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AHanns3 gedununTa
FOMOJIOTMYHOM PEKOMDUHALU MM
HRD npu pake ANYHKMKA

KekeeBa T.B.
OreHY MrrHU, um. H.M. bouykoBa

Tial name/ PARPI used | Treatment setting Study population HRD testing method Resalts
study number

Recurrent platimum sensiive OC Toundation Medicne Tntention-to-treat
Median PFS for rucaparib versus placebo: 10.8 versus 5.4 months (HR 0.36,

AR
(NCTO1968213) say
(genomic LOH high >16%)  95% CI 0.30-045)

Median PFS for rucaparib versus placebo: 16.6 versus 5.4 months (HR 0.23,
95% C1 0.16-034)

ieh
Metan PES o caparyvesus pacehos 136 erus 5.4 months (4032,
95% C1 0.20-0.42)
NovA Niraparib Recurrent platinumsensitive OC Myriad myChoice BRCAM:
(NCTo1847274) COx (HRD + GIS >42) Median PFS for niraparib versus placebo; 21,0 versus 5.5 months (HR 0.27,
95% C1 0.17-0.41)
HRO-+ /BRCAW:
Median PFS for niraparib versus placebo: 12.9 versus 3.8 months (HR 0.38,
95% C1 0.24-059)
BRCAWE:
Median PFS for niraparib versus placebo: 8.3 versus 3.3 months (HR 0.45,
95% C1 0.34-061)
PRIVA Niraparib chematherapy Advanced newly-diagnoséd OC patients  Myriad myChoice intention-to-treat:
(NCTO2655016) at high ris for recurrence. COX (HRD+ GIS >42) Median PFS for iraparib versus placebo: 13.8 versus 8.2 months (HR 0.62,
5% C1 0.50-0.76)

BRCAM:
Median PES for niraparib versus placebo: 22.9 versus 109 months (HR
0.40, 95% C1 0.27-0.62)

HRD-+/
Median PFS for iraparib versus placebo: 19.6 versus 8.2 morths (HR 0.50,
95% C1 0.31.0.83)

Median PES for niraparib versus placebos: 8.1 versus 5.4 months (HR 068,
95% C1 0.49.0.94)

Median PFS for niraparib versus placebos not reported (HR 085, 95% C1
051-1.43)

PAOLAL Olaparib + Advanced newly diagnosed patients Myriad myChoice Intention-to-tre

(NCTO2477644)  bevacizumab with OC COX (HRD+ GIS >42) Wi PFS for alpar versus lcebo: 221 vrsus 166 manths (4 059,
5% C1049.0.72)

Median P for olaparib versus placebo: 37.2 versus 21.7 months (HR 0.31,
95% C1 0.28-0,66)

HRD-+ /BRCA
Median PFS for olaparib versus placebo: 28.1 versus 16.6 months (HR 0.43,
95% C1 0.28.0.66)

HRp + HRn

edian par placebo: 16.9 versus 1 hs (HR
5% €1 0.72-1.17)
VeuA Veliparib Advanced newly diagnosed patients Myriad myChoice Intention-to-treat:
(NCTO2470585) with OC COx (HRD+ GIS 233) Wedian 235 versus 17.
95% C1 0.56-0.83)
BRCAm

Median PFS for velipari versus placebo: 34.7 versus 22 months (HR 0.44,
5% C1 0.28.068)

29

Median
$3% cl0sz:106)

e 15.0versus 11. s
= 060109
ARIEL2Part 1 Rucaparib Maintenance therapy Recurrent platinum-sensitive OC Foundation Medicine
(NCTO1891344) after CR/PR to platinum- TS NG assay Mmu PFS 12.8 months (95% €1 9.0-14.7)
based chemotherapy for (genomic LO high >14%)  LOM hi
relapsed disease Vedian Es: 5.7 mnhs (95% €1 5.37.6)
LOH low:
Median PFS: 5.2 months (95% C1 3.6:5.5)
Niraparib Treatment of relapsed Relapsed OC that has received three or  Myriad myCholc Platinum-sensitive, BRCAM:
(NCTO2354585) disease after three or e et D e R 39%
more prior chemotherapy  rrespective of platinum-sensitvty BRCA status testing Platinum-sensitive, HRD +
regimens status R 26%
e sae e Hip o Hewc
ORR
-mx...m. resistant/refractory, BRCAm:

rmmum resistant/refractory, HRD -+
10%

Ptk rslstantefacory, WD or HRDnd:
RR 3%
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[MpeaunkTopbl MHIMBUTOPOB PARP.

