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on file, Incyte Corporation. 
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Terapia Biológica

BRAF V600E Breakwater
Terapia para KRAS G12C



CCRm BRAFV600E

1.Sorbye H et al. PLoS One 2015; 2.Tran B et al. Cancer 2011; 3. Venderbosch S et al. Clin Cancer Res 2014; 4. Seligmann JF et al. Ann Oncol 2017; 5. Rowland A et al. Br J Cancer 2015;
6. Weisenberger DJ et al. Nat Genet 2006; 7. Barras D et al. Clin Cancer Res 2017; 8. Kopetz S et al. J Clin Oncol 39, 2021; 9. Middleton G et al. Clin Cancer Res 20201. Kopetz S et al. N Engl J Med 

2019; 2. Tabernero J et al J Clin Oncol 2021

BEACON



Elez E et al, Proc ASCO 2025, NEJM 2025



Elez E et al, Proc ASCO 2025, NEJM 2025



OSBREAKWATER  cohorte 3

Copete et al, ASCO GI 2026.
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Data are immature but showed a trend for OS 
improvement with EC + FOLFIRI vs control.



CCRm KRAS MUTATED G12C
3-4% de CCRm



1. NCT06252649. 2. NCT06997497.

Ongoing phase III trials in 1L: anti-EGFR agents + KRAS G12C inhibitors in KRAS G12C mt mCRC

CCRm KRAS MUTATED G12C



Strickler JH et al., Lugowska I et al., Houllebecque A et al., all ASCO 2025; #3507 #3508 #3509

RAS inhibition: Updated and new results  



Tabla de elaboración propia. No se pretende hacer una comparación directa de los estudios.

CCRm HER-2 +
2-5% CCRm RAS/BRAF WT MSS 



PARADIGM: Hiperselección de RAS nativos

Nature Medicine

Article https://doi.org/10.1038/s41591-023-02791-w

Extended Data Fig. 1). For patients with any gene alteration, median 
PFS was similar with panitumumab and bevacizumab in the left-sided 
population (9.3 versus 9.9 months; HR, 1.45; 95% CI, 0.94–2.23) but 
shorter with panitumumab than bevacizumab in the right-sided (6.3 
versus 10.3 months; HR, 2.25; 95% CI, 1.36–3.70) and overall populations 
(7.8 versus 9.8 months; HR, 1.68; 95% CI, 1.23–2.29; Extended Data Fig. 1).

Response rate. Among negative hyperselected patients, response 
rates were higher with panitumumab versus bevacizumab in the 
left-sided population (83.3% (95% CI, 77.8–88.0) versus 66.5% (95% 
CI, 59.8–72.7); odds ratio (OR), 2.52 (95% CI, 1.61–3.98); interaction 
P = 0.012), with a similar trend in the right-sided population (71.4% 
(95% CI, 53.7–85.4) versus 66.0% (95% CI, 51.2–78.8); OR, 1.29 (95% CI, 
0.51–3.37); interaction P = 0.060; Extended Data Fig. 2), although the 
right-sided between-group difference was relatively small (+5.4%). In 
the overall negative hyperselected population, the response rate was 
higher with panitumumab (81.5% (95% CI, 76.2–86.0)) than with beva-
cizumab (66.8% (95% CI, 60.8–72.4)); OR, 2.19 (95% CI, 1.47–3.29); inter-
action P < 0.001). For patients with any gene alteration, the response 
rate was similar with panitumumab (67.7% (95% CI, 54.9–78.8)) versus 
bevacizumab (73.5% (95% CI, 58.9–85.1); OR, 0.76 (95% CI, 0.33–1.70)) in 
the left-sided population but lower with panitumumab (41.9% (95% CI, 
27.0–57.9)) than bevacizumab (65.9% (95% CI, 49.4–79.9); OR, 0.37 (95% 
CI, 0.15–0.89)) in the right-sided population, with a similar trend in the 
overall gene-altered population (57.8% (95% CI, 48.0–67.2) versus 69.1% 
(95% CI, 58.8–78.3); OR, 0.61 (95% CI, 0.34–1.09); Extended Data Fig. 2).

