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TEPAMNIT, ACOLLINOBAHI 3 K/TIHIYHOH KOPUCTIO

Ha3sBa npenaparis Knac npenaparis Craryc I NEEETE]

AcouiiioBaHuit 6iomapkep: NF1: p.(G72*)

ABYTOMETHUHI6 Ta IHri6iTopn RAF/MEK Ta

. CxsaneHo FDA Twnn NyXAMHM NaUieHTa
JedbakTnHio FAK y H
L S CxBaneHo A4 iHWoro .
Temciponimyc MTOR iHri6iTopu A IHWi TMAK NyXAKH
3aCcTOCyBaHHA
. - CxBaneHo gnsa iHWoro .
TpameTuHi6 MEK iHribiTopu A [HWi TMAKW NyXAuH
3aCcTOCYyBaHHA
- . .. aHTWeCTporeHu Ta . .
dyngecTpaHT Ta BiHiMeTiIHIO6 P Y po3pobui IHWi TMNK NyXAnH

iHri6iTopn MEK1/2
AcouiiioBaHuit 6iomapkep: BRCA1: INS

CxsaneHo FDA / NCCN /

Hipanapi6 PARP iHri6itopu ESMO / EMA

Tun NYXAWHKW NaLieHTa
CxsaneHo FDA / NCCN /

Onanapi6 PARP inri6itopu ESMO / EMA
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B NPOTU aHrioreHesy ESMO / EMA
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Pykanapuby kamcunat PARP iHri6iTopu ESMO / EMA

Tun NyXAMHW NaLieHTa

CxBaneHo Ans iHWoro

ATte30i3ymab PD-L1 iHribiTop IHWIi TMNK NyXAnH
3aCTOCYBaHHA
IMP1734 iHribiTop aHTU-PARP Y po3pobui IHWIi TMAK NyXAKH
Hipanapi6 Ta loctapnimab  IHri6iTopn PARP Ta PD-1 Y po3pobui IHWIi TUNK NyXAKH
CauymTy3symab loBiTekaH Ta . .
- Y po3pobui IHWi TMNY NYXAWH

Bep3ocepTnd

ONCOKDM VERSION 24.0.45

%E: OncoKDM

by OncoDNA



LLlaHoBHwMI nikapto!

LLlaHoBHWIA KnieHTe!

Exkcneptu JIJ1A HagatoTb iHGopMaLiiHy NiATPUMRY LWOAO TPAKTYyBaHHA

Pe3ynbTatn nabopaTopHUX OCAIAMEHDb HE € KNIHIYHUM [iarHO30M.

[apaHTiA TOYHOCTI Ta JOCTOBIPHOCTI pe3yNbTaTiB JOCNiAHEeHb

. LiarHoctuynun uentp TOB «MJ1 «[IJ1A» akpeauToBaHuii HalioHanbHWM areHTCTBOM 3 akpeauTauil YKpaiHm
'Aa Ha gocnigMeHHA BignosigHo fo 1ISO 15189:2022, atectat npo akpeauTauito N230001 umHHUA go 18.10.2026

pe3y/ibTatis 1abopaToOpHOro AOC/IAKEHHA Ta iHWKUX NPOMECIAHMX NUTaHD.

TOB «MJT «[QIJTA» cepTudikoBaHo 3rifiHO BMMOr MixHapoaHoro ctaHgapty ISO 9001

[ns KopeKTHOT iHTeprpeTauii pe3ynbTaTiB 4OCiAHeHb, 3BepHITbCA, byab flacka, Ao fikaps.

Jlinensia MO3 Ykpainm AL N°071280 Big 22.11.2012 p.

YKpaina, 01103, m. Kwis, Byn. [igBrcoubKoro, 6a
@NO0diaua

[LiarHos No OncoDNA  Ne «I/1A» MNI6 naujeHta  [lata HapomkeHHs [laTa BUKOHaHHA  [laTa opopMAeHHs
Crop. 3/9

0 IHpopMaLiiHo-cepBicHa cny»xba: 0 800 21 78 87

KAIHIYHI AOCNIAMEHHA

KaHaacbKke BUNpobyBaHHA NpodintoBaHHSA
Ta BUKOPUCTAHHA LLi/IbOBUX areHTiB ®aza 2 CA NCT03297606
(CAPTUR)

MoaynbHe MmynbTubackeTHe A0CAiAXKEHHSA
ANA BAOCKOHANEHHSA NePCOHaNi30BaHOI
MeAMUMHWN Yy NALIEHTIB 3 OHKONOTYHUMM

3axBoptoBaHHAMM (Basket of Baskets)
JocnipKeHHA akTUBHOCTI MPOTMPAKOBUX
Tepanii, CIpAMOBaHMX Ha MONIEKYNAPHI
anbTepaLii/XxapakTePUCTUKM NYXANH Y ®a3za 2 FR NCT04116541
nauieHTiB i3 nporpecyto4ynmmn abo
MeTacTaTUYHMMM NYyXJIMHAMU

®asza 2 FRGB NLSEDEESIT NCT03767075

MoKpaLweHHA rPOMaACbKOT OHKONOTIYHOI
AO0NOMOIM WAAXOM BNPOBAAMKEHHA daza 2 NO NCT04817956
nepcoHanisoBaHoi megmumHm B Hopserii

HocnigxeHHa ¢as I/1l npenapaty
Sacituzumab Govitecan y KombiHaLii 3
Berzosertib npu api6HOKNITUHHOMY paKy
JIereHi, eKCcTpany/ibMOHa/bLHOMY
APiGHOKNITUHHOMY HEMPOEHAOKPUHHOMY
paKy Ta NyxauHax i3 gediuntom
roMo/1oriyHoi pekomMbiHau,ii, cTinkux go
iHribiTopis PARP

®daza 2 us NCT04826341

Niraparib Ta Dostarlimab y conigHux
Nyx/JMHax 3 AediLLUTOM roMoIorYHOT ®aza 2 us NCT04983745
pekombiHauii (HRD)

JocnigxeHHs ¢pasu 2 npenapaty
Avutometinib (VS-6766) y KombiHaLLii 3 daza 2 us NCT05512208
Defactinib

LinboBa Tepania, cnpamosaHa 3a
pe3ynbTaTaMu reHeTUYHOTO TECTYBAHHA, Y
naui€eHTiB i3 micueBo-nowmnpeHnmmn abo daza 2 US PR NCT05564377
NPOrpecyryYnMm CoNigHUMU NYXTMHAMN,
AocniaxKeHHs-ckpuHiHr ComboMATCH