*4yBCTBUTE/NIBHOCTb K N1aTUHE

*HRD cTartyc:

1.fepmnHanbHble myTaunm BRCA

2.Comatnyeckne mytaumnm BRCA
3.reHOMHaA HecTabnnbHOCTb

MexaHn3Mbl FOMONOTMYHOMN pekombuHaumm JHK —
OCHOBHble abbpeBunaTypbl

HRR (homologous recombination repair)
MexXaHM3M penapaumu ABYHUTEBbLIX pa3pbisos JHK nnv romonornyHas pekombuHaums

HRR reHsbl
reHbl, y4acTBylOLLME B MEXaHM3ME roMOo/IorMyYHoN pekombuHaumm HRR (BRCA1/2, ATM, PALB2)

HRD (Homologous recombination deficiency)
HepocTaTouHas GyHKUMA BoccTaHoBneHusa JHK Bcaeactene aedmumnta cMctemMbl FOMOSIOTMYHOMN
pEKOM6VIHaLI,VIVI, npoAasneHuna reHOMHOM HecTabuibHOCTH

Kekeesa T.B., ®I'BY «MIHL| um. akaa. H.MN. BoukoBa», MHeHne nektopa, 2021
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HapylieHns B cucteme penapauum Ha npumepe
ABNEHUA LYHaMN.

Homologous Recombination Homologous Recombination Deficiency Genomic Instability
Repair

Leduunt cuctembl penapauum
[etekuna RADS51 B agpe [eHoMHas HecTabuabHOCTb

;ng;%;m::::m Oetexkuma LOH/TAI/LST

MyTauum B reHax

Kekeesa T.B., ®I'BY «MIrHL um. akaa. H.M. Bo4kosa», MHeHue nektopa, 2021 5

[Ba noaxoaa K onpeaeneHunto gepuuymra
FOMONOTMYHON PEKOMBUHaLNK

m GIS TecT (reHOMHast HecTabUNLHOCTL)%?

Myrauum B reHax HRR [eHeTMyeckue Gomapkepbl/CyMMapHas OLieHKa No cneuuansbHOM
LWKane
ATM BRCA1
BARD1 BRCA2 lMoTeps retepoaurotHocTH (LoH)
BRIP1, CDK12, CHEK1
CHEK2, FANCL, PALB2, AnnenbHblit gucbanaHc
PPP2R2A, RAD51B,
RAD51C, RAD51D, RAD54L KpynHble reHoMHble nepecTaHoBkm (LST)
Uccneposanue Profound UccneposaHue Paola-1, PRIMA, VELIA,
ARIEL, Quadra
MKpPPTTH Pak AM4YHUKOB 6
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[MpU3HaKM reHeTUYecKom HectabunbHoCTH («pybLbI»),
Ha OCHOBaHWUU KOTOpPbLIX oueHunsatoT HRD cTaTyc.

- KO/1n4ecTBo pYGLI,OB B reHome nponopumnoHaabHO KONNYECTBY OLWNDBOK CUCTEMBI penapayunn.

A NtAl B LST C HRD-LOH
extends to 8
telomere

>10Mb <J »15Mb —>
| U v U

A —yncno cybTenomepHbix pernoHoB ¢ Al 6onee 11 Mb, pacnonoKeHHbIX OT LEHTPOMEPbI
n 0O TeNoMepbl.

B - uncno Touek paspbiBoB mexay permoHamu c Al (CNV, LOH) aanHoi He meHee 10 Mb.
C —uucno pernonos c Ml He meHee 15 Mb.

CylwecTByloLlime TexXHos1ormm ans
ANArHOCTUKN TEHOMHOW HEeCTabusibHOCTMU.