Depth of response. Median depth of response (maximum change in 
target lesion size) was greater with panitumumab versus bevacizumab 
among negative hyperselected patients with left-sided tumors (−60.2% 
(95% CI, −64.0 to −58.8) versus −43.6% (95% CI, −47.9 to −39.4)) and 
right-sided tumors (−56.4% (95% CI, −67.7 to −51.3) versus −39.4% (95% 
CI, −52.7 to −31.3)) and in the overall negative hyperselected popula-
tion (−60.2% (95% CI, −63.8 to −57.6) versus −43.6% (95% CI, −47.4 to 
−39.4)). In gene-altered patients, depth of response was similar with 

panitumumab and bevacizumab in the left-sided (−53.6% (95% CI, −60.7 
to −46.0) versus −44.2% (95% CI, −48.8 to −35.1)), right-sided (−30.0% 
(95% CI, −42.1 to −9.8) versus −53.3% (95% CI, −61.1 to −35.8)) and overall 
populations (−46.0% (95% CI, −53.3 to −33.4) versus −45.1% (95% CI, −52.3 
to −37.9); Extended Data Fig. 3).

Curative resection rate. For negative hyperselected patients, the cura-
tive resection rate was higher with panitumumab versus bevacizumab 
in the left-sided population (19.8% (95% CI, 14.8–25.7) versus 10.6% (95% 
CI, 6.8–15.4); OR, 2.10 (95% CI, 1.23–3.66)) and similar between treat-
ments in the right-sided population (14.3% (95% CI, 4.8–30.3) versus 
14.0% (95% CI, 5.8–26.7); OR, 1.02 (95% CI, 0.28–3.51); Extended Data 
Fig. 4). In the overall negative hyperselected population, the curative 
resection rate was higher with panitumumab (18.9% (95% CI, 14.3–24.2)) 
than bevacizumab (11.1% (95% CI, 7.6–15.4); OR, 1.87 (95% CI, 1.15–3.09)). 
In patients with gene alterations, the curative resection rate was nearly 
identical with panitumumab and bevacizumab in the left-sided popu-
lation (12.3% (95% CI, 5.5–22.8) versus 12.2% (95% CI, 4.6–24.8); OR, 
1.01 (95% CI, 0.33–3.26)) but trended higher with panitumumab in the 
right-sided population (9.3% (95% CI, 2.6–22.1) versus 4.9% (95% CI, 
0.6–16.5); OR, 2.00 (95% CI, 0.37–15.0); Extended Data Fig. 4). In the 
overall gene-altered population, the curative resection rate was 11.0% 
(95% CI, 5.8–18.4) with panitumumab and 8.5% (95% CI, 3.7–16.1) with 
bevacizumab (OR, 1.33 (95% CI, 0.53–3.54)).

Outcomes by RAS/BRAF and microsatellite stability status
Current clinically adopted biomarkers (RAS/BRAF and microsatel-
lite stable (MSS) status) in the first-line mCRC population were also 
explored. Among 733 ctDNA-evaluable patients, 598 patients (81.6%) 
were WT for RAS and BRAF and were MSS or had low microsatellite insta-
bility (MSI-L), including 497 (67.8%) with left-sided primary tumors and 
96 (13.1%) with right-sided primary tumors (Fig. 1 and Supplementary 
Table 2). A total of 135 patients (18.4%) had BRAF V600E (78 patients 
(10.6%)) and/or RAS mutations (53 patients (7.2%)) and/or MSI-H  
(20 patients (2.7%)).
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Fig. 2 | Oncoprint showing the incidence and co-occurrence of genomic alterations. aPatients who had multiple primary lesions on both the left and right sides. 
bThe custom panel (Tak_Seq3) has a 1.25 threshold for HER2 (thresholds were set based on noise in normal samples). cEGFR (ECD): exons 1–16 (1–620).

Shitara et al, Nat Med 2024.

Nature Medicine

Article https://doi.org/10.1038/s41591-023-02791-w

Median OS between panitumumab versus bevacizumab in patients 
with RAS/BRAF WT and MSS/MSI-L was 40.6 versus 34.8 months  
(HR, 0.79; 95% CI, 0.64–0.97; interaction P = 0.089; Fig. 5a) in the 

left-sided, 37.9 versus 30.9 months (HR, 0.94; 95% CI, 0.60–1.48; inter-
action P = 0.327; Fig. 5b) in the right-sided and 39.0 versus 34.1 months  
(HR, 0.79; 95% CI, 0.66–0.96; interaction P = 0.027; Fig. 5c) in the overall 
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Hiper/ultraselección en 1L a través del ADNtc
Negative hyperselection

mOS (months)STRATEGY of HYPERSELECTIONPOPULATION

17.3 vs 15.2 

(NS)

HER 2/MET amp, PIK3CA exon 20 mut, NTRK/ROS1/ALK/RET fus, pMMR1st line anti-EGFR  (N: 94)

RAS/BRAF WT

PRESSING1

49.9 vs 22.6 NTRKs, ERBB3, NF1, MAP2K1/2/4, AKT2 mut; PTEN/NF1 loss; ERBB3, FGFR2, IGF1R, KR

AS, ARAF, and AKT1-2 ampl;  EGFR rearrangements.

