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(reversion mutation)
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D—DOELUTEIREERE (reversion mutation) Hdd,

WT BRCA2 BRC Repeats (1-8) DNA-BindingDomainTR2/NLS
! LI IIIIn [ 1

0 500 1 000 1 500 2 uon 2 500 3, 000 3, 418
CAPAN1 6174delT BRCA2

0 2.002
PIR1 (BRCA2AA) 1,782 3,228
11 Il
0 1,973
PIR2 (BRCA2AB) 1,757 3,226
[ i 1 |
0 1,950
PIR7 (BRCAZAC) 1,736 2,961
[ 1T 11 |J\_’/J:|
0 2,194
PIR12 (BRCA2AD) 1,918 2,072
! . L1yl IIVI L, — 11
0 500 1,000 1,500 2,500 3,000 3265
ssDNA-binding domain
) Ab-1 Ab-2
Wild type n mn
N c
12 345678 NLS
RC
Gapan-1 6174delT
N (o] 6174delT
12 34567
C2-1, C2-2
N C 6174delT; 6232_6238del7ins14
12 345678
C2-4, C2-14
N C 6174delT; 6191_6192insT
12345678
c2-5
N ITSIE C 6006 6308061303
123456 8
C2-6
N ITI=T JIC 5870 6365del496ins4
12 3456 B
C2-12
N C 6174delT; 6186_6226del41

12 345678

BRCA 5'- CTA TTA CAA GCC CAT -3’ BRCA
IER Leu Leu GIn Ala His MEEIER

BRcAZ®  5'- CTA TGA CAA GCC CAT -3’  BRcA
(T-GE#R) Leu Stop HBER K

Sz i aEEE
REETSR) Leu GIn Ala His

75?TiﬁJE&UPARPBHE‘EIC&5585%%:(2
BRCABIBREEMELINLZS. LNIFNDEH
[CBERECRD,

Edward SL, et al Nature 45717711 71-5 2008
Sakali W, et al Nature 457171 16-20, 2008
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[E?‘E 7‘:)\ /'U] 7;; L Mtcrosatelhfe status MSI-High Not Detected
{ ;.;EZ)‘ /U] 7‘; L Tumor Fraction Elevated Tumor Fraction Not Detected
[Dﬂkﬁﬁ] 7& L/ BRCAT [ Yy 503%
(PIL3—ILZER] 2L TPs3 8 splica sha 13%
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(Fal—Y3 VBROFED) 18 506 mut/Mbo BRT IO 7 1 VICE D HELE]

g %—%310 993+1 GYA (VAF 1.3%) 1 PARPIRSE
BRCAT 0121 4% (VAF 503%) picpoga il CIEa
POLD1 p.D893G (VAF 49.0%) 2. Platinum
CYP17A7pY201N (VAF 51.8%) =BRCA2 pE1212x [EvL: D-6)
BRCA7T pK1183_T12565>RG (VAF 0.1%)
i ain EM /N M WE | — \
- AT e S HFIRIC R D < HEaH)
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KR DRRD E. BITISELEFOHRERS LTI ES, 1. PARPESEAER
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NO REPORTAELE ALTERATIONS WITH COMPANION DIAGNOSTIC (CDx) CLAIMS

See professional services section for additional information

Mo alterations associated with companion diagnostic indications were detected. Please consider confirmation with tumor
tissue testing, such as FoundationOne*CDyx, if possible.

OTHER ALTERATIONS & BIOMARKERS IDENTIFIED

for labeled use yeutic product.

on are not prescri
ction for additiona

BRCAT E1214° TPS3 splice site 993+1G=A "

Siomarker Findings
Blood Tumor Mutational Burden - ¢
Microsatellite status - M5I-High

Tumor Fraction - Elevated Tumor Fr o
Detected ® Variants that may inform nentargeted treatment approaches

(e.g., chemotherapy) in this tumor type: BRCATE1214* (p. 5)

Report Highlights
® Targeted therapies with NCCN categories of evidence in this
tumor type: Olaparib {p. 7), Talazoparib (p. 8)

® Evidence-matched clinical trial options based on this patient's
genomic findings: (p. 10)

BRCA1E1214*
TP53 splice site 993+1G>A

® ‘Variants in select cancer susceptibility genes to consider for
possible follow-up germline testing in the appropriate clinical
context: BRCATE1214* (p. 5)

se About the Test in ndix for details.

