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Parp Inhibitor Zulassung

Ovarialkarzinom: -Erhaltung Olaparib fliir BRCA mutierte
-Niraparib unabhangig von Mutation

Mammakarzinom: -Erhaltung fiir BRCA mut.
Pankreaskarzinom: -Erhaltung fir BRCA mutierte

Prostatakarzinom: - mCRPC fiir BRCA mutierte nach NAA
-mCRPC 1st Linie mit Abirateron wenn eine Chemotherapie
nicht indiziert ist



Olaparib Standard in der Erhaltungstherapie
beim BRCA mutierten Ovarialkarzinom

Abb. 2: SOLO-1 - progressionsfreies Uberleben bei BRCA-mutierten

Ovarialkarzinompatientinnen im Rahmen der Erstlinientherapie
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Niraparib beim Ovarialkarzinom (Erhaltung)

progressionsfreies Uberleben (%)
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PARP-Inhibitor beim Prostatakarzinom
BRCA und HRD-Defizienz (Heidelberg study

Laboratory-Prostate cancer

High prevalence of DNA damage repair gene
defects and TP53 alterations in men with
treatment-naive metastatic prostate cancer
—Results from a prospective pilot study
using a 37 gene panel
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Prevalenz von DNA-Repair Mutationen

Pathogenic mutations (n=17)

Patients (n=64) Genes (n=8)
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Patientencharakteristika

Pathogenic mutation No pathogenic mutation P value
Patients
(n) 17 47
Age at diagnosis 57 years 57 years ns.”
median (range) (49-76 years) (40-80 years)
PSA at diagnosis 21 ng/ml 20 ng/ml ns.”
median (range) (5-1892ng/ml) (1-1069ng/ml)
Risk Group/Gleason Score 0.025*

2(3+4)
3(4+3)
4(8)
5(9+10)

non-determinable

2 (11.8%)
1(5.9%)

14(82.4%)

10(21.3%)
1(2.1%)
8 (17%)
27 (57.4%)

1(2.1%)

c/pT stage 0.06*
T2 0 12(25.5%)
3 7(412%) 18(38.3%)
T4 5(29.41%) 9(19.1%)
Tx 5(29.4%) 8 (17%)
c/pN stage n.s.”
NO 2(11.8%) 15 (31.9%)
N1 12 (70.6%) 25(53.2%)
NX 3(17.6%) 7(14.9%)
cM stage 0.02*
cMO 3(17.6%) 25 (53.2%)
cM1 14 (82.4%) 22 (46.8%)
S ——

Undeterminable Gleason score and unknown T/N/M- stage were excluded from the analyses.



Mutations-Deletions-Muster




PARP inhibition in BRCAZ2-mutated prostate cancer

C. Nientiedt = Y. Tolstov = A_-L. Volckmar = V. Endris « D. Bonekamp « U. Haberkorn « D. Jager = H. Siltimann e

A. Stenzinger « M. Hohenfellner « C. Grullich e S. Duensing » Show less

Open Archive = DOI: htips://doi.org/10.1093/annonc/mdw445




Mutations in BRCAZ and taxane resistance in prostate
cancer

Cathleen Nientiedt, Martina Heller, Volker Endris, Anna-Lena Volckmar, Stefanie Zschabitz, Maria A. Tapia-

Laliena, Anette Duensing, Dirk Jager, Peter Schirmacher, Holger Siltmann, Albrecht Stenzinger, Markus

Hohenfellner, Carsten Grullich & Stefan Duensing

Scientific Reports T, Article number: 4574 (2017) | Cite this article
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Geringeres Uberleben mit BRCA-Mutation

g p=0.029, log-rank
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BRCA-Mutationen bestimmen das Immun-Umfeld des
Tumors (Prostatakarzinom)
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ORIGINAL ARTICLE

Olaparib for Metastatic Castration-Resistant Prostate Cancer

Johann de Bono, M.B., Ch.B., Ph.D., Joaquin Mateo, M.D., Ph.D., Karim Fizazi, M.D., Ph.D., Fred Saad, M.D., Neal Shore, M.D., Shahneen Sandhu, M.D., Kim N. Chi, M.D.,
Oliver Sartor, M.D., Neeraj Agarwal, M.D., David Olmos, M.D., Ph.D., Antoine Thiery-Vuillemin, M.D., Ph.D., Przemyslaw Twardowski, M.D., et al.

