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Table 1 Ongoing clinical trials involving PARP inhibitors in patients with mCRPC.

(Séu’[(‘i};nijl?:r) ISDEZiZ Study Drug C]grrlltlrg()l Patient Characteristics No. of Pts E};ggzgt Reference
Galahad I Niraparib - przfizgdvg:l;r? aDnlfilie;ZIcltieVg::tor 301 ORR Smit&)
(NCT02854436) signaling inhibitor and taxotere etal
xgg&zgai I Niripggb * AAP First-line mCRPC 1000 rPFS NA
(I?(?Tc(gof*l‘;’;;l) i Olajf\’j‘;;b i Of:lf;ib First-line mCRPC 70 rPFS NA
(NC?%??%(;SZO) b Ola/i)?xr;b ' AAP First-line mCRPC 0 S A
NCTOOIS T/ R andvogen seceptr sgnaling nbior ok N

ORR : overall response rate, rPFS : radiological progression-free survival, AAP : abiraterone acetate plus prednisone, Enz: enzalutamide,

Doc : docetaxel, DDR: DNA- damage repair
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Table 2 Ongoing clinical trials involving IO drugs in patients with mCRPC

Study Name Control

Study Study Drug

No. of Primary

(NCT number)  Phase Drug Patient Characteristics Pts Endpoint Reference
Pembro + Doc PSA response
-~ +
?}?5%256?532? Ibh/II POelm brro.b Pembro + Enz  mCRPC previously treated with Doc 400 AE Yuetal”
apart Pembro + AAP ORR

KEYLINK-010 Pembro + mCRPC previously treated with AAP 0S

(NCTO03834519) Olaparib AT or Enz and/or Enz 780 rPFS NA
KEYNOTE-641 Pembro + mCRPC 0S

(NCTO03834493) Enz Enz Chemo naive 1200 rPFS NA
KEYNOTE-921 Pembro + mCRPC 0S

(NCT03834506) Doc Doc Chemo naive 1000 rPFS NA

Nivolumab +
CheckMate 9KD Nivolumab + Doc PSA response
(NCT03338790)  ©  Rucaparib  Nivolumab + mCRPC 330 ORR NA
Enz

CheckMate 650 Nivolumab +  Ipilimumab ORR

(NCT02985957) I Ipilimumab Cabazitaxel mCRPC 618 rPFS NA
CheckMate 7DX Nivolumab + mCRPC 0S

il 4
(NCT04100018) Doc Doc Chemo naive % rPFS NA

AE: adverse events, ORR: overall response rate, Pembro: pembrolizumab, rPFS: radiological progression—-free survival, AAP:
abiraterone acetate plus prednisone, Enz : enzalutamide, Doc : docetaxel, DDR : DNA-damage repair
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Abstract :

Recently, the usefulness of Poly ADP-ribose polymerase (PARP) inhibitors and immuno-oncology (I0)
drugs for the treatment of castration-resistant prostate cancer (CRPC) has been reported. The use of
olaparib as a PARP inhibitor for metastatic castration-resistant prostate cancer (mCRPC) in patients who
are BRCA mutation—positive was approved in Japan in December, 2020.

Based on the results of the PROfound trial, a comparison between the patients treated with olaparib and
those treated with enzalutamide or abiraterone in BRCA1/2 or ATM mutation—positive mCRPC cases
confirmed a significant prolongation of progression—free survival.

As for 10 agents, pembrolizumab was approved for solid tumors with MSI-high which increased after
cancer chemotherapy. In addition, its indication for advanced solid tumors with TMB-high has been
approved in the United States. Precision medicine is a treatment that is tailored to the individual
characteristics of patients at the genetic level, and its PARP inhibitors and IO agents are expected to play an
important role in future mCRPC treatment. (Nishinihon J. Urol. 83 : 132-137,2021)
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