Mepwi gocnigKeHHA Ha Ntoasax

CeneKTVIBI?IO.FO iHribiTopa PARP1, IMP1734, ®asza 2 FR AU CA CN DK ES NCT06253130
Y YYaCHMUKIB i3 MporpecytyYnmm conigHumm us
NyXAMHaMMU
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PE3IOME AOC/IAXEHHA

3BepTaemo yBary, Wwo npu nposegaeHHi NGS-aHanisy BUABNEHO HU3bKY OAHOPIAHICTbD MOKPUTTA
(uniformity Hu)K4ye HaWoOro NOPOroBoro 3HauyeHHA). Y TaKOMy BUMAAKY HEMOX/IUBO HaAaTu
pe3ynbrati ana CNV Ta OUiHKY «reHOMHOro wpamy» (Genomic Scar scoring).

byno BuaBneHo crton-kogoH y reHi BRCAL. Leir BapiaHT npu3BoAMTb 4O YTBOPEHHA BKOPOYEHOrO
6inKa, Wo, MMOBIPHO, BMKAMKAE BTpPaTy OyHKUii 6inka. Mytauii BRCAL, Aki npusBoaaTb A0 BTpaTu
bYHKUT y 3apOAKOBIN NiHii, € XapaKTepHOK 03HAKOK CNaAKOBOrO paKy MOIOYHOI 3371031 Ta AEYHUKIB.
BRCA1 Bigirpae knto4voBy ponb y penapauii AHK, cnpuaoun KNiTMHHUM BiANOBIAAM HA NOLWKOAMXEHHA
OHK. Btpata ¢yHKuii BRCA1l nigsuuwye pusuK pPo3BUTKY UMX BUAIB pPaKy, a TaKOX paky
nepeamixypoBoi 3371031 Ta NigLWAyHKOBOI 3a/103W.

[oBefeHo, Wo KNiHIYHWIM piBeHb BiANOBIAi HA NiKyBaHHA iHribiTopamu PARP cepepg HociiB BapiaHTiB
BRCA1/2 6yB BULLMM, HiXK Yy NaLieHTIB AMKOTO TUNY NPU paKky aedHukis (PMID:27167707). Hacnpasai,
KifibKa iHribiTopis PARP pekomeHaoBaHi aAna nauieHTis i3 BRCA1/2-myTauismu 3rigHo 3 KepiBHULTBOM
NCCN i cxBaneHi FDA.

Kpim TOro, nnaTMHOBI CcrosyKM, Taki AK uucnaatMH abo KapbonnatuH, Bigomi K edeKTUBHI
XimioTepaneBTUYHi areHTM Npu pPaKky AEYHUKIB, 0COBAMBO Yy XKIiHOK i3 myTauiasmm BRCA1/2
(PMID:23955079; PMID:30255380).

Y KniHiyHOmy pocnigxeHHi SOLO-1 6yno nokasaHo, Wo nigTpumytoda Tepania iHribitopom PARP
Onanapmvbom npuHOCKIA KOPUCTb AK MauieHTam i3 myTauieto BRCA, TaK i nauieHTam AMKOro tuny,
xo4ya edeKt 6yB cunbHiwmim y BRCA-myTauiiHii nonynauii. Lel npenapat cxsaneHun FDA ans
niaTpmMmytodoi Tepanii He3anexHo Big ctatycy BRCA. Noganbue cnocteperKeHHA 3a NauieHTamu, LWwo
oTpumyBanu Onanapub, nigTBEpPAMNO, WO NiATPUMYIOYa Tepania nos’A3aHa 3 KepoBaHUMMU
nob6iuHMmM edpekTamm Ta fobpoto akicTio KutTa (PMID:30345884).

Byno BuaAsneHo cton-kogoH y reHi NF1, wo np13BoanTb A0 MMOBIpHOI BTPaTh GyHKLiT 6inKka. BapiaHT
stop-gain y redi NF1 6yB onucaHuii y Kinbkox nauieHTiB i3 HelpodibpomaToszom Tuny 1
(PMID:9003501; PMID:10543400; PMID:12112660; PMID:10712197; PMID:24789688,;
PMID:16835897; PMID:25541118; PMID:27236105), nepBuUHHOIO AePMONIACTUYHOKO MENaHOMOLO
wKipn  (PMID:33201013) Ta  AuM3embpionnacTMYHUMKM  HeWpoeniTeniaibHUMK  NYXAUHAMMU
(PMID:27322474).

BrpaTa 6inka Neurofibromin 1 (NF1), iHribiTopa curHanbHoro wnasxy RAS, yacto crnoctepiraerbcsa npm
eniteniafibHOMy paKy AEYHUKIB, WO MiATPUMYE BUKOPUCTAHHA Tepanin, CpsiMOBaHUX Ha edeKTopu
RAS, Taki AK wnax RAF-MEK—ERK. Xoua KomnaeKCHMX KNiHIYHMX JocnigXeHb Hapasi HeMag, in vitro
EKCMEPUMEHTU MOKa3anu, WO BMKOPMUCTaHHA auwe MEK-iHribiTopiB mae cnabkuii edekT uyepes
nepeHanawTyBaHHA KiHOMYy Ta notpebye KombiHauii 3 BET-iHribitopamn (PMID:20833335;
PMID:31043489).

MU NpoaeMOHCTPYBaM HasABHICTb NaToreHHoro abo MMOBIpHO natoreHHoro BapiaHTa BRCA1/2. o
uiei KaTeropii BXoAATb BapiaHTW, ANA AKUX ONybsiKOBaHi AaHi AeMOHCTPYHOTb BTPaATy OYHKLT
BifiNOBiAHMX BiNIKiB, @ TAKOX BE/IMKiI NEepPeCcTaHOBKMU.

Ha kanb, AKiCTb CeKBeHyBaHHA He A03BOJIM/Ia TOYHO PO3paxyBaTM genomic scar scoring. Tomy
pe3ynbTaTnm TecTy AEeMOHCTPYIOTb AediumMT romosoriyHoi pekombiHalil Aulie Ha OCHOBI cTaTycy
BRCA1/2.

