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Table S1 

Molecular Tumor Board documentation.  

Category Consideration 

Drivers  Mutations, copy number variations, structural variations including 
fusions 

Genome-wide 
biomarkers 

Tumor Mutational Burden (TMB), Mismatch Repair Deficiency 
(MMRD), Homologous Recombination Deficiency (HRD) 

Targets Alterations indicating drug resistance or sensitivity, as well as 
potentially available clinical trials 

Conclusions Treatment recommendations based on targetable alterations and patient 
history  

 



Table S2 
Recommendations for targeted treatments based on OncoKB.  

ID Target Variant type Possible therapies 

BTC0010 FGFR2 Fusion Futibatinib; Pemigatinib; RLY-4008 

BTC0011 MET Amplification 
Capmatinib; Crizotinib; Tepotinib; 
Telisotuzumab Vedotin 

BTC0013 MSI MSI-H 

Pembrolizumab; Ipilimumab + Nivolumab; 
Nivolumab; Dostarlimab + Carboplatin + 
Paclitaxel 

BTC0013 PIK3CA H1047R 
Alpelisib + Fulvestrant; Capivasertib + 
Fulvestrant 

BTC0013 TMB TMB-H Pembrolizumab 

BTC0014 MDM2 Amplification Brigimadlin; Milademetan 

BTC0014 TMB TMB-H Pembrolizumab 

BTC0015 BRAF V600E 

Vemurafenib; Vemurafenib + Atezolizumab + 
Cobimetinib; Dabrafenib + Trametinib; 
Encorafenib + Cetuximab; Dabrafenib; 
Encorafenib + Binimetinib; Trametinib; 
Vemurafenib + Cobimetinib; Vemurafenib, 
Dabrafenib; Encorafenib + Panitumumab; 
Selumetinib 

BTC0016 PTEN Deletion Capivasertib + Fulvestrant 

BTC0018 FGFR2 Fusion Futibatinib; Pemigatinib; RLY-4008 

BTC0018 IDH1 R132H Ivosidenib; Olutasidenib; Vorasidenib 

BTC0019 KRAS G12D Cobimetinib, Trametinib; RMC-6236 

BTC0020 EGFR Amplification 
Cetuximab, Cetuximab + Chemotherapy, 
Panitumumab, Panitumumab + Chemotherapy 

BTC0024 ERBB2 Amplification 

Ado-Trastuzumab Emtansine; Lapatinib + 
Capecitabine, Lapatinib + Letrozole; 
Margetuximab + Chemotherapy; Neratinib, 
Neratinib + Capecitabine; Trastuzumab + 
Pertuzumab + Chemotherapy; Trastuzumab + 
Tucatinib + Capecitabine; Trastuzumab 



Deruxtecan; Trastuzumab, Trastuzumab + 
Chemotherapy; Tucatinib + Trastuzumab; 
Pembrolizumab + Trastuzumab + 
Chemotherapy; Trastuzumab + 
Chemotherapy; Trastuzumab + Pertuzumab; 
Lapatinib + Trastuzumab; Trastuzumab + 
Carboplatin-Taxol  

BTC0024 MET Amplification 
Capmatinib; Crizotinib; Tepotinib; 
Telisotuzumab Vedotin 

BTC0025 TMB TMB-H Pembrolizumab 

BTC0026 FGFR2 fusion Futibatinib; Pemigatinib; RLY-4008 

BTC0027 PIK3CA E545K 
Alpelisib + Fulvestrant; Capivasertib + 
Fulvestrant 

BTC0028 IDH1 R132C Ivosidenib; Olutasidenib; Vorasidenib 

BTC0033 ERBB2 Amplification 

Ado-Trastuzumab Emtansine; Lapatinib + 
Capecitabine, Lapatinib + Letrozole; 
Margetuximab + Chemotherapy; Neratinib, 
Neratinib + Capecitabine; Trastuzumab + 
Pertuzumab + Chemotherapy; Trastuzumab + 
Tucatinib + Capecitabine; Trastuzumab 
Deruxtecan; Trastuzumab, Trastuzumab + 
Chemotherapy; Tucatinib + Trastuzumab; 
Pembrolizumab + Trastuzumab + 
Chemotherapy; Trastuzumab + 
Chemotherapy; Trastuzumab + Pertuzumab; 
Lapatinib + Trastuzumab; Trastuzumab + 
Carboplatin-Taxol  

BTC0034 MDM2 Amplification Brigimadlin; Milademetan 

BTC0038 ERBB2 FISH 

Ado-Trastuzumab Emtansine; Lapatinib + 
Capecitabine, Lapatinib + Letrozole; 
Margetuximab + Chemotherapy; Neratinib, 
Neratinib + Capecitabine; Trastuzumab + 
Pertuzumab + Chemotherapy; Trastuzumab + 
Tucatinib + Capecitabine; Trastuzumab 
Deruxtecan; Trastuzumab, Trastuzumab + 
Chemotherapy; Tucatinib + Trastuzumab; 
Pembrolizumab + Trastuzumab + 



