent) :
| | ' ‘ KRAS: H95
w W \ NRAS: L95
HRAS: Q95

Kim et al., Nature 2023



Alteraciones infrecuentes



19*Jornadas HITOS 2024
ONCOLOGICOS: pe'™"

NTRK fusion: Clinical results across tumour types

Larotrectinib Entrectinib
50 1
50 B Appendix [ Bone sarcoma [0 Breast 40 4
- 40 B Cancer of unknown primary W Cholangiocarcinoma 0 Colan o 30 -
E, 30 B Congenital mesoblastic nephroma 0O GIST s _E 20 4
E] 20 O Lung B Melanoma O Pancreas 15
b 10 B salivary gland B Other soft tissue sarcoma O Thyraid 0
pls 4
K § 0]
g ‘ || 2 0l
£ 0 & 30
o -30 g -40 4
& ap 2
] o 50
[ R 60 4
g %0 E b % pJ WSarcoma ENSCLC MMASC M Breast
= valuable Nl . .
g $ g g0 4 © Thyroid MCRC Pancreatic
§ gp| ORRmMEsRC) ”[7”5’ 90 4 & Neuroendocrine tumors m Gynecologic  m Cholangiocarcinoma
E Best response, % -100 <
-100 PR =]
110 R 16

Hong DS, Lancet Oncol. 2020; Doebele et al., Lancet Oncol 2020

In pathents with TIRK 'u\

ORR by Modian 1,‘ u< e 2 L I¥ =

Shen L, et al. ASCOG! 2024
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RET fusion - Selpercatinib

LIBRETTO-001

Phase 1/2, open label, basket trial
RET fusion-positive solid tumours
other than lung or thyroid tumours

A Response perindependent review committee

100+ Pancreatic B Rectal nevroendocrine B Unknown primary [ Carcinoid Numberof  Independent review committee

" I Small intestine [ Owvarian I Salivary patients per  assessment
£ 757 olangiocarcinoma Il Sarcoma [T Breast primary
2 % 50 diagnosls
E_ g 25+ S Objective response Median duration of
b5 Q_III---_ rate (05% C1) response, months
ey =
gt ™ AlIRET fusion-positive solid wmourtypes 41 439%(285-603)  245(92-NR)
SE 50
- Colon 10 200% (25-556) 04 (56-133)
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Subbiah V et al. Lancet Oncol. 2022 Oct;23(10):1261-1273.




19%Jornados HITOS o 20 2 4
ONCOLOGICOS: pe'™"

( Amivantamab
(OrigAMI-1 )

FOLFOX
(MOUNTAINEER-03)

chemotherapy
(BREAKWATER)
Inavolisib

\ {INTRINSIC)

\

Tucatinib + trastuzumab +

Encorafenib + cetuximab +

J

/ Ipilimumab + nivolumab
(CheckMate-8HW)

pembrolizumab
(SEAMARK)
Nous-209
(NOUS-209-01)
EOQ4010
(AUDREY)

(NCTOS5608044)

Encorafenib + cetuximab +

Botensilimab + balstilimab

#

Avoiding cell
death

Sustaining
proliferative
signaling

Genome
instability and
mutation

Promoting

sustained
angiogenesis

Reprogramming
cellular
metabolism

(Cabozantlnlb + durvalumab\
(CAMLLA)
XL092 + atezolizumab
& (STELLAR-303) )

(" Ompenaclid + FOLFIRI + )
bevacizumab
k. (RGX-202-002) b

fotaparlb + pembmllzumab\
(PEMBROLA)
Olaparib/cediranib +
durvalumab
(DAPPER)
Adavosertib + irinotecan
(NCT02906059)
Azenosertib + encorafenib +
cetuximab
\_ (NCT05743036) )

" Aplitabart +/- FOLFIRI + |
bevacizumab

ke (NCT04553692) £
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- MET puede encontrarse sobreexpresado o amplificado en el CCRm, lo
que deriva en la mediacion de la resistencia a las terapias antiEGFR
- Amivantamab es un anticuerpo biespecifico EGFR-MET totalmente

humano con actividad inmunodirigida
- Origami: Estudio de fase 1b/2, abierto, de amivantamab en monoterapia

y junto a quimioterapia en pacientes con CCRm

- Amlvanl
Amivantamab ﬁ
* (1) Blocking bgand ) € Anhbodv dopendent

induced activation
Antibody - dependent = cellular cytotoxcity
EGF " HGF celiular trogocytosis
?urﬂouv cedl
lysis

i NSCLC Cell
M w \\ Ant-EGFR Anti-MET
PISK/AKT ,
pathwary pa ¥ @ Receptor intermalssation
¥ #nd degradation ] Low fucose
4 4 Fc reguon
c“‘ am«.‘m Arevantarmab

et dos EE——



Bost change from baseline

Origami*%: A Phase 1b2, Open-Label Study of e

Amivantamab Monotherapy and in Addition to SOC i . e T
Chemotherapy in patients with Advanced or mCRC ORRe: encie |
Medan Dok ol Ve i ]
Key Eligibility Criteria Cohort D: Amivantamab + mFOLFOX6 Thebmowy | S !:
+ ECOG PS score of 0-1 (n=20) OCR 0TS0 § @
+ Eligible for 1L or 2L therapy Cohort E: Amivantamab + FOLFIRI Median PFS P e S I T N I T I B N B BB

Woeks in study

+ No prior EGFRI -
n= Received curative 5 completed
( 23) intent surgery, n (2more scheduled)  * Median (range) follow-up was 7.3 months (1.1-14.4)

Pl coul i oo i oty vl + 67% (29/43) of patients remain on treatment?

TR GROTRY 1500 JSSHNS S + ORR was 64% among patients on 1L therapy and 4% among patients on 2L therapy
4 Il N ll ™
S YJRIGAMI-2 WRIGAMI-3
3 LI AN T AIRAIT I DA T 0L IYIYYNEERAETRLY LY EYEELET Y
e 50
: KRASINRAS and BRAF wid-type, frstdine, T FRE
iu R L Lo R L L Ll L LR LR LR 3 R8s of Gabits left-sided, matastatic colonectal cancer inhiwioe-naive, recurrent or metastatc
I » i colorectal cancer post-chemo [2L)
5
§= Ambrantamab + FOLFIR!
£ Responsa type (n=350)
o) WCR WPR MR NSO WPD
Cetuximab + FOLFOX or FOLFIR] Cetuximab or b umab + FOLFIRI
(=500}
. VAN

1. 61186372GIC2002 (ORIGAMI) NCT05379595, 2. Oberstein PE, et al. J Clin Oncol 42, 2024 (suppl 3; abstr 135), 3. Pietrantonio F et al. ESMO 2024
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Conclusiones

1. CCRm mediado por alteraciones moleculares son un subgrupo relevante
2. Las terapias dirigidas poseen alta eficacia clinica

3. Existe un numero creciente de opciones terapéuticas
(en el horizonte: KRAS G12D e inhibidores pan-RAS, nuevas
combinaciones,amivantanab, etc.)

4. Las pruebas moleculares son clave

5. El desarrollo de las pruebas moleculares permitiran identificar mas alteraciones

moleculares
(por ejemplo, biopsia liquida en primera linea; WES/WGS del tumor para pruebas
basadas en ctDNA, etc.)
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