THERAPY AMND CLINICAL TRIAL IMPLICATIONS

Tumor Mutational Burden - 5 Mo therapies or clinical trials. See Biomarker Findings section

]

Blood

Muts,

MSI-High not detected. No evidence of microsatellite instability in this
sample (see Appendix section).

Microsatellite status - msi-High Not

Tumor Fraction - E
Mot Detected

Tumor fraction is considered elevated when ctDNA levels are high
enough that aneuploidy can be detected. The fact that elevated tumaor
fraction was not detected in this specimen indicates the possibility of
lower levels of ctDNA but does not compromise confidence in any
reported alterations. However, in the setting of a negative liquid biopsy
result, orthogonal testing of a tissue specimen should be considered if
clinically indicated (see Biomarker Findings section).

THERAPIES WITH CLINICAL THERAPIES WITH CLINICAL
RELEVANCE RELEVANCE
{IN PATIENT'S TUMOR TYPE) {IN OTHER TUMOR TYPE}
BRCAT - E1214* Olaparib || Niraparib
Talazoparib || Rucaparib

10 Trials seep.10
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PREIARER | BERBAFHE
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ECOG PS: 1

gBRCA 151, sBRCAZIEM
Tumor Fraction : Cannot Be Determined
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| (Fal—Y5YEROFED]

> BREELCFES
TP53c993+1G>A (VAF 1.3%)
BRCAT pE1214* (VAF 50.3%)
POLD1 p.D893G (VAF 49 0%)
CYP17A7p.Y201N (VAF 51.8%)
BRCAT pK1183_T1256>RG (VAF 0.1%)

>  Actionable @ FEE
BRCA 7 pE1214x(VAF 50.3%) _
XIB U, BRCA 7p.K11 8/3 T1256>RGOEIFEE
DO TRDBEMNRSHEAFT CEE0),

> Germline Variants L .
KIFBDERD L. BETXIRELFOHM =R L TCIIES0N,
BRCA 1 p.E1214x(VAF 50.3%, ClinVar: Pathogenic) :

I TICGermline& LTHRH%

TMB 5.06 mut/Mbp
MSS

DHIRZ

BRCA1

E1214% StopZ £

\4

|
' PARPIESEIEE

ZEImEE UT, inflame deletlon/ insertion
(K1183_T1256>RG)

—B0R1E UIZBRCA1D'BERIR
(BRCA 1181RZES)
=PARPESZIENE

1. IRTTDB&E R



EBFIBS Y (FoundationOne Liquid CDx)

F# - 60mEN MRl - B BEERZWE | [BREINE
ECOGPS: O PSIERSZHTE | adenocarcinoma
PiZBLRISIR | BEERASRER SEFSEBNT ¢ B BF B
BRERAEEMES : XEkh B SRR : L

%8 : 20245084 Tumor Fraction : 1.7%
BRERERB

2023/03-2023/11 1 XgE : mFOLFIRNOX RESEMNRPR. )P 1L
2023/12-2024/06 2 XE8%E : nab-PAC/GEM RRBEMRSD, FHE)PIE
2024/06- 3R e&E(#&EFD) : nal-IRI/FU/I-LV RRIGERIENE. #kind

(XEE] U [EEDA) BU [(BRDLA] U

(BRIERE] HO (4F) (PIL3-ILZR] U
(GermlinelB¥RFATHE] BRIEHEFHEIT D

(F2L—Y 3 VEEDTED) bTMB 10.12 mut/Mbp
MSS

> REEGTFES

Likely TMB-High, KRAS p.G12D(VAF 1.7%) GEGFTOD 71 IVICE DS AR
DNMT3A pPOO4L (VAF 3.8%), FANCG c.307+1G>C(VAF 52.3%)

