Supplementary Table S3: Putative BRCA1/2 reversion mutations identified in cfONA of ovarian and breast cancer patients using targeted massively parallel sequencing and results of amplicon re-sequencing of putative BRCA2 reversion mutations and other somatic mutations in fDNA and tumor tissue of metastatic breast cancers.

Putative BRCA1/2 reversion mutations identified using a custom targeted massively parallel sequencing panel.

GERMLINE PUTATIVE BRCA1/2 REVERSION MUTATIONS
RCA germine mutation | poc'oc Atormate Wutant Wildtype Germiine ] s os
Cancer type Sample ID (BRCA1) ENST00000357654.3 o tation Chrom Position Reference allele e Mutation type Coverage | Count | allele DNA change protein length | mutation protein | mutation protein | microhomology | microhomology | Exon
(BRCA2) ENST00000380152.3 fraction (AR) length (AA) length (AA) (red) (red)

Ovarian CHES BRCAT c.66_69451AG [BROAT 167G0IAG/ T85001AG [17 [aze7768_[1G T [rameshif_variant =R 0.0352°A]c108deiC E3 55 TE62 GAGAC CTTTaT B
Ovarian TI5C BRCAT c.66_69d6IAG [BRCA1 187deIAG/185401AG [17 [T c [frameshift_variant 2114 1 0473%]c.113delA 1863 38 1862 TTGTe TCACAC B
Ovarian Ti50 (CAT C.68_69001AG [BRCAT 187401AG/185001AG [ 17 i i [rameshit_variant 046 1863 38 1862 CAGAC [TCAACT

Ovarian 100 (CA1 ©.3908dupT [BRCAT 4027insT 0 i id [rameshint_variant 214 0824%[c.3951001G 1863 1325 1863 [AAGAA [ACCAAT 0
Ovarian Ti0C (CA1 c.3908dupT [BRCA1 4027insT 17 AT B [rameshift_variant 177 0850%|c.3926061A 1863 1326 1863 [TTGeA TTTGTA 0
Ovarian T (CAT c.4724delC ’EIRM 48430eIC 17 [TGA i frameshift_variant 184 1509 1862 [AGATGG GAGGTT 5
Breast 031 P2 (CAZ ¢ 407delA N 13 [TTCTARATTCTTG i disruptive_inframe_deletion [1761 150 3414 TCTTA [TccACT

Breast 1109 Pt (CAZ c.755 758d6IACAG __|NA 13 [TGATAGATTTATCGGTTCTGTGAGA T disruptive_inframe_deletion | 1431 [o74 3210 GAGAG

Broast 7109 P1 BRCAZ 0755 T58d0ACAG _|NA B TeaCTIC i nframe_deletion I 0.1446%)c.740_756401CGCT 3418 o7 403 CAGTG [ATTTAT g
Broast 09_P1 BRCAZ 0755 75846ACAG __|NA T cT c disruptive_inframe_deletion [1385 |1 07220741 778491GCT 541 274 0 GAAGC TITATC

reast 1109 P1 (CAZ ©.755 75800/ACA A 13 [AAC A [rameshit_variant 1357 0737%[c.767_T6840ICA 541 74 4 [ACARA GTGARA

reast 109 (CAZ 0755 75800/ACA ) 13 [ACAAAT A [rameshint variant 1369 1461%]c 771 77500 TCARA 1 7 CARAG [AARACA

reast 109 ] (CAZ c.755 75806/ACA 7 13 c [rameshin_variant 1320 2273%]c 774 _775001AA i 7 [AGAGA CAARTC

reast 109 ¢ (CA2 755 75806IACA A 13 [TGATAGATTTATCGCTTCTGTGACA i disruptive_inframe_deletion [1814 0551%]c.729 TTTATCGCTTCTGTGACA i 7 [GACAG [AAARAT

reast 109 CAZ o7 JeIACA 7y 13 G rameshift_variant 1822 0549%[c.732_733deITA I 7 [AGATT [ARAATG

reast 109§ C _758de/ACA 7 13 [~ [rameshift_variant 1778 0562%[c.767_768deICA T 7 [AC GTGAAA

Breast T105_P2 BRCAD o755 7586ACAG __|NA B [ARTTCATTT A [rameshif_variant o 0.0543%]c.14_B23delATTCATTT 18 o7a 2 [ARAGT CAGGGA 70
Broast T109_P2 BRCAZ 0755 75846ACAG __|NA T [52906431 [ TTCATTTAR i [frameshift_variant 214 |2 |0.0933%[c816_625d0TCATTTAA 3418 274 B [AGTAR GGGART 0
Putative BRCAZ rovarsion mutations in sarial pl; fos of case L031

RUN 7 RUNZ
403 4TSTCTAAATTC| c.380_4063ST TTCETTCCAGT 403 #136a TG TARAITCTT BROA2 reversion 2
e A08aelT TToe 41300l ©389_4060eITTTCCTGTCCACTTCTAA
Variant Allele Frequency Variant Allele Frequency
[ Plasma 1 0003082 T o 0003080 T 0000067
[ Plasma2 0.000604 T [ 0.000862 T 0
[ Plasma 3 0013181 I 004587 0005766 I 0003093
Woan Dopth
Putative BRCAZ reversion mutations in plasma sample of case 1109 (amplicon re-sequencing)
RUNT RUNZ
Putative BRCAZ reversion mutations Variant Allele Froquency

728 T3830IATGATAGATTT 001137 000082

730 75308 TTATCGCTTCTGTGACA 000286 000231

731 73260IAT 0t1a7 000296

c.735insT 003237 000739

.73 76200IATCGCT 001609 000603

c.763insC 000534 -

c.764_765081AC 001064 0001108

c.768insG 000531 -

773 T74d0AR 000547 B

Woan Dopth

RUNT RUN2

3651 X Ta7132X

Variant allele fractions of somatic mutations in the pre-treatment tumor and post-treatment plasma sample from patient 1109 (amplicon re-sequencing)

Plasma (post-treatment)| __ Tumor (pre-treatment)
ariant Allls Frequency
[FATT AT AT oriosT | 0.160037
[ERCCi cTa9 A6 062105 | 0318661
[KDWSC 02221 A>G 0328660 | 0555681
Wican Bopth T FIIEES

Percentages of GtDNA and variant allele fractions of somatic mutations and reversion mutations in cfDNA in the samples from the four ovarian cancer patients harboring putative BRCA1 reversion mutations.

" Variant allle fractions in GiDNA Putative BRCAT reversion mutations
Tumor sample o utation type (gene - mutation . variant alele fractions in GIONA

oot WA RFT-HTTa3Y 0293 evi 00314
oCTS NA FAT3-D2595Y. 00729 evi 00392

" evi -0.0850

ocTio 026 TP53.£339 01312 .
PRRDC-G3083" 00a8s Revi-00489

o el TP53-T211fs 0.3096 ev2 - 0.0473