JNlikyBaHHA, 3acHOBaHe Ha iHribiTopax PARP, moxe 6yTn KOPUCHUM A1 LUbOTro NaLieHTa.
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ABYyTOMETMHIO Ta IHriGiTOpM TN NyXAnHu MoTeHuinHO
. CxsaneHo FDA .
OedaKkTnHib RAF/MEK Ta FAK naujieHTa epeKTMBHO
o A CxBaneHo And iHWoro . MoTeHuiHO
Temciponimyc  mTOR iHribiTopu . [HWi TMAKY NYXANH -
3aCTOCYBaHHA epeKkTnBHO
. R CxBaneHo Ana iHWoro . MoTeHuiiHO
TpameTuHib MEK iHri6iTopu A [HWIi TMNK NYXAWH 4
3aCTOCYBaHHA epeKkTnBHO
AHTUEeCTporeHun Ta .
dynsecTpaHT Ta L . . MNoTeHuinHO
EinimMeTini6 iHribiTopM Y po3pobui [HWi TMNKW NYXAKH B
MEK1/2

AcouinoBaHuii 6iomapkep: BRCA1: INS

CxBaneHo FDA/NCCN/  Tvn nyxanHu

MoTeHuinMHO

Hipanapi6 PARP iHribiTopu ESMO / EMA naujeHTa edpeKTUBHO
_ N CxBaneHo FDA/NCCN/  Tun nyxauHu MoTeHujinHO
Onanapi6 PARP iHribiTopu ESMO / EMA naujeHTa edeKTUBHO

IHri6iTop PARP Ta

B CxsaneHo FDA / NCCN /

Onanapwmb Ta Tun NyxaMHu

MoTeHujinHO

b E E i
eBaLun3ymab B SMO / EMA naujeHTa edeKTMBHO
Pykanapuby A CxsaneHo FDA/NCCN/  Tun nyxauHu MoTeHuinHO
Kamcumnat PARP iribiTopu ESMO / EMA nauieHTa e(peKTMBHO
Ate3onizymab PD-L1 iHribiTop CxganeHo AnA iHuioro IHWIi TMAKX NYXAKH foTeruinHo
3aCTOCYBaHHA epeKkTnBHO
iHri6iTop aHTK- . . MoTeHuinHO
1
IMP1734 PARP Y po3pobui [HWIi TMNK NYXAWH ebEKTUBHO
Hipanapi6 ta  IHri6iTopn PARP Ta V 003006 ML T BV MoTeHuiltHO
Joctapnimab PD-1 PO3podL ¥ epEeKTMBHO
Cau,f4Ty3yma6 . . MoTeHuinHO
[oBiTeKaH Ta - Y po3pobui [HWi TMNK NyxnnH
edeKTMBHO
Bep3oceptnb

AcouiitoBaHuu 6iomapkep:
nabpadeHib Ta  IHribiTtopn BRAF
TPAMEeTUHIO Ta MEK

Tun NyxauHm

CxBaneHo FDA .
nauieHTa

AcouiioBaHuii 6iomapkep: MSI: cTabinbHNUM

Tun NyXAnuHU

CxBaneHo NCCN .
nauieHTa

Hoctapnimab-gxly PD-1 iHribiTop

AcouiiioBaHui 6iomapkep: MSI: ctabinbHuii / Tumor Mutational Burden: HU3bKKiA

Tun NyXAnuHu

CxBaneHo FDA .
nauieHTa

MNembponisymab

5

PD-1 iHri6iTop
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TEHOMHI MAPKEPU

TMB: Husbkuii (4,44 Mut/Mb)

MU He BUABWMIM BUCOKOTO HaBaHTAXKEHHA MyTauin y nyxauHi (TMB). Y nauieHTiB i3 Bucokum TMB
3aCTOCYBaHHA iHribiTOpiB KOHTPOAbHMX ToYoK (PD—1/PD—-L1) acoujitoBanocs 3 KAiHIYHOK KOPUCTIO
npu pisHux Tmnax nyxanH (PMID:28835386). Tomy Tepania Ha oOcHOBi iHribitopis PD-1/PD-L1,
MMOBIpHO, He 3abe3neuynTb KAiIHIYHOT KOPUCTI AnA uboro nauieHTa. lNpoTe ua iHpopmauis moxke
notpebyBatn KombiHyBaHHA 3 iHWMMKM bGiomapKkepamu, Hanpuknag, TUMW, WO BK/IOYEHi A0
NepcoHanisoBaHOro iMmyHorpamm.

MSI: cTabinbHwnii (6,84%)

Mwu He BUABWUAM BUCOKOrO PiBHA HecTabinbHocTi mikpocaTeniTie (MSI). MSI-High nos’szaHa 3
NiABUWEHOK YYTAMBICTIO A0 iHrBITOPIB  KOHTPO/NbHUX To4YoK  (iHribitopy PD-1/PD-L1)
(PMID:28877075). Tomy Tepania iHribitopamu PD—1/PD-L1, imoBipHO, He 3abe3neynTb KAiHIYHOI
KOPUCTi Ans uboro nauieHTa. MNpote us iHbopmauisa moxke notTpebyBaT KOMBIHYBAaHHA 3 iHWKWMM
biomapKepamu, HanpuKkaag, TMMU, WO BKIOYEHi A0 NepCcoHasli3oBaHoi iMmyHOrpamu.

HectabinbHicte mikpocatenitie (MSI) — ue d¢eHoTMn nigsuweHoi myTabinbHOCTI, CNPUYNMHEHW
BTPATO aKTMBHOCTI cMCTeMM BUMpasaeHHA nomuaok AHK (MMR) (PMID:20420947), wo nos’si3aHo
3 iHaKTMBaLi€lo, BTPAToO abo enireHeTUYHMM NPUrHiYeHHAM reHis MMR (MSH2, MLH1, MSH6 Ta
PMS2).

BAT-25 CrabinbHui
BAT- 26 CrabinbHuin
D2S123 CTabinbHui
NR-21 HeBAano

NR-27 CrabinbHui

HRD: Positive_BRCA+_GS_failed

Mu BMABUAKM HaAABHICTb natoreHHoro (abo MMOBIpHO MaToreHHoro) BapiaHTa BRCA1/2. [o uiei
KaTeropii BXoAATb BapiaHTW, ANA AKMX ONybnikoBaHi AaHi AEMOHCTPYlOTb BTpaTy OyHKUi
BiANOBiAHMX BINKiB, @ TAKOX BENUKI peapaHKyBaHHA.