Anti-EGFR any line (N: 650)

RAS / BRAF WT, MSS, POLE ED WT, PRESSING negative

PRESSING 22

29.5 vs 20PRESSING PANEL + MAP2K1, PTEN mutPhase II. FOLFOX –Pani vs 5FU-Pani (N: 147)
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HER2/neu amp (IHC)

Phase III. mFOLFOX6 + Pani -> 5FU +/- Pani (N: 202)

RAS WT. Maintenance

PANAMA4

38.5  vs 27.5  PRESSING-1 / PRESSING-2 (+ 7.6%  alterations in PRESSING -1 neg)Fase III. FOLFIRI –Cet vs FOLFIRI – Bev (N: 171)

RAS / BRAF WT, pMMR

FIRE 35

41.4  vs 18.7 PTEN/EGFR/ KRAS /BRAF mut, HER 2 /MET amp, ALK/RET/NTRK1 fus, MMR Phase III FOLFOX-Pani vs FOLFOX-Beva (N: 733)

RAS WT (basal tissue)

PARADIGM6

1. Cremolini, Ann Oncol 2017; 2. Randon, JCO Prec Oncol 2022; 3. Lonardi, J Clin Oncol 2023; 4. Stahler, Clin Can Res 2024; 5. Weiss, Eur J Cancer 2025; 6. Shitara, Nat Med 2024 

;

Mulet N, Simposio TTD 2025 (por cortesía de la Dra Mulet).



Inmunoterapia en dMMR/MSI
Inmunoterapia en pMMR



Progression-Free Survival

    Andre T, NEJM 2020 & Lancet 2021 & Ann Oncol 2025; Diaz L, Lancet 2022; Beber K ASCO 2025 CHECKMATE 8HW
  

KEYNOTE-177: 1L Pembrolizumab vs CT +/- MAb (INV choice) in MSI mCRC

Overall Survival
HR-QoL

 Long-term improvement in PFS (34% vs 8% progression-free at 5y)
 Strong trend towards improved OS (▲10%) despite >60% crossover
 Lower toxicity (22% vs 67% G3-5 AEs) and improved QoL

GHS/QOL

FATIGUE
CHECKMATE 8HW
CHECKMATE 8HW
CHECKMATE 8HW



Andre T, ASCO GI 2024, NEJM 2024

Primary Endpoint: NIVO + IPI vs Chemotherapy in the 
1L setting; PFS by BICR in centrally confirmed 
dMMR/MSI mCRC



Primary Endpoint: NIVO + IPI vs Nivolumab across all lines
PFS by BICR in centrally confirmed dMMR/MSI mCRC

Andre T, ASCO GI 2025, Lancet 2025

NR vs 39.3m
HR 0.62, P=0.0003

54.1 vs 18.4m
HR 0.62, P=0.0003

At data cutoff (Aug 2024), median follow-up was 47 months



1. Saeed A, et al. Future Oncol 2024;20:1733–1743; 2.Saeed A et al. ESMO 2025

Tox g ¾: Zanzalintinib/Atezo 59% vs Regorafenib 37%





Few patients receive later-line treatment, and survival is generally poor in those who do1‒5 

The proportion of patients receiving therapy and survival rates 
decline with each successive line of treatment in mCRC

• *Data from Italy, Canada, Spain, and the US; †Post hoc analysis of TRIBE/TRIBE2 studies of 1,187 patients with mCRC who received 1L treatment with FOLFOXIRI + bevacizumab, or doublets + bevacizumab

• #L, # line; CRC, colorectal cancer; FOLFOXIRI, folinic acid + fluorouracil + oxaliplatin + irinotecan; mCRC, metastatic colorectal cancer; PFS, progression free survival
• 1. Rossini D, et al. Eur J Cancer 2022;170:64–72; 2. Kennecke H, et al. Curr Oncol 2019;26:e748–54; 3. Aranda E, et al. Clin Transl Oncol 2020;22:1455–62; 4. Abrams TA, et al. J Natl Cancer Inst 2014;106:djt371; 

5. Cicero G, et al. Onco Targets Ther 2018;11:3059–63

Median PFS declines rapidly with increasing 
lines of therapy in mCRC1
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FOLFOX or FOLFIRI (or 
FOLFOXIRI) with or 
without biologics
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Regorafenib and trifluridine/tipiracil 
in refractory mCRC