Tun onyxonu Pak AanyHuka Pak AanyHuKa Pak AnyHuMKa
Aeretupyemsemyraun | oS CTC TS| Ganamic maabity Score (61 SRCAL/2 + LOK
Anroputm GSS GIS (LOH+LST+TAI) LOH
Konunuecrso oAHOHYKNETUAHDbIX 24,000 54,001 3,500
1 (SNP)
Tun obpasua MapadurHoBbI 6NOK € ONyxonbto MapadurHoBbIi 610K € onyxonbio | MapadrHOBbIN BAOK C ONyX0nbio
TexHonorua HANDLE Capture Capture
Konunuecrso AHK 100ng (=50ng) 30-200ng 50-1000ng
Bpemsa nogrotoBku 6Mbnunotek 54 24 24
CpOK BbINO/NHEHUA 3 gHA 4 nepenun 4 Hepenu
JNla6opatopusa MecTHas nabopatopus Tonbko nabopartopus Myraid Tonbko nabopatopus FMI
Liena ~1500 $ ~ 5000$ ~3000%

A Takxe CytoSNP, Oncoscan, Oncomine...
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Xapaktepuctnkm HRD Tectos My choice n Foundation One.

:
Ngoi et al., 2021, ESMO Open.

eeeeee

Il HRO-positive, BRCA1/2-mut (%) [ Brcaz/2-mut (%)

[ HRO-positive, BRCA1/2-wt (%) [ LOH-high, BRCAL/2-wt (%)

[ HRO-negative, BRCAL/2-wt (%) [ LOH-low, BRCA1/2-wt (%)

[ HRD unknown/indeterminate (%) Il LOH indeterminate (%)
MNMoporosoe 3HayeHne 42 16

HRD-TecT B nccnenosaHmm PAOLA-1 ocHOBaAH Ha
pe3ynbTaTaX OUEHKM reHOMHOM HecTabuabHOCTU U
Hann4ma/otcytcTems BRCAmM

AHanu3 BRCA1/2 B KneTkax feHoMHaA HecTabuAbHOCTb
onyxonu (noTeps reTepo3nroTHoOCTH,
annenbHbI gucbanaxc un
KPYMNHble reHOMHble
nepecTaHoOBKM)

HRD+ n/van

HRD- BRCA 6e3 myTtauuu " OueHKa <42

BRCAm = myTauusi BRCA; HRD= fedununT roMonoriiHomn pekomuHaLmm;

1. TexHuyeckast cneuwd}mkaémﬂ Myriad myChoice HRD. [locTynHo no ccbirke: https: //rrs\yriad— B
web.s3.amazonaws.com/myChoicé/downfoads/myChoiceHR TechS%ecs Eﬂd! (paraol pauLeHg 13.02.2021). 2. Mills GB, et al. CTeHaoBbIii AoKNaa npeacTasneH Ha
©XErofHOM KOHrpecce OBLIIECTBA MMHEKONOTMYECKOrom oHKomomn (SGO), Mapt 19-22, 2016 . Can-fliéro, KanicopHns, CLLIA
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[MpuinHbl HRD

- Mytauyun BRCA

* MyTtauuu B apyrmnx reHax HRR (RAD51B/C/D, BRIP1, PALB2,
NBN, ATM, CHEK1/2, CDK12) — paHHble NpOTUBOPEYUBbDI

* MeTtnnuposaHue reHoB BRCA

3asucmmocTtb HRD cTaTyca OT Ha/InunA repMuHa/IbHbIX U
COMaTUYECKUX myTaumii BRCA 1/2.
B

germline ¢ somatic  *
BRCA1/2 BRCA1/2

-'wa 4* Mﬁrﬁ
[T \ [T I
| 1

ic BR( 2
germline BRCA1/2 p<0.0001 SOMatC CAL/: I I”[ l ‘ l l p=0.0084
mutation
HRD score HRD score [
.......................
HRD score
104 56 8
C  sreasz ! D
mutation ¢ 100
frequency % 635(n=242) w—
/30 cases 4262 (N=211) e
& 412 (n=84)
. m 50 p<0.0001
o 1110111 11010 NN
mutation P<0.0001
HRD score I IIIIIIIIIIIIIIIII
5 10 15

Takaya, 2020 63 @6 41
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3aBucumoctb HRD cTatyca ot Hananuma mytauui B gpyrux reHax HRR.

