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The Treatment Paradigm of CRC need to change

Treatment algorithms in CRC dwcaod&&any tool with the capability to mitigate
three main landmarks of the disease
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2DGUIDED DECISIONS

Stage IV unresectable mCRC: first-line therapy
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BRAF600E\jetastatic Colorectal Cancer

BRAFG0E mCRCepresentan entityof its ownwith Clinicaparticularities
andprognostiandpredictivemplications
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KRAS Mutated Metastatic Colorectal Cancer
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Target Clinical Trial Phase Description (regarding mCRC) N
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HER2 Amplified Metastatic Colorectal Cancer

Phenotype
oo = _
V Enriched in RAS#t
. i HERACLES A**  HER2 positivity (HERACLES criteria) 2 prior L KRASwt 27 Trastuzumab + lapatinib 28 47 10 months
V No evidence about differences sex
HERACLES B* HER2 positivity (HERACLES criteria) 22 priorL ~ KRAS/BRAFwt 31 TDM1+pertuzumab 10 4.8 Not reported
V Rectal and lefided tumors " - ) . N b EY) 29 11.5 months
v CNS M1 dty MYPATHWA! HER 2 positivity {IHQ, FISH, NGS) >1 prior L Not specified 56 Trastuzumab+pertuzumal KRASwt: 40 KRASW: 5.3 KRASwt: 14months
avidr - y
e ) 27 (tissue) Tissue: 30 Tissue: 4.1
6
) TRIUMPH' HER 2 amplification in tissue or ctDNA >1 prior L RASwt 25 (ctDNA) Pertuzumab+Trastuzumab CtDNA: 25 DNA3A Not reported
Biomarker role HER2amp
3 MOUTANIER’ HER 2 positivity (IHQ, FISH, NGS) 22 prior L RASwWt 23 Trastuzumab + tucatinib 55 6.2 17.2 months
: R .
o® Prognosticcontroversial Cohort A: HER2 IHQ3/2+ and ISH+
v (53pts) CohortA: ORR 45% CohortA: not

Cohort B: IHQ 2+ and ISH - (7pts) No response B/ C i T reached

Cohort C: IHQ 1+ (18pts)

- Negativeredictive: antiEGFR? DESTINY-CRCO1®  Trastuzumab-deruxtecan mCRC 22 prior L RAS/BRAFwt 78

*Controversitgckofprospectivaata

HER 2 positivity (IHQ, 2+ or 3+ without FISH) <1

. . . Ramanathan et al ® . Not specified 9 Trastuzumab+Irinotecan 7 Not reported Not reported
-PositiveredictivddualntiHERtreatment prior L
*Not approved NCT04380012° HER2 positive (not specified method) 22 priorL  Not specified 11 Pyrotinib+Trastuzumab 27 Not reported Not reported
IHQ 3+ or ISH + means HER2 is amp/overexpréssed
Identifying ERBB2+: specific criteria for nCRC TAPURY HER 2 overexpression, amplfication or mutation Not specified 28 Trastuzumab+ Pertuzumab 14 172 58% after a year

(not specified method) 20 prior L
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Fusions In Colorectal Cancer: NTRK

NTRKusion®ccuilin 0.2%to0 2.4% ofcolorectalancers

NTRKrearrangementsiore frequentlyoccurredin elderly MR
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IN THE SPOTLIGHT: P@AIMftations in Colorectal Cancer

Pathogenic somatic PQbtititations are detected in <1% of colorectalecaiacersiutually
exclusive with MMRyounger at diagnosis, more malsideghtumors.
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the DNAbindingor catalyticsite of the exonuclease
domaimbtairRRtoanti PD1 monotherapy
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