Grothey, Van Cutsem E et al, Lancet 2013; Mayer R, Van Cutsem E, Ohtsu A et al  NEJM, 2015

CORRECT: regorafenib

RECOURSE: trifluridine/tipiracil

ESMO MCB 1 

ESMO MCB 3



10,8 vs 7,5 
HR 0.68(0,4-0,7
p< 0.001)

5,6 v 2.4
HR 0,4(0,3-0,5
ps)

ESMO MCB 4



Taieb J, et al. Ther Adv Med Oncol 2026



F r u q u i n t i n i b  C o r e  M e d i c a l  D e c k  |  S e p t e m b e r  2 0 2 3
Takeda Confidential – For Reactive Medical Team Use Only

Fruquintinib selectively inhibits all three VEGF receptors, restricting 
tumor growth by inhibiting angiogenesis

Illustration reproduced courtesy of Cell Signalling Technology, Inc (www.cellsignal.com)
See slide notes for abbreviations
1. Sun QL, et al. Cancer Biol Ther 2014;15:1635–45; 2. Qin S, et al. J Hematol Oncol 2019;12:27; 3. Zhang Y, et al. Cancer Manag Res 2019;11:7787–803
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Fruquintinib

Fruquintinib-mediated VEGFR inhibition2,3
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Fruquintinib selectively binds 
to all three VEGF receptors1,*

3
4

http://www.cellsignal.com/
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Fruquintinib efficacy: FRESCO-2: 
Overall survival

BSC, best suppnnn ve care; CI, confidence interval; HR, hazard ratio; OS, overall survival
1. Li J, et al. JAMA 2018;319:2486–96; 2. Dasari A, et al. Lancet 2023;402:41–53

F R U Q U I N
T I N I B  +  

B S C  
( n = 4 6 1 )

P L A C E B
O  +  B S C  
( n = 2 3 0 )

Median 
follow-up, 
months

11.3 11.2

Median OS 
(95% CI), 
months

7.4 
(6.7–8.2)

4.8 
(4.0–5.8)

Median OS 
difference, 
months

2.6

Stratified HR 
(95% CI); p-
value

0.66 (0.55–0.80); <0.0001

Received 
subsequent 
therapies, %

29 34

3
5

PR
O

BA
BI

LI
TY

 O
F 

O
S

TIME SINCE RANDOMIZATION, MONTHS

1.0

0.8

0.6

0.4

0.2

0

532 410 1198 1076 12 181615 171413 19

HR = 0.66 (95% CI, 0.55–0.80)
p<0.0001

297
105

395
153

429
184

349
125

449
216

461
230

79
31

143
45

184
63

113
37

224
73

266
89

58
20

4
1

7
3

14
6

4
2

23
10

41
15

Patients at Risk
Fruquintinib + BSC

Placebo + BSC
0
0

Fruquintinib + BSC 
Placebo + BSC

6 meses: 60,4% vs BSC  41,5% (IC 95%: 35,0-48,0)
9 meses: 41,1% vs BSC  28,2% (IC 95%: 22,1-34,3)

F R U Q U I N T I N I B  +  B S C  
( n = 4 6 1 )

P L A C E B O  +  B S C  
( n = 2 3 0 )

Median PFS (95% CI), months 3.7 (3.5–3.8) 1.8 (1.8–1.9)

Median PFS difference, months 1.9

Stratified HR (95% CI); p-value 0.32 (0.27–0.39); <0.0001
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QOL with fruquintinib: FRESCO-2 Time to worsening of ECOG 
PS (ad hoc analysis)

Time to first occurrence of an ECOG PS ≥2* or death†

*All patients enrolled into the study had an ECOG PS of 0 or 1 at baseline; †Within 37 days after last dose date
BSC, best supportive care; CI, confidence interval; ECOG PS, Eastern Cooperative Oncology Group performance status; HR, hazard ratio; QOL, quality of life
Takeda. Data on file (FRESCO-2 CSR. Feb 03, 2023)
Qin S, et al. Future Oncol 2021;17:1923–31
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Placebo + BSC (n=230)
Fruquintinib + BSC (n=461)

461 403 330 187 140 112 67 50 30 21 14 12 5 4 3 3 1 1 0241Fruquintinib + BSC
Placebo + BSC

Patients at risk

230 182 129 28 15 6 3 2 1 1 1 052

3
6

F R U Q U I N T I N I B  +  
B S C  

( n = 4 6 1 )

P L A C E B O  
+  B S C  

( n = 2 3 0 )
Events, n (%) 208 (45.1) 121 (52.6)

