SUPPLEMENTARY MATERIAL

The criteria for clinically-actionable mutations in order of decreasing clinical validity

were:

Approved drug for the alteration with a well-defined biomarker in that disease
Approved drug for the alteration, which was well defined in another disease
(ie, vemurafenib approved for BRAF V600E mutation in melanoma, applied to
non-small cell lung cancer

Evidence for a benefit of a drug with well-defined biomarkers from reported
clinical trials in a specific disease

A drug was being studied in a clinical trial in one disease or multiple diseases
linked to a biomarker

A drug was available with a case report of response (n = 1)

A drug was available that had demonstrated pre-clinical activity against that

alteration in a specific disease.



Supplementary Table 1. Caris MI® gene panel

Next-Generation Sequendng - Genomic Stability Testing (DMA)

Microsabalitn Instabilty [MG] Tumor Mutational Buden (TMEY®
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BODALT coLian FONL2 HONAT3 KoMEA, MEN FIRVE RADZT STAGE THTEIS
B3 COMEC FOND3 HONAS oS8 MTCFI FRFRHIER RECOLA AL IRSAT

Next-Generation Sequencing — Point Mutations, Indels and Copy Number Alterations® (DMA)

BT BRCAT CREEELT ETV1 GAST KMTZA ML) MYCH PERT [ TFE
ACSL3 BACAZ CREEELT ETVS GATAZ KMTZC (MLLE) MyDEE PACALM RUNKTTI TG
ACSLE BRF1 (FEEEF ETVE GOM(CI70ef30]  KMTIZOMLLY) MYHTT PIKICA SBO5 TFRC
ADGRAZ BUBTE CRKL EWER1 GMPS KNL MYHD PIKRT DC4 TGEFBRD
AFDM CACHATD CRICT EXT1 A3 KRAS MACA PIKIRZ SDHAFE b ]
HFF1 CALR oy =} B2 GHAD) KT MCHIFSD ] SDHE THFAFE
WFF3 CAMTAT CSFIR ETHZ GHAS LCK MCDAT PYL SDHC THFREF14
FF4 CANTI CSFER ] GOLEAS LCF1 MDA M2 DHD TMFREFIT
HKAPD CARDTI CTCF FANCA GOFC LS MDA POLE TR ToF1
[ r] CARE LA RN Y LHFFLS NF1 POTI =T TFs3
T3 CAFE CTHNAT FANCDIE RN LFR NP2 POUTAFT SETBFI TPME
ALDHZ CBRAITI CTHNET FRNCE G538 LFF MFEZLD PRAAG ETDE TR
LT CBFE ono FRNIE HaFan LRIGE MFIE PRCC S8 ]
HPC CBL CYFIDE FRHCL HiF3E LEFIE MFKEZ PROMT SHIEE TRAFT
ARFRF CBLE DAY ] HERFUD L i] MFKEA PROMIE. SHIELT TRIMZE
ARHGAFS s Doez FENDTT HGF MAF M PRIARTA sSCMAz TRIMIT
ARHGEF12 CONETIFT Do FEXWT HF1 MALT MOTCHZ PR SMADZ TRIMIZ
ARDIA OO DG FORLE HAGAT MAMLT MNP P5F1 SMAD TRF11
ARDZ CoMD2 DONE FGFID HMGAZ MAPIK] (MEKT]  MR4A3 FTCHT SMARCE] TRRAP
ARNT fua ] DEK FGF14 HHRMPAZE] MAFBIMEKT]  MSDI FTEN SMARCE] 501
ASFSCHT COHED DNCERT FGF19 HOma MAFIEA. MEDZ PTPHTI MO e
ASKLT CDI74 FOLT] DaTIL FGFI3 HEPBAAT MAFIKT MEDE PTPRC N9 TSHR
ATF1 T EBF1 FF3 HEPOOABT ML NTSCE RABEFT SO0 m
A COTas ECTZL P4 DH1 MDM2 NTRET RACT SPECT LUZAF
™ 3 EGFR FFE DHE MDME NTRKZ RADSD SFEN LI5PG
ATF1A1 COHIN ELK4 FGFRI IGFIR M52 NTRKI RADS1 SRGAFT VEGFA
TR oK EL FEFRIOF EIF1 MEFZE NUFTIE RADSTE: SREFT VEGFE
MURA CDHE EMLA FGFRD [+ MENT NUFS3 RAF1 REFI VA
MIRE fuil] EMEY FaFRE LIIR MET NUFIE RALGDS. =18 WICF
AN CDKN1B EF300 FGFRA WLEST MITF NUTMI RANBPTT 1AL WF1
oo CDKNZA EPHAZ H LTR MLF1 FALEZ RAPIGEIS] STAT3 WISF3
BAF1 o EPHAG FHT FF4 MLHI R RARA STATA WRN
BAFD CHER EPHET FFIL m MLLTT RIS RE1 STATSE W1
BOLID CHERZ EFS1S FLCN ity MLLTID FROCT REM1S STL WWTR1
BLTIA CHIZ EREEZMERZMEL)  FLN JTte] MLLTE FEAM] REL STHI1 i)
BOLELTT CHAI ERERE HERZ AT e} MLLTE FEX1 RET SURY P
B3 oc ERER4 HERS T3 ITF1 MM FCMT RCTOR: Tz Fizul]
BOLE A ERC1 FIT4 Komsa MRAETT FCET M K TWHAE
BOLTA oF ERCCZ FHEF1 KDR (WEGFRZ) MEHZ FOOD PO} RNFAZ TAF15 it

ox ERCCI A MEHE

o ERCCA PN M

CNEF ERCCS FONF1 MTOR

CNTRL ERG FUEF1 MYE

COPE1 ESAI A5 MY

CREEI

MET Exon 14.5kipping



Supplementary Fig 1. MTB recommendations for clinical trial enrollment and

resulting patient management.