Chemotherapy; Trastuzumab + 
Chemotherapy; Trastuzumab + Pertuzumab; 
Lapatinib + Trastuzumab; Trastuzumab + 
Carboplatin-Taxol  

BTC0039 MDM2 Amplification Brigimadlin; Milademetan 

BTC0042 IDH1 R132C Ivosidenib; Olutasidenib; Vorasidenib 

BTC0045 MSI MSI-H 

Pembrolizumab; Ipilimumab + Nivolumab; 
Nivolumab; Dostarlimab + Carboplatin + 
Paclitaxel 

BTC0045 TMB TMB-H Pembrolizumab 

BTC0052 PTEN Deletion Capivasertib + Fulvestrant 

BTC0054 IDH1 R132C Ivosidenib; Olutasidenib; Vorasidenib 

BTC0057 MDM2 Amplification Brigimadlin; Milademetan 

BTC0064 IDH1 R132H Ivosidenib; Olutasidenib; Vorasidenib 

BTC0064 PIK3CA E542K 
Alpelisib + Fulvestrant; Capivasertib + 
Fulvestrant 

BTC0070 FGFR2 Fusion Futibatinib; Pemigatinib; RLY-4008 

BTC0077 KRAS G12R Cobimetinib, Trametinib; RMC-6236 

BTC0078 MDM2 Amplification Brigimadlin; Milademetan 
 

 

Table S3 
Recommendations for targeted treatments from the molecular tumor board for alterations not in 
OncoKB.  
ID Gene Variant_type Therapy OncoKb 

BTC0011 CDK6 
Strong 
amplification CDK4/6 inhibitor New biomarker 

BTC0017 PBRM1 Indel PARPi New biomarker 



BTC0024 CDK6 
Strong 
amplification CDK4/6 inhibitor New biomarker 

BTC0014 STK11 Indel mTOR inhibitor New biomarker 

BTC0014 STK11 Indel DDR repair New biomarker 

BTC0034 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0037 HAS2 
Strong 
amplification HAS2 inhibitor New biomarker 

BTC0036 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0038 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0044 MTAP 
Strong 
amplification PRMT5 inhibitor New biomarker 

BTC0042 MTAP 
Strong 
amplification PRMT5 inhibitor New biomarker 

BTC0056 HRD HRD PARPi New biomarker 

BTC0059 MTAP CNV PRMT5 inhibitor New biomarker 

BTC0058 MTAP CNV PRMT5 inhibitor New biomarker 

BTC0061 HRD HRD PARPi New biomarker 

BTC0067 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0062 RASGRF2 Fusion MEK inhibitor New biomarker 

BTC0063 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0049 BAP1 SNV PARPi New biomarker 

BTC0069 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0069 MTAP Deletion MAT2A inhibitor New biomarker 

BTC0072 HRD HRD PARPi New biomarker 

BTC0078 CCNE1 
Strong 
amplification CCNE1 targeting trial New biomarker 

BTC0080 HRD HRD PARPi New biomarker 

BTC0077 MTAP Deletion PRMT5 inhibitor New biomarker 

BTC0013 MLH1 Deletion 
immune checkpoint 
inhibition Unknown variant effect 



BTC0017 RAD51B Deletion DDR repair Unknown variant effect 

BTC0016 MTOR Indel mTOR inhibitor Unknown variant effect 

BTC0027 IDH2 Indel IDH inhibitor Unknown variant effect 

BTC0028 ERBB2 Weak amplification HER2 inhibitor Unknown variant effect 

BTC0035 MDM2 Overexpression MDM2-inhibitor Unknown variant effect 

BTC0043 FGFR3 SNV FGFR inhibitor Unknown variant effect 

BTC0053 RET Overexpression RET inhibitor Unknown variant effect 

BTC0057 MTOR CNV MTOR inhibitor Unknown variant effect 

BTC0061 NF1 SNV MEK inhibitor Unknown variant effect 

BTC0064 FGFR2 SNV FGFR inhibitor Unknown variant effect 

BTC0067 NF1 Complex knock-out MEK inhibitor Unknown variant effect 



Figure S1 
Legresley Biliary Registry Genomics Research Report for an example case (BTC0010). 





Figure S2 
CONSORT diagram. 



Figure S3 
Molecular alterations recommended by the molecular tumor board.

a) Counts and b) identities of molecular alterations recommended by the molecular tumor board 
compared to OncoKB. MTB: molecular tumor board. TMB: High tumor mutational burden. 
CNV: copy number variant. HRD: homologous recombination deficiency. SNV:
single-nucleotide variant. INDEL: small insertion or deletion. SV: structural variant.

a) 

b)