Ha anb, AKiCTb AaHMX CeKBEeHYBaHHA He O03BONAM/IA Ham TOYHO PO3paxyBaTM genomic scar
scoring AnA UbOoro naujieHTa.

Tomy pesynbTaTM TecTy AEMOHCTPYTb Aediunt romonoriyHoi pekombiHauii (HRD) y uporo
nauieHTa, Buxoasum nuuwe 3i ctatycy BRCA1/2. NlikyBaHHA, 3acHOBaHe Ha iHribitopax PARP, more
6yTN KOPUCHMM ANA LbOro NaLjieHTa.
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CANCER TYPE PATIENT ID SAMPLE ID PATIENT NAME PATIENT BIRTHDATE VALIDATED ON Page 1/11

() OncoSHARE" OncoDEEP Analysis Report

o by OncoDNA

KEY GENOMIC ALTERATIONS"

Patient
ID: AA/ Cat. Var. Freq. Biological Therapeutical
Date of Birth: / Copy Nb Impact Impact
Sex: (Q1756Pfs NM_0072
Cancer Type: BRCA1 @ 2'74) 80.26% 94.4:c.52  Pathogenic Tier IA
L. 66dup
Clinical NM_001
Medical Doctor: 042492.3  Likel
NF1 p.(G72%) 45.05% e Tier IIC
1€.214G> Pathogenic
Clinical Diagnosis: T

@ Pathogenic variants of interest

Sample
Primary Tumor Site: GENOMIC SIGNATURES

Tumor Percentage:

Collection Date: | TMB: Low (4.44 Mut/Mb) | [ Mst: Stable (6.84%) || HRD: Positive_BRCA+_Gs failed |

ADDITIONAL BIOMARKERS

[ Fusion panel: NO ]

RELEVANT GENES WITH NO ACTIONABLE ALTERATIONS™

None

* Only variants classified as pathogenic and likely pathogenic are reported here. The full list of identified variants is available

in the report.

** Cancer type specific

THERAPIES ASSOCIATED WITH CLINICAL BENEFIT

Associated Biomarker: NF1: p.(G72%)

Avutometinib And RAF/MEK and FAK FDA approved atient's tumor tvpe
Defactinib inhibitors PP P yp
Temsirolimus mTOR inhibitors Approved for other other tumor types
Trametinib MEK inhibitors Approved for other other tumor types
i MEK1/2

Fulvestrant And Binimetinib famtlleistrogen and In Development other tumor types

inhibitors
Associated Biomarker: BRCAT: INS
Niraparib PARP inhibitors FDA / NCCN / ESMO / EMA approved patient’s tumor type
Olaparib PARP inhibitors FDA / NCCN / ESMO / EMA approved patient’s tumor type

PARP inhibitor and

Olaparib and bevacizumab o .
antiangiogenesis agent

FDA / NCCN / ESMO / EMA approved patient's tumor type

Rucaparib camsylate PARP inhibitors FDA / NCCN / ESMO / EMA approved patient’s tumor type
Atezolizumab PD-L1 inhibitor Approved for other other tumor types
IMP1734 anti-PARP inhibitor In Development other tumor types
Niraparib and Dostarlimab PARP and PD-1 inhibitors = In Development other tumor types

(Continues on next page)
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CANCER TYPE PATIENT ID SAMPLE ID PATIENT NAME PATIENT BIRTHDATE VALIDATED ON Page 2/11

(Continued from previous page)

Sacituzumab Govitecan And

. In Development other tumor types
Berzosertib P yp

CLINICAL TRIALS
Chame T e e

Canadian Profiling and Targeted Agent Utilization Trial
(CAPTUR)

A Modular Multi-Basket Trial to Improve Personalized
Medicine in Cancer Patients (Basket of Baskets)

Phase 2 CA NCT03297606

Phase 2 FRGB NLSE DEESIT NCT03767075

A Study Evaluating the Activity of Anti-cancer Treatments
Targeting Tumor Molecular Alterations/Characteristics in Phase 2 FR NCT04116541
Advanced / Metastatic Tumors.

Improving Public Cancer Care by Implementing Precision

S Phase 2 NO NCT04817956
Medicine in Norway
A Phase I/1l Study of Sacituzumab Govitecan Plus
Berzosertib in Small Cell Lung Cancer, Extra-Pulmonary
Small Cell Neuroendocrine Cancer and Homologous Phase 2 us NCT04826341
Recombination-Deficient Cancers Resistant to PARP
Inhibitors
Niraparib and Dostarlimab in HRD Solid Tumors Phase 2 us NCT04983745
A Phase 2 Study of Avutometinib (VS-6766) Plus Defactinib Phase 2 us NCT05512208

Targeted Therapy Directed by Genetic Testing in Treating
Patients With Locally Advanced or Advanced Solid Tumors, Phase 2 US PR NCT05564377
The ComboMATCH Screening Trial

A First-in-human Study of PARP1 Selective Inhibitor,

IMP1734, in Participants With Advanced Solid Tumors Phase 2 L

COMPREHENSIVE SUMMARY

Please note that we detected a low uniformity for the NGS analysis (uniformity under our threshold value). In such case, no result
for CNV and GS scoring can be provided.

We found a BRCA1 stop codon. This variant produces a truncated protein leading to a probable loss of function of the protein. BRCA1
loss of function mutations in the germline have become a hallmark for hereditary breast and ovarian cancers. Playing a central role
in DNA repair by facilitating cellular responses to DNA damage loss of function of BRCA1 has been shown to increase the risk for
these cancers, as well as prostate and pancreatic cancer.

It has been shown that the clinical response rate to PARP inhibitor treatment among BRCA1/2 variant carriers was higher than among
wildOtype patients in ovarian cancer (PMID:27167707). In fact, several PARP inhibitors are recommended for BRCA1/2-mutated
ovarian cancer patients by the NCCN guidelines, and they are also FDA-approved.

Moreover, platinum compounds, such as cisplatin or carboplatin, are known to be very effective chemotherapeutic agents in ovarian
cancer, especially in women with BRCA1/2 mutations (PMID:23955079; PMID:30255380).

