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Karcinom vajecniku: genetika

Gen | Podilz plipadi Csé

BRCA1 3,4-4,9% 39-63%

BRCA2 4,7-5,3% 13%-29%

Ovarian cancer Mavaddat [71]  McLaughlin [73] Mavaddat [71]  McLaughlin [73] BCCR(5'-¢.288

OCCR (¢.2282-c.4071) “S§CCR (c.4072-3')

Histology RING finger Coiled coil BRCT finger
domain NLS domain domain

Serous 66% 73.60% 70% 13% f II
Mucinous 1% 0% 1% 0% o i ; L '
Endometrioid 12% 14.70% 12% 8.90%
Clear cell 1% 0.80% 3% 2.30%
Other 20% 10.90% 13% 15.70%

Gm BCCR ({f'-c.3846) OCCR (c.3847-¢c.6275)
Grade 1 3% 1.60% 6% 0% ‘ —
Grade 2 20% 15.50% 21% 21.40% ) JIRE
Grade 3 77% 56.60% 73% 52.80%
Unknown - 26% 25.80% ONA tding

domain @
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Gen | Polzpiipadi C5o

PALB2 1% 4,8%
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Karcinom vajecniku: genetika

Gen | Polzpiipadi C5o

ATM 0,5% 2-3%
Radiosenzitivita RR
Nutno dovysetrit partnery v pripadée Karcinom prsu uzen 15-40%

zvazovani téhotenstvi Karcinom pankreatu 5-10%
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cen | Podizpipadd csd

BRIP1
RAD51C

RAD51D

RR
RAD51C ca prsu u zen
RAD51D ca prsu u zen

21%
20%

1% 10%
0,6% 11%
0,4% 13%
Mother
. unaffected at Mother and
Age c of;ti?i::‘itn g 50, maternal Mother with E;ttgfr;?: maternal
(years) family history grandmother TOC at 55 TOC at 50 g_randmnther
unaffected at with TOC at 50
70
RAD51C
35 01(0-02) 0.1(0-0.1) 0.1(0.1-0.3) 02(01-05) 02(0103)
40 02(01-04) 02(01-04) 0.3(0.2-0.8) 0.6 (0.3-1) 04(0.2-09)
45 04(0209) 04(0209) 0.8 (04-2) 2(0.7-3) 1(0.5-2)
50 1(0.6-2) 1(0.6-2) 2 (1-4) 4 (2-6) 2 (1-4)
55 2(1-4) 2(1-3) 4 (3-7) 7(5-11) 5 (3-8)
60 4(3-7) 4 (3-T) 9 (6-12) 14 (10-20) 10 (7-15)
65 7(5-11) 7(5-11) 14 (9-20) 22 (16-31) 16 (11-23)
70 9 (6-15) 9 (6-14) 17 (11-25) 27 (19-38) 20 (13-29)
75 10 (6-18) 10 (6-18) 19 (12-30) 30 (20-45) 22 (14-35)
80 11 (6-21) 11 (6-21) 20 (12-35) 32 (20-51) 24 (14-40)
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cen | Podizpipadd csd

NBN 0,8% 24%

RR
Karcinom prsu uzen 30%
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Karcinom vajecniku: genetika souhrn

Hereditarni OVCA vznika nejcastéji na podkladé HRD
Podil nemocnych s hereditarnim OVCA Cini priblizné 20%
Pozor na posuzovani penetrace u genti BRCA1/2

Mutace v genu CHEK2 nemaji zadny vztah k OVCA

V péci o zeny se zmeny class lll = Variants of Unknown Significance — nezohlednuji