NFET p.Y2285+(VAF 0.4%), DNMT3A p.C562Y (VAF 0.5%) ——

SPEN pE2149fs+6(VAF 0.8%) 1. PARPIHEX |

PALB2 pE462*(VAF 49.0%), PALB2 pN241_P508del(VAF 0.1%) = PALB2 pE462* (EvL: C-2)
PALB2INM_024675)-GGA2NM_015044) fusion (VAF 2.3%)

PALB2(NM_024675) deletion exon 4 - intron 4 (VAF 0.9%) 2 TFSFFSHLIXY

> ActionableliE 75 = PALB2pE462* (EvL: D-6)

PALB2 pE462x(VAF 49.0%)

(MREBIHIMICE D <RI E]

> Germline Variants

RIFBDERD £, FERURETFOHMIERST L TIIESN,
PALBZ2 pE4A62x(VAF 49.0%, ClinVar: Pathogenic/Likely pathogenic, 1. Z(FMitE (NCCH1901
ToMMo no data) = &mAD V)V THEE - = 5/ \o|IJ 7\\%%”7—& )




diomarker Findings Report Highlights
Blood Tumor Mutational Burden - {
ctDMA Tumor Fraction - High (1.7%)
Microsatellite status - MSI-Hi

® High ctDMA Tumor Fraction was detected, indicating a lower
risk of false negative results (p. 5)

Variants that may inform nontargeted treatment approaches
(e.g., chemotherapy) in this tumor type: PALBZ deletion exon 4,
E462*, N241_P508del, rearrangement intron 7 (p. &)

PALB2EA&2*, N241_PS0Bdel, rearrangement intron 7, ® Evidence-matched elinical trial options based on this patient's
deletion exon 4 genomic findings: (p. 13)
A H H i H KRASG12D
Companion Diagnostic (CDx) Findings ® Variants in select cancer susceptibility genes to consider for

NF1Y2285*

nical

I r | r f a r ) ) Y t possible follow-up germline testing in the appropriate
table Ing tharaple s o «'s MHLW q : 3 e lE Dhe iy context: PALB2 E462* (p. 6)

FANCG splice site 307+41G>C
Variants that may represent clonal hematopoiesis and may

SPEN EZ149fs*6 L
GENOMIC FINDINGS m originate from non-tumor sources: DNMT3A C562Y, POO4L (p.

This assay tested >300 cancer-related genes, a)
including the following 2 gene(s) routinely assessed
in this tumor type: BRCAT, BRCA2.

No Companion Diagnostic (CDx) alterations for FoundationOne*Liquid CDx were detected. Please consider confirmation with
tumor tissue testing, such as FoundationOne*CDx, if possible.

Tumor Profiling Results
THERAPIES WITH CLINICAL RELEVANCE | THERAPIES WITH CLINICAL RELEVANCE
? Pr { et ton | I tient t (IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)
; i - None None
GENOMIC FINDINGS & BIOMARKERS IDENTIFIED Blood Tumor Mutational Burden

10 Trials seep.13

ctDNA Tumor Fraction - Hig

High ctDNA Tumor Fraction defined as = 1.0% based on concordance for

Blood Tumor Mutational Burden 10 Muts/Mb PALB2 PALB2(NM_024675)-GGA2(NM_015044) fusion (P7; G6) defined short variants and fusions. See Biomarker Finding Summary.
DNMT3A C562Y " i tellite stat
» 024675 X hnd Icrosatellite status - M5I-High not detected. No evidence of microsatellite instability in this
DNMT3A Po04L PALB2 PALB2(NM_024675) deletion exon 4 - intron MSI-High Not Detected TR ey
FANCG splice site 307+1G>C
G PALBZ E462"
A CIED ° P ORD-1943720-01
NF1 Y2285" PALB2 N241_P508del
SPEN E2149fs*6 THERAPIES WITH CLINICAL RELEVANCE | THERAPIES WITH CLINICAL RELEVANCE
(IN PATIENT'S TUMOR TYPE} (IN OTHER TUMOR TYPE)
PALB2 - E462° Olaparib @ Niraparib @
N241_P508del Rucaparib @
f 1 sigh rearrangement intron 7 Talazoparib @
deletion exon 4
KRAS - G12D 1.7% None None
10 Trials seep.15
NF1 - Y2285* None None