Note that it has also been reported in the SOLO-1 clinical trial that maintenance therapy with the PARP inhibitor olaparib that had
previously shown benefit in both BRCA-mutant and wild-type patients in a similar setting, albeit with a stronger effect in the BRCA-
mutant population; this agent is FDA approved for maintenance therapy regardless of BRCA status. Continued follow-up of the
olaparib treated cohort have confirmed that maintenance therapy is associated with manageable side-effects and a good quality of
life (PMID:30345884).
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We found a stop codon leading to a probable loss of function of the protein NF1. Stop-gain variantin the NF1 gene has been reported
in several individuals affected with neurofibromatosis type 1 (PMID:9003501; PMID:10543400; PMID:12112660; PMID:10712197;
PMID:24789688; PMID:16835897; PMID:25541118; PMID:27236105), primary cutaneous desmoplastic melanoma (PMID:33201013),
and dysembryoplastic neuroepithelial tumors (PMID:27322474).

Loss of Neurofibromin 1 (NF1), an inhibitor of RAS signaling, frequently occurs in epithelial ovarian cancer (EOC), supporting therapies
that target downstream RAS effectors, such as the RAF-MEK-ERK pathway. Although, there are no comprehensive studies ongoing,
in vitro experiments showed that using MEK-inhibitors only have weak chance to work due to the kinome reprogramming and should
be combined with BET inhibitors (PMID:20833335; PMID:31043489).

We demonstrate the presence of a deleterious (or suspected deleterious) BRCA1/2 variant. This category includes variants for which
published data demonstrate a lost of function of the corresponding proteins as well as the large rearrangements.

Unfortunately, the quality of the sequencing data did not allow us to calculate a genomic scar with precision for this patient.

Therefore, the test results demonstrate a homologous recombination deficiency for this patient based on BRCA1/2 status alone.
Treatment based on PARP inhibitors could be beneficial for this patient.

THERAPIES (FULL LIST)

Associated Biomarker: NF1: p.(G72%)
Avutometinib And RAF/MEK and FAK

Defactinib inhibitors FDA approved patient’s tumor type = Potential
Temsirolimus mTOR inhibitors Approved for other other tumor types Potential
Trametinib MEK inhibitors Approved for other other tumor types Potential
Fulvestrant And antiestrogen and In Development other tumor types Potential

Binimetinib MEK1/2 inhibitors

Associated Biomarker: BRCA1: INS

Niraparib PARP inhibitors

Olaparib PARP inhibitors

PARP inhibitor and
antiangiogenesis
agent

Olaparib and
bevacizumab

Rucaparib camsylate PARP inhibitors

PD-L1 inhibitor
IMP1734 anti-PARP inhibitor

Niraparib and PARP and PD-1
Dostarlimab inhibitors

Atezolizumab

Sacituzumab

Govitecan And

Berzosertib

Associated Biomarker:

dabrafenib and BRAF and MEK
trametinib inhibitors
Associated Biomarker: MSI: Stable

Dostarlimab-gxly PD-1 inhibitor

Associated Biomarker: MSI: Stable / Tumor Mutational Burden: Low

Pembrolizumab PD-1 inhibitor

335‘ OncoKDM"
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FDA / NCCN / ESMO / EMA

approved

FDA /NCCN / ESMO / EMA

approved

FDA / NCCN / ESMO / EMA

approved

FDA / NCCN / ESMO / EMA

approved
Approved for other

In Development

In Development

In Development

FDA Approved

NCCN approved

FDA Approved

patient's tumor type = Potential

patient's tumor type = Potential

patient’s tumor type = Potential

patient's tumor type = Potential

other tumor types Potential
other tumor types Potential
other tumor types Potential
other tumor types Potential

patient's tumor type = Potential Lack

patient's tumor type = Potential Lack

patient's tumor type = Potential Lack
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GENOMIC SIGNATURES

[ T™B: Low (4.44 Mut/vib) |

The TMB calculation is performed by the biologists as stated below:
TMB is defined as the number of mutations per megabase (Mb).

The TMB obtained is classified as the following (PMID:28835386):
High: = 10 mut/Mb
Low: <10 mut/Mb

similar result:

cut-offs may be needed.

VALIDATED ON

Page 4/11

We did not observe a high tumor mutational burden (TMB). In patients with high TMB, checkpoint inhibitors (PD-1/PD-L1
blockade) have been associated with clinical benefits across diverse tumors (PMID:28835386). Therefore, treatments based
on PD-1/PD-L1 inhibitors would be associated with a lack of clinical benefit for this patient. Nonetheless, this information
may need to be combined with other biomarkers like the ones present in the personalized immunogram.

First, the number of covered bases during the sequencing of the patient's DNA is calculated. On average, 2Mb is sequenced
but, this number may slightly vary in each run. Hence, this calculation is done for every patient.

Then, the number of mutations is assessed considering only the SNVs that are pathogenic/likely pathogenic/ VUS, excluding
indels, synonymous, germline, polymorphism (based on GhomAD), low covered (<80x) and low VAF (<10%).

Remark 1: Our TMB calculation has been benchmarked against the Sample Seracare Tumor Mutation Load Assay, obtaining

Remark 2: For the moment, the cut-offs used are the same independently of the cancer type; however, we are working
on a cancer type-specific TMB determination, as the number of mutations varies greatly across tumor types, and different
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Cancer type

[ Msi: Stable (6.84%) |

like the ones present in the personalized immunogram.

OncoKDM"
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5

We did not observe a high level of microsatellite instability (MSI). MSI-High has been linked to increased sensitivity to immune
checkpoint inhibitor drugs (PD-1/PD-L1 inhibitors) (PMID:28877075). Therefore, PD-1/PD-L1 inhibitors would be associated
with a lack of clinical benefit for this patient. Nonetheless, this information may need to be combined with other biomarkers

Microsatellite instability (MSI) is a hypermutable phenotype caused by the loss of DNA mismatch repair (MMR) activity

ONCOKDM VERSION: 24.0.45
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(PMID:20420947), which is associated with inactivation, loss or epigenetic silencing of MMR genes (MSH2, MLH1, MSH6 and
PMS2).

METHOD

We rely on an automated process for MSI testing and prediction of MSI state via a machine learning process driven from
microsatellite region mappings for specific loci in the genome.

