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* NF1 encodes neurofibromin, which is a key GTPase-activating protein Patient characteristics o Difference of NF1 mutation frequency . Out of 8150 pts, 176 (2.2%) had somatic NF1 mutations
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« Tumor profiles from 8150 CRC patients (pts) with available NF1 7 90 _
mutation status were retrospectively reviewed. 50 | MSS/pMMR: 38.8% vs 50.3%, p<0.05).

* NextGen sequencing by a customized 592-gene panel was performed.

* Microsatellite instability (MSI) status was tested with a combination of
immunohistochemistry (IHC), fragment analysis and NGS.
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« Tumor mutational burden (TMB) was calculated based on somatic 30 7 407 p<0.0001)
nonsynonymous missense mutations. 20 1 ‘;’Z ' - Mean TMB was significantly greater in NF1-MT than NF1-
+ PD-L1 was tested by IHC (SP142). 0 ] . e 139 1 WT (All: 48.9/Mb vs 10.0/Mb, p<0.0001: MSS/pMMR:
« Molecular profiles between NF1-MT and NF1-WT pts were compared. . I l 48.3/Mb vs 8.2/Mb, p<0.0001). Also, PD-L1 positivity was

RNF43 PIK3CA FBXW7 ASXL1 PTEN TP53 KRAS ARID1IA FBXW7 PIK3CA POLE PTEN SMAD4 KMT2C hlgher iIn NF1-MT Compared to NF1-WT (A” 12.9% vs 36%,

 NF1-MT pts had more frequent alterations in homologous
recombination pathway compared to NF1-WT pts (All:
39.8% vs 7.5%, p<0.0001; MSS/pMMR: 17.5% vs 4.4%,
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« Student-t test (for mean values) and Wilcoxon rank-sum testing (for ARIDIA - TPS3 KMT2D  KRAS
median values) were used for comparison of continuous data. pP<0.0001; MSS/pMMR: 7.1% vs 2.6%, p<0.05).
Categorical data were analyzed using Fisher's exact test or Chi- Comparison of NF1-MT and NF1-WT on major gene mutations and immunotherapy-related markers
square test where appropriate.
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