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Evidence Summary

The missense variant NM_001354689.3(RAF1):.c.770C>T(p.5257L) is not observed in the

large population cohorts of gnomAD, or 1kG (Genome Aggregation Database et al, 2020;1000

Genomes Consortium et al., 2015). The variant was add 0 dbSMP as rs80338796 in version

131 This variant was found in Clinvar (Variant 13957) a classification of Pathogenic and
a review status of (3 stars) reviewed by expert panel. Tl arge physicochemical
difference between serine and leucine, which is likely to impact secondary protein structure as
these residues differ in polarity, charge, size and/for other properties

| PM2 o | The p.5er257Leu variant is novel (not in any individuals) in gnomAD
The p.Ser257Leu variant is novel (not in any individuals) in 1kG.

| PM1 o | 30 variants within & amino acid positions of the variant p.Ser257Leu
have been shown to be pathogenic, while none have been shown to be
benign.

The gene RAF1 has a low rate of benign missense variation as indicated
by a high missense variants Z-Score of 2.49. The gene RAF1 contains
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56 pathogenic missense variants, indicating that missense variants are a
common mechanism of disease in this gene

The p.Ser257Leu missense variant is predicted to be damaging by both
SIFT and PolyPhenZz. The serine residue at codon 257 of RAFL is
conserved in all mammalian species. The nucleotide ¢.770 in RAFL is
predicted conserved by GERP++ and PhyloP across 100 vertebrates.
The p.Ser257Leu variant is a missense mutation resulting in an amino UE r| a nt Sectio r"]s
acid change which is shared by the previously classified pathogenic ——
wvariant p.5257L.

| PMBE O | The p.Ser257Leu variant is a missense mutation resulting in an amino

acid change which occurs at the same amino acid position as 3 Cl"lrlB: 48 6{]4 E?E fj,‘ = G
previously classified pathogenic variants. ! ’
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Therapeutic Options v
g Sensitivity Interpretations (6) Drug Resistance Interpretations (2) Drug Descriptions
Drugs Tier Saved For Variants Clinical Trials
E:;zﬂ;i:jiabb. FEIBERIELR Colorectal Adenocarcinoma Unspecified 0 Selected
Eﬂ;::eati?r:ifp:aiet.lx'lvab‘ Encorafenib Colorectal Adenocarcinoma EE:‘;:;SB}OOE [Activating 0 Selected
Entrectinib, Larotrectinib Tier 1A Solid Tumor Cancers Ezili‘lc'lzus'CI‘ (Activating ed
Pembrolizumab Solid Tumor Cancers TMB High 0 Selected

Dostarlimab-gxly, Nivalumab,
Nivolumak + Ipilimumab, Tier 1A Colorectal Adenocarcinoma MSI High 0 Selected
Pembrolizumab
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Encorafenib is a BRAF inhibitor with similar efficacy towards wild-type BRAF

}K‘UT\/ h(:i‘j lJ_C(j:\ ACMij"f Fa’f )(:Ej‘gﬁ}ﬁi and BRAF p V600 mutation and minimum MAPK reactivation effect (PMID:
FEQRHIE(TL., Lii— NEALET , VSClinical®T S L B e e )
= — w s and colorecial cancer LD ] arpornng
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= A IC]T7 KELLE - = = =y colorectal cancer with wild-type RAS (PMID: 17522246, 29083635)
ﬁflfﬁﬂ’]{\ J}\/ h@ﬁfﬁ%ﬂ%(hbuxx D:I:'mﬁﬁtl%@*ﬂ In BRAF p.VB0OE positive metastatic CRC, several studies have shown that
— — — the combination therapy using encorafenib plus cetuximab improved overall

}Ltj‘}éj_ GJ Xt‘;mménaijo survival, objective response rate and progression-free survival compared to
standard chemotherapy (PMID: 33503393, 31566309). Based on this data,
the FDA approved the use of encorafenib in combination with cetuximab to
treat adult patients with metastatic CRC with a BRAF p.VB00E mutation
(PMID: 31566309, 30892987).
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