DATA PREPROCESSING

After an initial read mapping against the human reference genome, an alignment processing using BWA and a duplicate
reads removing using Picard, a fully local indel realignment was then performed using ABRA (Assembly Based ReAligner)
[https://doi.org/10.1093/bioinformatics/btu376]. Indel calling was performed through a home made process to find complex
alterations using pysam library. Indel detection is performed only for markers with a minimum coverage of 80. Therefore,
microsatellite loci covered by a read depth below 80 were not considered and instead were reported as failed markers.

MSI-Detecting

For each marker passing the coverage QC check, read counts for each indel of a unique length were quantified. Thus the
number of alleles observed and their size is calculated for each marker and compared to a population of normal controls.
Loci were considered unstable if the observed number of repeats was statistically diffrent from that observed in the control
population. MSI status was determined by the fraction of unstable microsatellite loci. Microsatellite instability for at least
40% of the analyzed markers is interpreted as MSI-High.

Baseline construction

We first calculated descriptive statistics about the number and size of unique alleles observed at each locus across an inde-
pendent population of MSI-negative control samples to establish

baseline reference values. Assuming that the distribution and variance of alleles within the population is unknown. We
perform an estimatimation by a confidence interval. The unique alleles observed in the population are thus framed by a
two-sided confidence interval with an error rate of 5% (i.e. 2.5% on each side). Thus for an analyzed sample, if the number
of unique alleles is outside the calculated confidence intervals, it is considered statistically different from what is normally
expected in a population and the loci is considered as unstable.

USUAL MARKERS FOR MSI

Here follows a list of the usual markers used for detecting MSI in the cancer and their status. These markers are located in specific
regions of the genome and are known to be prone to MSI.

BAT-25 Stable
BAT-26 Stable
D25123 Stable
NR-21 Failed
NR-27 Stable

[ HRD: Positive_BRCA+_Gs failed |

We demonstrate the presence of a deleterious (or suspected deleterious) BRCA1/2 variant. This category includes variants
for which published data demonstrate a lost of function of the corresponding proteins as well as the large rearrangements.

Unfortunately, the quality of the sequencing data did not allow us to calculate a genomic scar with precision for this
patient.

Therefore, the test results demonstrate a homologous recombination deficiency for this patient based on BRCA1/2 status
alone. Treatment based on PARP inhibitors could be beneficial for this patient.

Module to detect Loss of Heterozygosity events (LOH) and to predict homologous recombination deficiency (HRD).

The HRD test is a combination of the analysis of the BRCA1/2 status and the genomic scar (GS).
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The module is based on the analysis of highly polymorphic SNPs from dbSNP with MAF>0.3. These selected SNPs are dis-
tributed along the genome and on telomeric regions . LOH is computed on targeted genes and HRD score is computed on 3
ways:

a global score called genomic scar (GS) on all the targets:

+ ascore only on the Allelic Disparity on Telomere (ADT)
+ ascore on all the regions except the telomeric ones (LOH)
+ ascore of large-scale Rearrangements (LR)

GS is considered as positive if >37

Rmk: The genomic HRD test should be interpreted with caution and take into consideration with other information and data
available. The HRD test is relevant for tumor types for which defective DNA repair is well documented (e.g. breast, ovarian,
pancreatic and prostate cancer) since its significance with other cancer remains unknown and under investigation trough
clinical trials. Caution should also be used when interpreting score associated with poor quality or low tumoral content
(<20%) sample since this may cause bias.

ADDITIONAL BIOMARKERS

Fusion panel: NO
[ ]

We didn't observe any translocation nor splicing variants in this RNAseq panel. Therefore treatment targeting any of these
protein associated with a positive fusion/splicing variant will be associated with a potential lack of clinical benefit for this
patient.

This analysis applies to the identification of somatic mutations with the OncoDEEP V7 RNA panel. The panel is composed
of probes targeting 22 genes for fusion analysis and unusual splicing events (ALK, ROS1, RET, FGFR1, FGFR2, FGFR3, NTRKT,
NTRK2, NTRK3, BRAF, NRG1, BRCA1, BRCA2, PTEN, AR, EGFR, ERBB2, MET, PALB2, RB1, TMPRSS2 and EWSR1).

ACTIONABLE VARIANTS DESCRIPTION

Drugs related
Gene Cat. Exon Var. Freq. / Copy Nb cDNA AA
to gene to patient

NM_007294.4:c. p.(Q1756Pfs

5266dup *74) :

BRCA1 INS 19 80.26%
BIOLOGICAL IMPACT: PATHOGENIC
This variant produces a truncated protein leading to a probable loss of function of the protein. BRCA1 loss of function
mutations in the germline have become a hallmark for hereditary breast and ovarian cancers. Playing a central role in DNA
repair by facilitating cellular responses to DNA damage loss of function of BRCA1 has been shown to increase the risk for
these cancers, as well as prostate and pancreatic cancer.

THERAPEUTICAL IMPACT: TIER IA

It has been shown that the clinical response rate to PARP inhibitor treatment among BRCA1/2 variant carriers was higher
than among wildOtype patients in ovarian cancer (PMID:27167707). In fact, several PARP inhibitors are recommended for
BRCA1/2-mutated ovarian cancer patients by the NCCN guidelines, and they are also FDA-approved.

Moreover, platinum compounds, such as cisplatin or carboplatin, are known to be very effective chemotherapeutic agents
in ovarian cancer, especially in women with BRCA1/2 mutations (PMID:23955079; PMID:30255380).

Note that it has also been reported in the SOLO-1 clinical trial that maintenance therapy with the PARP inhibitor olaparib that
had previously shown benefit in both BRCA-mutant and wild-type patients in a similar setting, albeit with a stronger effect
in the BRCA-mutant population; this agent is FDA approved for maintenance therapy regardless of BRCA status. Continued
follow-up of the olaparib treated cohort have confirmed that maintenance therapy is associated with manageable side-
effects and a good quality of life (PMID:30345884).

INCIDENTAL FINDING
This variant has been associated with an increased susceptibility to several cancers like breast cancer, ovarian cancer, pan-
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creatic cancer, primary peritoneal carcinoma...(https://www.cancer.gov/about-cancer/causes-prevention/genetics/brca-fac
t-sheet#q3).

If men with germline mutations in BRCA1/2 or the related gene ATM develop prostate cancer, the disease is more likely to
behave in an aggressive manner (PMID:30309687). This is in keeping with previous findings that BRCA1/2 mutations are
more common in advanced compared with localised prostate cancer. There is a clear case for genetic testing of all advanced
prostate cancers. These new findings suggest a potential role for testing localised disease as well, as cancers with mutations
in BRCA1/2 or ATM may not be suitable for surveillance approaches (which are commonly used for localised prostate cancer).