SR A A

Genetické testovani je indikovano u vsech zen s OVCA a peritonealnim
karcinomem s ohledem na potencialni uziti PARPi
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* Mechanismus ucinku
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Fig. 1. Mechanism of action of PARP inhibitors.
PARP Inhibitors can kill HR deficient tumor cells by multiple mechanisms. The inhibitors can kill cells by the mechanisms of synthetic lethality (left) or by the
mechanism of PARP trapping (right). Other mechanisms (not shown) include the enhancement of NHEJ by PARP inhibitors and the inhibition of Alt-EJ. See text for

details.
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Fig. 2. Multiple mechanisms of PARP inhibitor resistance.
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* Moznosti prekonani rezistence

Combinations under preclinical

|Agents that inhibit HR and clinical investigation include
PARP |nhibitor + Inhibitor of:

+ CDK1 (phoshorylates BRCA1)

+ CDK12 (HR gene transcription)

* PIBK

* AKT

. . * Proteasome

HR proficient HR deficient HDAC (HR gene expression)
-+ + HSP90 (HR protein stability)

« CHK1 (phosphorylates RADS1)

* ATR (upstream in DDR)

* VEGFR (hypoxia reduces

BRCA expression)

Platinum
or
PARP Inhibitor

Fig. 3. The use of PARP inhibitor combinations for the treatment of homologous recombination proficient tumors.
The inhibitors listed on the right are known to disrupt HR repair in cancer cell lines and may synergize with PARP inhibitors or platinum in clinical trials.
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* Prediktory pred
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u: PARP inhibitory

Relapse maintenance trials
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‘ Mutace BRCA1/2 v nadorové tkani ‘

‘ Lécba PARP inhibitory

‘ HRD v nadorové tkani ‘

Hereditarni vysetreni Péce o rodinné prislusniky ‘

Prediktory pred lécbou
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Klinické studie: prvni linie |é¢by / udrZovaci Ié€ba prvni remise

SOLO1
olaparib tbl 2x300mg/d 260
placebo - 131
PAOLA-1
olaparib tbl + beva 15x 2x 600 mg / d + 15 mg/ kg a 3 tydny 535
placebo + beva 15x 15 / kg a 3 tydny 269
PRIMA
niraparib 1x (200 mg) 300 mg / d 487
placebo - 246
VELIA
CP veliparib i/m C: AUC6 + P:175 mg/m?2 + veliparib 2x 300 (400) mg 382
CP veliparib m C: AUC6 + P:175 mg/m?2 + veliparib 2x 400 mg 383

CP C: AUC6 + P:175 mg/m?2 375
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Klinické studie: prvni linie [é¢by / udrzovaci Ié¢ba prvni remise

olaparib niraparib
T oo | ma

CR 82 69
PR 18 31
serozni 95 95
endometroidni 3 2
smiseny 2

neurceny 3
stadium Il 85 65

stadium IV 15 34



Karcinom vajecniku: PARP inhibitory

Klinické studie: prvni linie |é¢by / udrZovaci Ié€ba prvni remise

Pripravek a design Medi an PFS (M)

SOLO1 HR gBRCAmut
olaparib tbl 0,3 56,0
placebo 13,8
PAOLA-1 HR tBRCAmut | HR GISh /tBRCAmut | HR GISh /tBRCAwt | HR tBRCAwt
olaparib tbl + beva 15x 0,31 37,2 0,33 37,2 0,43 28,1 0,71 18,9
placebo + beva 15x 21,7 17,7 16,6 16,0
PRIMA HR tBRCAmut | HR GISh /tBRCAmut | HR GISh /tBRCAwt | HR GIS/ + tBRCAwt
niraparib 0,4 22,1 0,43 21,9 0,5 19,6 0,68 8,1
placebo 10,9 10,4 8,2 5,4
VELIA HR tBRCAmut | HR GISh /tBRCAmut  HR BRCAwt HR GIS/ + tBRCAwt
CP veliparib i/m 0,44 34,7 0,57 31,9 18,2 15,0
CP veliparib m 21,1 18,1 14,5 12,9
CP 22,0 20,5 15,1 11,5




Karcinom vajecniku: PARP inhibitory
Klinické studie: 2+ linie 1é¢by / udrzovaci |é¢ba 2+ remise