He obHapyxeHa ans reHoB ATM, ATR, FANCA, FANCD2, FANCM n PALB2.

= B
HRR =
mutation 10
et et hemceysous [T p=0aus
& HRDsmve[ l
) fiadanEaRdanadniiaiaiany
HRR mutation I | I | ”I " | I p=0.58 gbuor.e
el 1 Ll
C D
h T T — T [«
e [T T Tleeoms  smpitcaton =
HRDsr.ore[ l :r:s::ency/w ;e
EMSY ‘ ‘
amptttcation [[[L__[ [[[[[[ [ [ [[[[[Je=04" 4
HRD score CCNEL -
amptication ||| | [[TTITIIHTRTHNI]p<o.0001
HRDs:on[ l

3asucumocTtb HRD cTaTyca oT runepmeTManpoBaHma
npomoTtopos HRR reHoB.

BRCA1
methylation '
frequency

/30 cases

>

BRCA1(HRD) BRCA1 (non-HRD)

o
° Methylation
P PSP

Methylation
HE

e [T

[p<0.0001
0s
Expression HRD s:ore[
.......................
HRD score
m
104 56 8

. ®

RAD51C (HRD) RAD51C (non-HRD)

()

Methylation

2

5" Methylation

23
s

05 05
Expression Expression

RADSIC. |p=0.029

HRD score [ I
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O6LWan BbIXKMBAEMOCTb NALMEHTOB C FrEHETUYECKUM
n anureHeTnyeckmum HRD cTaTycom.

B

genetic HRD (BRCA1/2) (N=49) m— HRD (n=60) s
genetic HRD (PTEN, CHEK1) (n=11) 100 NON-HRD (N=23) mmm—
epigenetic HRD (BRCA1)  (n=25) e
epigenetic HRD (RAD51C)

(n=4) ——

50+ 50 =

p=0.0018

0 rrrrrrrrrrrrrruria 0 r1r1rrrrriIrri1rrirrnriu1riu
5 10 15 5 10 15
years years

OrpaHn4yeHuna npegnKTMBHoOro mapkepa HRD

- Het ctangapTtHOro mertoga onpeneneHus

- HeT nonynsiuMoOHHbIX AaHHbIX

- He oTpaxaet coctosaHmna HR B pexnme pearbHOro
BpemMeHu, pyHKuma HR anHamMmnyHasa n MeHaeTcd B
npoLecce 3BOMIOLUM ONYXONU N NneveHns

- He onpegendet BTOpUYHbLIX MyTaumin
pesncteHTHocTU B reHax HR (BRCA1/2, RAD51C/D,
PALB2)

- He onpegendet gpyrux BapuaHToB BTOPUYHOM
PE3NCTEHTHOCTHU
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Tial name/ PARPI used | Treatment setting Study population HRD testing method Results

study number

ARIES Recurrent pIaTAum Sensive OC Toundation Medicne, Tntention-to-treat

(NCTO1968213) T NGS assay Median PFS for rucaparib versus placebo: 10.8 versus 5.4 months (HR 0.36,

(genomic LOH high >16%)  95% CI 0.30-045)

Median PFS for rucaparib versus placebo: 16.6 versus 5.4 months (HR 0.23,
95% C1 0.16-034)
LOM high
Median PFS for rucaparib versus placebo: 13.6 versus 5.4 months (HR 0.32,
95% C1 0.20-0.42)

NovA Niraparib Recurrent platinum-sensitive OC Myriad myChoice

(NCTO1847274) COx (HRD + 615 >42) Median PFS for niraparib versus placebos 21.0 versus 5.5 months (HR 0.27,
95% C1 0.17-0.41)
HRO-+ /BRCAWT:
Median PFS for niaparib versus placebo: 12.9 versus 3.8 months (HR 0.38,
95% C1 0.22-059)
BRCAWE:
Median PFS for niraparib versus placebos: 8.3 versus 3.3 months (HR 0.45,
95% C1 0.34-061)