Drugs related
Gene Cat. Exon Var. Freq. / Copy Nb cDNA AA

to gene to patient

NM_001042492.
NF1 SNV 3 45.05% 3¢ 514G>T p.(G72%) 4

BIOLOGICAL IMPACT: LIKELY PATHOGENIC

This variant produces a truncated protein that leads to a probable loss of function. Stop-gain variantin the NF1 gene has been
reported in several individuals affected with neurofibromatosis type 1 (PMID:9003501; PMID:10543400; PMID:12112660;
PMID:10712197; PMID:24789688; PMID:16835897; PMID:25541118; PMID:27236105), primary cutaneous desmoplastic
melanoma (PMID: 33201013), and dysembryoplastic neuroepithelial tumors (PMID: 27322474).

THERAPEUTICAL IMPACT: TIER IIC

Loss of Neurofibromin 1 (NF1), an inhibitor of RAS signaling, frequently occurs in epithelial ovarian cancer (EOC), supporting
therapies that target downstream RAS effectors, such as the RAF-MEK-ERK pathway. Although, there are no comprehensive
studies ongoing, in vitro experiments showed that using MEK-inhibitors only have weak chance to work due to the kinome
reprogramming and should be combined with BET inhibitors (PMID:20833335; PMID:31043489). Nonetheless, some pan
cancer clinical trials are currently recruiting.

INCIDENTAL FINDING

Loss of function of NF1 has been associated with neurofibromatosis type I, an autosomal dominant disorder characterized by
cafe-au-lait spots, Lisch nodules in the eye, and fibromatous tumors of the skin. Individuals with the disorder have increased
susceptibility to the development of benign and malignant tumors. Neurofibromatosis type | is sometimes referred to as
'peripheral neurofibromatosis'. (http://omim.org/entry/162200)

Drugs related
Gene Cat. Exon Var. Freq. / Copy Nb cDNA AA

to gene to patient

NM_000546.6:c. p.(P152Rfs*1

P DEL 1.33%
53 ° O1.33% 455del 8)

BIOLOGICAL IMPACT: LIKELY PATHOGENIC

This variant might be considered as inactivating because it introduces a premature stop codon resulting in a truncated
protein and loss of TP53 wild-type function. Inactivating mutations of TP53 can result inincreased DNA damage, genomic
instability, cancer progression and metastasis as well as acquisition of drug resistance to specific therapies (PMID:28756138;
PMID:28281901; PMID:24651012).

THERAPEUTICAL IMPACT: TIER 1l

At present, there are no approved targeted therapies for TP53 mutations, despite their high prevalence in cancer. More-
over, since many conventional anticancer agents (for example cisplatin and doxorubicin) induce DNA damage that triggers a
p53 response, variant of TP53 is often associated with enhanced resistance to conventional chemotherapy (PMID:8673929,
PMID:10102818). Therefore, the clinical benefit of chemotherapies might not be as strong as expected.

About 8% of TP53 mutations are nonsense mutations that lead to the expression of a truncated and inactive p53 pro-
tein. Currently, different approaches to restore nonsense TP53 mutations are being developed. The most promising one
consists in inducing readthrough of premature stop codons in nonsense mutants. Aminoglycosides such as gentamicin
and G418 have been shown to induce readthrough of the c.637C>T (p.R213*) mutant p53 and expression of full-length
p53 (PMID:21149266). However, clinical use of these drugs is limited by their toxicity. Other new therapies are being de-
veloped to target tumors expressing mutant p53, such as ALT 801 and adenovirus-p53 transduced dendritic cell vaccine
(PMID:21994418; PMID:24387333).

Further, TP53 mutations have been shown to be sensitive to WEE1 inhibitors (PMID:25125259, http://ascopubs.org/doi/abs
/10.1200/jc0.2015.33.15_suppl.5506).

INCIDENTAL FINDING
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TP53 pathogenic variants are associated with Li-Fraumeni syndrome, a complex hereditary cancer predisposition disorder
associated with early-onset cancers in diverse tissues of origin (PMID:28270529; PMID:20301488).

DETECTED VARIANTS LIST

Gene

BRCA1
NF1
TP53
AR

CD70

FOXA1

IKZF1

LRP1B

MDC1

MLLT3
PALB2
PREX2
PRKD1

SUFU

TERT
TERT
TERT

TERT

5

o Var. Freq. /
Copy Nb
INS 80.26%
SNV 45.05%
DEL 61.33%
INS 9.70%
SNV 74.52%
SNV 49.05%
SNV 8.38%
SNV 27.54%
SNV 6.84%
SNV 9.01%
SNV 49.68%
SNV 44.25%
SNV 37.50%
SNV 47.14%
SNV 18.13%
SNV 15.44%
SNV 6.67%
SNV 12.07%
OncoKDM

by OncoDNA

cDNA

NM_007294.
4:c.5266dup

NM_0010424
92.3:¢.214G>
T

NM_000546.
6:c.455del

NM_000044.
6:c.1418_142
Odup

NM_001252.
5:¢.52G>A

NM_004496.
5:¢.69G>C

NM_0012918
37.2:¢.915G>
C

NM_018557.
3:¢.13215G>
T

NM_014641.
3:c.3875G>A

NM_004529.
4:c.443C>G

NM_024675.
4:c.109C>T

NM_024870.
4:c.4081G>T

NM_002742.
3:c.1203C>A

NM_016169.
4:c.1079T>A

NM_198253.
3:c.-79-1824
T>C

NM_198253.
3:c.-79-1831
G

NM_198253.
3:c.-79-2010
T>C
NM_198253.
3:c.-79-2015
G>A

AA

p.(Q1756Pfs
*74)

p.(G72%)

p.(P152Rfs*1
8)

p.(G473dup)

p.(V18l)

p.(Q23H)

p.(M3051)

p.(Q4405H)

p.(R1292Q)

p.(T148S)

p.(R37C)

p.(V1361F)

p.(S401R)

p.(L360Q)