ECOG PS ≥2 169 (36.7) 82 (35.7)
Death 39 (8.5) 39 (17.0)

Median time to ECOG PS ≥2 or 
death† (95% CI), months 6.6 (5.5–7.9) 2.9 (2.5–3.7)

Median difference, months 3.7
Stratified HR (95% CI) 0.551 (0.436–0.697)
Two-sided p-value <0.001



 

Continuum of care across lines of treatments and gain in median OS (months) :

FOLFOX/XELOX ±  
bevacizumab2

FOLFOX ± 
bevacizumab4

CT ± continued 
bevacizumab5

FOLFIRI ± 
aflibercept6

FTD/TPI ± 
bevacizumab8

IFL ± 
bevacizumab*3

+

+

+

+

+

+

Regorafenib ± 
placebo7

1L

2L

3L+ +

1.4
HR 0.81

CI 0.69–0.94 

3.3
HR 0.68

CI 0.4–0.7

1.4
HR 0.77

CI 0.64–0.94

1.4
HR 0.817

CI 0.713–0.937

2.1
HR 0.75

CI not reached

4,7
HR 0.80

CI 0.67–0.95

1.4 
HR 0.89

CI 0.76–1.03

*KRAS wt subset; p-value not significant; 1L, first line; 2L, second line; 3L, third line; CI, Confidence interval; CT, chemotheray; FOLFOX, folinic acid + fluorouracil + oxaliplatin; FOLFIRI, irinotecan + infusional fluorouracil + folinic acid; FTD/TPI, 
trifluridine/tipiracil; HR, relative risk; OS, Overall survival ; XELOX, oxaliplatin + capecitabine.

1. Van Cutsem E, et al. Ann Oncol. 2016;27:1386–422. 2. Saltz LB, et al. J Clin Oncol 2008;26:2013–9; 3. Hurwitz H, VaNew England Journal of Medicine. 2004;350(23):2335–42. 4. Giantonio BJ, et al. J Clin Oncol 2007;25:1539–44;  5. Arnold D, et
al Future Medicine Ltd Colorect. Cancer 2012; 6. Van Cutsem E, et al. J Clin Oncol 2012;30:3499–506;  7. Grothey A, et al. Lancet 2013;381:303–12; 8.Tabernero JM, et al. N Engl J Med 2023;388:1957–67;  9. Dasari N.A. LBA 25 FRESCO-2.
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4L+ Fruquintinib ± 
placebo9

+ 2,6
HR 0.66

CI 0.55–0.80

7,1

Impact of Antiangiogenesis in Colorectal Cancer

https://www.annalsofoncology.org/issue/S0923-7534(22)X0014-8


Rechallenge guiado por biopsia líquida 

Weiss L, et al. ASCO 2025. Montagut C, et al, ESMO 2025. Cirari P, et al. Ann. Oncol 2026



Futuro: Nuevos Fármacos



Anti-EGFR + pan-RAS inhibitor†

• Pan-KRASi LY4066434 ± cetuximab8

• Pan-RASi AMG 410 ± panitumumab9

• Pan-RAS degrader ASP5834 ± panitumumab10

1.https://clinicaltrials.gov/study/NCT06586515;2.https://clinicaltrials.gov/study/NCT06599502;3.https://clinicaltrials.gov/study/NCT06179160;4.https://clinicaltrials.gov/study/NCT05382559;5.https://www.clinicaltrials.gov/study/NCT06
619587;6.8.https://www.clinicaltrials.gov/study/NCT06607185;9.https://www.clinicaltrials.gov/study/NCT07094113;10.https://www.clinicaltrials.gov/study/NCT07094204;  11. Tolcher AW, et al. J Clin Oncol 2023;41:TPS764

The promising KRAS G12D and pan-RAS inhibitors

Anti-EGFR + KRAS G12D inhibitor*

• KRAS G12Di LY3962673 ± cetuximab 
(MOONRAY-01)1

• KRAS G12Di AZD0022 ± cetuximab (ALAFOSS-01)2 
• KRAS G12Di INCB161734 ± cetuximab3

• KRAS G12D degrader ASP3082 ± cetuximab4

• KRAS G12Di GDC-7035 ± panitumumab5,6

Anti-EGFR + pan-RAS inhibitor + KRAS G12D inhibitor†

• Cetuximab + Pan-RASi ± KRAS G12Di/mFOLFOX67 RAS

Ubiquitin

Ubiquitin ligase 
complex

KRAS 
degrader11

Proteasomal 
degradationKRAS G12D

HRAS

NRAS

KRAS

Degrader MOA

https://clinicaltrials.gov/study/NCT06586515
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