10 Trials seep.17
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PALB2INM_024675) - GGAZ(NI\/I 015044) fusion (VAF 2.3%
PALB2INM_024675) deletion exon 4 - intron 4 (VAF 0.9%)

> Actiomablei%ﬁ?ﬁ% %

PALBZ2 p.E462+(VAF 49.0%)
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NEET IERIBEENHIRLCNDEHBLET, '

> Germline Variants
RIFBDIERD L. BXIRELRFOHM EEST L CLIEZS0), I I
PALB2 p E462*(VAF 49.0%, ClinVar. Pathogenic/Likely pathogenic,

ToMMo no data) =& NV U TJ#E
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Pathogenic BRCARIGEF/\J 7P~
Somatic or Germline ?

[ Pathogenic germline ] Pathogenic somatic

Proportion of patients with germline
vs. somatic pathogenic variant

NBO%NMEIBHIRZRIEEF/\N ) P L ThD.
Meric-Bernstam, F et al, Ann Oncol 27.795-800, 20716
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Biomarker Findings
Microsatellite status - MS-Stable
Tumor Mutational Burden - 5 Muts/Mb

Genomic Findings

For g complete list of the genes assayed, pléase refer to the Appendix.
BRCA2 12675V - subclonal®
RICTOR amplification - v.'3|:|ui|.'1:1-1:a|i
ATRX loss exons 2-30

CUL4A amplification - equivocal®
EZHZ2 rearrangement intron 18
IR52 amplification - equi'u'c:r::aIJr
RB1loss exons 18-27

SGK1 complex rearrangement
TP53 R2480Q

T See About the Test in appendix for details.

4 Therapies with Clinical Banefit 17 Clinical Trials

0 Therapies with Lack of Response

Microsatellite status - Ms-stable Mo therapies or clinical trials. see Biomarker Findings section
Tumor Mutational Burden -5 Muts/Mb Mo therapies or clinical trials. see Biomarker Findings section
(IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)

BRCAZ2 - 12675V - subclonal none Niraparib

Olaparib

Rucaparib
10 Trials seep. 11 Talazoparib
RICTOR - amplification - equivocal none none

7 Trials seep. 13




PleSSision-Exome L— |~

(1) gBRCAZ2 p.lle2675Val (p.I12675V)
PLS: 3
chr13:¢.32937362A >G / ENST00000380152.7:¢.8023A >G
MY 7Y~ 8. 9/214 (4.2%) [ EEY 70— FE: 75/138 (54.4%)
ClinVar allele ID : 67143 / ClinVar : Pathogenic/Likely pathogenic
CIViC max evidence level : A
snpEff SO: missense variant / snpEff Effect: MODERATE
dbNSFP signature : 0000 o0
dbSNP ID: &i#&4 L / HGVD: &iF7 L / ToMMo 2kJPN: 0.0% / ExAC: &iFa2 L

BRCAZ 126 75VDIN) P P UIVEES
IEEHEE CRBIMM) T54.4%. IBEMEBC4.2%

\ 4

IBISICHITDIERBARDBRCAZ 12675V ZZHBIHDRK ?
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Abstract

Germline BRCA1/2 variants in comprehensive genomic profiling (CGP) often exhibit
variant allele frequency (VAF) exceeding 50%. However, when genomic loss occurs at
the ipsilateral allele, including the germline variant in tumor cells, the VAF is low. This
case report presents a patient with uterine sarcoma with a pathogenic BRCAZ muta-
tion and low VAF in tumor-only CGP, which was later identified as a germline variant.
When genomic alterations in BRCA1/2 are identified in tumor-only CGP, the possible

germline origin of the variants should be considered, even if their VAF is very low.
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BRCA, genomic loss, low VAF, PARP inhibitor, tumor-only CGP
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