PRIVA Niraparib chemotherapy. Advanced newly-diagnosed OC patients  Myriad myChoice intention-to-treat:

(NcTo2655016) at high ris for recurrence. COX (HRD+ GIS >42) Median PFS for niraparib versus placebo: 13.8 versus 8.2 months (HR 0.62,
5% C1 0.50.0.76)

cam:

Median PES for niraparib versus placebo: 229 versus 109 months (HR
0.40, 95% C1 0.27-0.62)
HRD -+ /BRCAWR:
Median PFS for iraparib versus placebo: 19.6 versus 8.2 morths (HR 0.50,
95% C1 0.31:0.83)
HRp:
Median PFS for niraparib versus placebos: 8.1 versus 5.4 months (HR 068,
95% C1 0.49.0.94)

Median PFS for niraparib versus placebos not reported (HR 085, 95% C1
051-1.43)

PAOLAL Olaparib + Advanced newly diagnosed patients Myriad myChoice Intention-to-treat:

(NCT02477644)  bevacizumab with OC COX (HRD+ GIS >42) Median PFS for olaparib versus placebo: 22.1 versus 16.6 months (HR 0.59,
5% C1 049.0.72)

Wedian par placebo: 37.2 versus 21.7 month 1,
95% C1 0.28-0,66)
HRD -+ /BRCAWR:

281 versus h ,

edian
95% C1 0.28.0.66)
HRp +

Median PFS for olaparib versus placebo: 16.9 versus 16.0 months (HR 0.92,

Veua Velparib Advanced newly diagnosed patients Myriad myChoice Intention-to-treat:
(NCT02470585) with OC COx (HRD+ GIS 233)

Wedian 235 versus 17. 3
95% C1 0.56-0.83)

BRCAM

Median PFS for veliparib versus placebos 34.7 versus 22 months (HR 0.44,
5% C1 0.28.0.68)

HRD-+ /BRCAW:

Median.
95% C1 0.52-1.06)
HRp:

Wedian 15.0versus 11,
95% C1 0.60-1,09)
AREL2Part 1 Rucaparib Maintenance therapy Recurrent platinum-sensitive OC Foundation Medicine BRCAM:
(NCTO1891344) after CR/PR to platinum- s assay Median PFS 12.8 months (95% C1 9.0-14.7)
based chemotherapy for (genomic LO high >14%)  LOM high:
relapsed disease Median PFS: 5.7 months (95% C1 5.3.7.6)
LOH low:
Median PFS: 5.2 months (95% C1 3.6:5.5)

Niraparib Treatment of relapsed Relapsed OC that has received three or  Myriad myChoice
disease after three or more prior chemotherapy regimens,  CDx (>42) and germiine
more prior chemotherapy  rrespective of platinum-sensitvty 'BRCA status testing Platinum-sensitive, HRD +
regimens status. R 26%

QUADRA Platinum-sensitive, BRCAM:
(NCTO2354585) R 39%

Platinum-sensitive, HRDp or HRDnd:

ORR 4%

Platinum-resistant/refractory, BRCAM:
AR

7%

Platinum-resistant/refractory, HRD+:

ORR 10%

Platinum-resistant/refractory, HRDP or HRDnd:
RR 3%

Bbl60p cucmosocu4yeCKo2co mamepuana

BuoncunitHbIA MAKM onepaunoHHbIN MaTepuan. Jlydwe onepaymoHHbIi!

Onyxonb nan metacras. J/lydywe metacras!

MaTtepuan fonKeH bbiTb NMPOCMOTPEH
naTomopdo/Iorom

He meHee 30% onyxoseBbIX KNETOK
BmecTe ¢ 610KaMm SO/ KHbI ObITb CTEKNA
He ponkHo 6biTb NeyebHoro natomopgdosa!

Kekeesa T.B., ®I'BY «MIHL| um. akaa. H.IMN. Boukosay», MHeHue nektopa, 2021 18
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NcenegosaHmne HALO

* [TauMeHTKM C NepBUYHO BblABNEHHbIM PA
* MeTtog TectupoBaHma - AMOY HRD Tect

Cnacmnbo 3a BHUMaHMe!
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