Biological
Impact

Pathogenic

Likely
Pathogenic

Likely
Pathogenic

VUS

VUS

VUS

VUS

VUS

VUS

VUsS

VUS

VUS

VUS

VUS

VUS

VUS

VUS

VUS

Therapeutical

Impact

Tier IA

Tier 1IC

Tier Il

Tier 1l

Tier 1l

Tier Il

Tier Il

Tier Il

Tier I

Tier 1l

Tier Il

Tier 1l

Tier I

Tier Il

Tier Il

Tier Il

Tier 1l

Tier 1l

Incidental

Findings

YES

YES

YES

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO

Depth

770

91

962

237

734

789

1540

334

1638

222

157

113

256

893

171

149

300

323

(Continues on next page)
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Var. Freq. /
Gene Cat. cDNA
Copy Nb
NM_198253.
TERT SNV 9.91% 3:c.-79-2022
T>C
NM_198253.
TERT SNV 50.76% 3:c.-79-2196
T
NM_198253.
TERT SNV 18.13% 3:c.-79-2629
A>G
NM_198253.
TERT SNV 20.12% 3:c.-79-2634
A>G
NM_198253.
TERT SNV 13.79% 3:c.-79-2638
G>A
NM_198253.
TERT SNV 20.20% 3:c.-79-2646
G>A
NM_198253.
TERT SNV 40.96% 3:c.-79-2658
A>C
NM_198253.
TERT SNV 34.07% 3:c.-79-2793
T>C
NM_198253.
TERT SNV 12.82% 3:c.-79-2823
T
NM_005154.
0 _
USP8 SNV 14.17% 5:¢ 2327T>C

CLINICAL FORM

Date informed consent given/signed

Initial diagnosis date

Clinical diagnosis

Primary tumour site

Known metastatic sites

Date of biopsy/surgery or blood withdrawal

Sample type(s)

Histological diagnosis

TNM known ?

Biomarkers tested

Is the tissue sample sent for molecular diagnostics the

one used for the diagnosis (detailed above) ?
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AA Biological Therapeutical
Impact Impact

= VUS Tier Il
- VvUsS Tier 1l
- VUsS Tier 1l
- VUsS Tier Il
= VUS Tier Il
- VUsS Tier 1l
- VUsS Tier 1l
- VUsS Tier Il
= VUS Tier Il
p.(L776P) VUS Tier Il

Dec, 24 2025

Jun, 17 2025

High grade serous ovarian carcinoma

Ovarian

No

Oct, 25 2025

Solid Tumor

Incidental

Findings

NO

NO

NO

NO

NO

NO

NO

NO

NO

NO
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Depth

343

459

182

164

145

99

83

91

195

367

Serous carcinoma High grade (ICD-0O-3 code 8461/3) of both ovaries

with spread to the tissue of the greater omentum and the

peritoneum of the abdominal cavity
Yes

Yes

Yes

(Continues on next page)
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(Continued from previous page)

Sample site Primary tumour
Does patient have comorbidities ? No

Has the patient previously undergone organ cancer No

surgery?

Is patient currently receiving a cancer therapy ? Yes

Known previous cancer therapies No

Does the patient have a previous history of cancer? No

ECOG -

Smoking status -

Alcohol consumption -

Comments OncoDEEP NGS

PROCESS

IPG is the biggest Belgian anatomopathology laboratory and is among the biggest laboratories of its kind in Europe with
headquarters in Gosselies and a large section in Brussels. It has a total workspace of 285 people, among whom medical
specialists including 20 pathologists and 8 geneticists, 10 clinical biologists and highly skilled technicians. It was one of the
first companies to implement a high degree of integration of anatomic pathology data and molecular genetics. The ability to
integrate pathological data and molecular biology is not common and is an asset for the products provided by OncoDNA.

All the technical processes including the pathology QC check are performed by the Institute of Pathology and Genetics (IPG)
which is [ISO15189 accredited (1ISO15189:2012 Medical Laboratories - Requirements for Quality and Competence) since the
6th October 2009 by BELAC, an ILAC MRA signatory. The quality of raw data is validated by OncoDNA before any further
interpretation.

OncoDNA is compliant with the Guideline for Good Practices of the International Conference on Harmonization (ICH GCP E6
R2) and certified ISO/IEC 27001:2013 (Requirement for Information Security Management Systems) since the 23rd November
2018 by the European Certification Accredity Body ICTS - International Certifcation Trust Services.

REPORT

Please keep in mind that this summary is not the complete report and is to be printed only for archiving purposes.
For more information, please see the dynamic version of the report displayed on oncoshare.oncokdm.com.
This report has been generated and validated on January, 16 2026

DISCLAIMER

Although reports can be kept in the patient’s medical file, the reports do not constitute and are not intended to replace inde-
pendent medical judgment and advice. The information and drug recommendations contained in the reports are intended
solely for the general information of the medical doctor. Reports are not to be used "as is” for treatment purposes. The
information presented in the reports is not intended to replace professional medical care. The information contained in the
reports is neither intended to dictate what constitutes reasonable, appropriate or best care for any given health issue, nor
is it intended to be used as a substitute for the independent judgment of the medical doctor for any given health issue. The
reports merely constitute one element among all applicable information concerning the patient’s condition (such as patient
and family history, physical examinations, information from other diagnostic tests, and patient preferences) to assist medi-
cal doctors in the determination or adaptation of the patients’ medical treatment. Treatment decisions remain the exclusive
responsibility of the medical doctor. The medical doctor solely and exclusively decides whether (and to what extent) to take
into consideration the reports with respect to his/her patient's treatment.

Consequently, ONCODNA (including any of its subsidiaries or affiliates) assumes no liability whatsoever as to the possible
consequences of the decision of the medical doctor to follow or not the (content of) the reports. By accepting the terms
and conditions of this service and - where applicable -by signing or otherwise consenting to the ICF, the client, the medical
doctor and patient expressly declare and acknowledge having understood and agreed to ONCODNA's exclusion of liability.

As science changes rapidly, our proprietary database is continuously updated. Please note that depending on updates, minor
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| discrepancies may occur and especially when, for various reasons, the reports are republished.

MEDICAL VALIDATION

This report has been reviewed and validated by a certified pathologist in accordance with current clinical quality standards.

The signature below confirms the accuracy of the analysis, the interpretation of results, and their compliance with applicable
clinical and regulatory guidelines.

Pathologist’s name: Dr. Pierre Lefesvre
Signature:

53% OncoKDMm ONCOKDM VERSION: 24.0.45

by OncoDNA



	OncoDEEP.pdf
	OncoDEEP111.pdf