Article Figures/Media Metrics May 28, 2020
N Engl ] Med 2020; 382:2091-2102

- : DOI: 10.1056/NE]Moal911440
27 References 1049 Citing Articles  Letters

Profound Studie:
-mCRPC, Progref3 unter Enzalutamid oder Abiraterone

-Olaparib vs Enzalutamid oder Abirateron (Phy choice)

-Molekular Startifiziert: Kohorte A (BRCA 1/2, ATM), Kohorte B (andere HRD Mutationen)



Profound: Survival
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A Cohort A
Subgroup
All patients
Previous taxane use
Yes
No
Measurable disease at baseline
Yes
No
Metastases at baseline
Bone only
Visceral
Other
ECOG score at baseline
0
1
2
Age at randomization
<65 yr
=65 yr
Region
Asia
Europe
North and South America
PSA at baseline
=Median
<Median

Profound Subgruppen
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0.25 (0.07-1.13)

0.41 (0.24-0.73)
0.37 (0.25-0.54)

0.57 (0.34-0.98)
0.26 (0.16-0.42)
0.39 (0.20-0.78)

0.38 (0.25-0.59)
0.43 (0.27-0.70)

B Cohorts Aand B

Subgroup
All patients
Previous taxane use
Yes
No
Measurable disease at baseline
Yes
No
Metastases at baseline
Bone only
Visceral
Other
ECOG score at baseline
0
1
2
Age at randomization
<65 yr
=65 yr
Region
Asia
Europe
North and South America
PSA at baseline
=Median
<Median
Gene alteration
BRCA1
BRCA2
ATM
CDK12
CHEK2
PPP2R2A
RADS54L

Hazard Ratio for Progression or Death (95% Cl)

._ '
-

+

im

Ry

i

bty o)

| ‘+

o

ki GO I

l

2

T
4.00

1
16.00

Olaparib Better

Control Better

0.49 (0.38-0.63)

0.39 (0.29-0.53)
0.77 (0.50-1.22)

0.41 (0.30-0.56)
0.64 (0.43-0.98)

0.57 (0.35-0.94)
0.42 (0.28-0.64)
0.57 (0.37-0.90)

0.67 (0.46-1.00)
0.45 (0.32-0.64)
0.31 (0.10-1.13)

0.53 (0.34-0.85)
0.52 (0.39-0.70)

0.67 (0.44-1.04)
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0.46 (0.33-0.65)
0.65 (0.44-0.96)

0.41 (0.13-1.39)
0.21 (0.13-0.32)
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/ulassung Olaparib

 mCRPC

 Nach einem neuen Anti-Androgen (NAA)

e BRCA1/2 mutiert



PROpel: a global randomized double-blind phase lll trial

Patient population Olaparib 300 mg bid Primary endpoint

. - s + Radiographic progression or death (rfPFS
E)LmE“RP(‘ | abirat 1oooqu‘ ographic prog ( )

mHSPC slage

No prior abiraterone Full Sone of claparid and adiratercne used
Other NHAs allowed if

stopped 212 months prior « Overall survival (alpha control)
o enroliment

Ongoing ADT
ECOG 0-1 Time to first subsequent therapy or death (TFST)

Key secondary endpoint

Additional endpoints

Time to second progression or death (PFS2)

Stratification factors
: Placebo Objective response rate (ORR)

« Site of distant metastases: A
bone only vs visceral vs other

ﬂ
» Prior taxane at mHSPC: abiraterone 1000 mg qd*
yes vs no n=397

Safety and tolerability

HRRm! prevalence (retrospective testing)
Health-related quality of life

First patient rangomized: Nov 2018, Last patient randomized: Mar 2020; DCO1: July 30, 2021, for infenim analysis of rPFS ang OS
Muliiple lesting procedare I8 used in this study: 1-sided alpha of 0.025 Ry allocated to rPFS. If the (PFS resull is statistically significart, OS 10 be tesied In a hecarchical fashion with aipha passed on to OS
Pease access the Supplement via the QR code ot the end of this presartation for more detalls
combination with prednisone or prednisolone 5 mg bid, "MRRm, homaiogous recombination repall mataion, inciuging 14 genes panel
ﬁ ancrogen deprivation therapy, bid, twice cally, ECOG, Eastern Cooperative Oncology Group; mHSPC, metastatic hormone sensitive prostate cancer; Qd, dady
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Propel: OS und Zeit bis zur Folgetherapie
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PES fur HRD vs keine HRD
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lgwig Bewertung
Geringer Zusatznutzen bei jlingeren <65 Jahre und nicht vorbehandelten Patienten

Unabhdngig vom Mutationsstatus

Zulassungstext

in Kombination mit Abirateron und Prednison oder
Prednisolon flr die Behandlung von erwachsenen
Patienten mit mCRPC, bei denen eine Chemotherapie
nicht klinisch indiziert ist.



Wem PARP Inhibitor geben?

* First line mCRPC: Keine Vorbehandlung mit NAA fir HSPC: Allen
+Abirateron

Vorbehandlung mit NAA: BRCAwt eher nicht

BRCAmt: Ja

e Second line mCRPC nach NAA fiir HSPC: BRCAmt Ja
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