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Reference genome tgtgggatttttagcacagcaagtggaaaatctgtccaggtatcagatgcttcattacaaaacgcaagacaagtgttttctgaaatagaagatagtaccaagcaag
(Chr13: 32,914,415 - wr
32,914,520) cC G I F s T A S G K s vV Q@ VvV s D A s L @ N A R Q V F s E | E D S T K Q
C1975 - Q2009
tgtgggatttttagcacagcaaglggaaaatctgtccaggtatcagatgcttcattacaaaacgcaagacaagtgttttctgaaatagaagatagtaccaagcaag
Pre-treatment ctDNA LOF
(Primary mutation) c G |1 F § T A R E N L § R Y @ M L H Y K T Q@ D K C F L KSOP- - - - - E
lg(gggalt!ltagcacagcaaglggaaaatctglccagg!atcagatgcltcatlacaaaacgcaagacaag(gltttc(gaaa(agaaga(agtaccaagcaag
Cycle 3 ctDNA c 6 I F s T AR E N LS R Y QMLHY KT aoDKTC CF L Ksop- - - - - -| '
tg!ggga!!t!(agcacagcaaglggaaaa!c!g!ccaggla!caga(gctlca!!acaaaacgc_aaga!ag!accaagcaag
Progression ctDNA Restored
(Reversion mutation#1) [ C G | F § T A R E N L §$ R Y @ M L H Y K T - - - - - - - -Q D N T K Q ORF
!g!ggga!ltHagcacagcaaglggaaaalclg!ccagg(alcagalgc!!cal!acaaaacgcaagacaag!g!H!c!gaaa!agaaga!ag!acc
Progression ctDNA Restored
(Reversion mutation#2) [ C G | F § T A R E N L 8§ R Y @ M L H Y K T @ D A L Q@ V F s E I E D s T ORF
lglgggaltHtagcacagcaaglggaaaatctglccaggtatcagatgctlcatlacaaaacgcaagacaag(g(t((clgaaalagaagalagtaccaag
Progression ctDNA Restored
(Reversion mutation#3) | ¢ G | F 8§ T A R E N L S R Y @ M L H Y K T Q@ D A Q@ V F § E I E D s T K ORF
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Patient 4 Outcome
Reference genome aaaagatgaagtttctatcatccaaagtatgggctacagaaaccgtgccaaaa
(Chr17: 41,256,174 - 41,256,226) WT function
K D E \ S | | S M G Y R N R A K
K119 - K135 Q
aaaagatgaagtttctatcatccaaagtat ctalJlagaaaccgtgccaaaa
Pre-treatment ctDNA g g g g 899 J g 42 LOF
(Primary mutation) K D E ' S | | Q S M G STOP
aaaaga(gaag(((c(a(ca(ccaaag(a(gggc(a.agaaaccg(gccaaaa
Cycle 3 ctDNA LOF
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Progression ctDNA ! ! ! _— Restored function
(Reversion mutation) K D E \ S - - - - - - - - N R A K

u Insertion l DNA bp deletion l Single base change - Amino acid deletion ~ STOP  Stop codon