Study 19

olaparib cps 2x400mg/ d 136

placebo - 129
SOLO2

olaparib tbl 2x300mg/d 196

placebo - 99
ARIEL3

rucaparib 2x 600 mg/ d 375

placebo - 189
NOVA

niraparib 1x300mg/d 372

placebo - 181
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Klinické studie: 2+ linie 1é¢by / udrzovaci |é¢ba 2+ remise

olaparib niraparib
ST ol | wom
CR 46 51
PR 54 49
serozni 93 NA
endometroidni 5 NA
smiseny 2 NA
neurceny 1 NA
Pt free 6-12 M 40 39
Pt free 12+ M 60 61
2 linie 56 60

3+ linie 44 39
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Klinické studie: 2+ linie 1é¢by / udrzovaci |é¢ba 2+ remise

Pripravek a design Median °FS (M)

Study 19 HR gBRCAmut HR gBRCAwt
olaparib cps 0,18 11,2 0,54 7,4
placebo 4,3 5,5

SOLO2 HR gBRCAmut
olaparib tbl 0,33 19,1
placebo 5,5

ARIEL3 HR tBRCAmut | HR LOHh /tBRCAmut  HR LOHh /tBRCAwt | HR LOH/ + tBRCAwt
rucaparib 0,56 26,8 0,32 13,6 0,44 9,7 0,58 6,7
placebo 18,3 5,4 5,4 5,4

NOVA HR gBRCAmut HR GISh + gBRCAwt HR gBRCAwt HR GIS/ + gBRCAwt
niraparib 0,27 21,0 0,38 12,9 0,45 9,3 0,58 6,9
placebo 5,5 3,8 3,9 3,8
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Nezadouci ucinky
Podil pacientl predcasné ukoncujicich 1é¢bu 10-15%

Toxicita Gl /1V:
hematologicka (anemie, trombocytopenie, leukopenie)
unava, bolesti hlavy
nauzea, zvraceni, zacpa, elevace transaminaz
fotosenzitivita
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Nezadouci ucinky

olaparib niraparib
Ty N N T 7S

leukopenie

neutropenie 6 8 13 20
trombocytopenie 2 3 29 29
anémie 17 21 31 25
Unava 5 6 2 8
nauzea 2 3 1 3
zvraceni 1 3 1 2
prijem 2 1 NA 0,3
MDS 1 1 0,2 1,4
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Indikace CR Lynparza

V monoterapii jako udrzovaci |écba dospélych pacientek s mutovanym
BRCA1/2 HG epitelovym karcinomem ovarii stadii FIGO IlI-1V, ktery
vykazuje CR/PR na Pt-based CHT 1. linie.

V kombinaci s bevacizumabem jako udrzovaci |écba dospélych
pacientek s pokrocCilym HG epitelovym karcinomem ovarii stadia FIGO
11l a IV, ktery vykazuje CR/PR na Pt-based CHT 1. linie s bevacizumabem
a ktery ma prikaz poruchy HRD (definovanym bud mutaci BRCA1/2
genu nebo

Zejula
U nemocnych s epitelovym karcinomem ovarii stadia FIGO Il a IV, ktery
vykazuje CR/PR na Pt-based chemoterapii, napric liniemi.



VA

aver

PARP inhibitory jsou ucinnou udrzovaci lécbou:

- ve vsech liniich 1é€by u platina senzitivniho onemocnéni

- napric genetickym spektrem, nicméné

- jsou ucinnéjsi u pacientek s tumory s deficitnim homolognim repairem
- maji srovnatelnou ucinnost a lze je pouzivat (odborné) zaménitelné

- maji priznivy profil toxicity

- signifikantné oddaluji potfebu dalsi chemoterapie

v

- nicméné zadny PARPi nema data potvrzujici prodlouzeni prezivani.

PARPi to all Pt- sensitive HGOC patients






