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OS from 1L Start by HRR PV Status

+ HRR+ + HRR-
Median OS (years):
g’ 100 HRR+: 7.4 (6.8-8.0), HRR-: 8.9 (8.1-9.6)
e HR (HRR- vs HRR+): 0.89 (0.80-0.98), P = 0.023
'E 075 Log-rank P = 0.023
o
g 0.50
c
@ 025
ﬁ
T 0.00
C>> 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Years from 1L Treatment Start
HRR+] 1568 1200 674 382 220 128 73 40 20 &8 2 0 0 0 0 0O
HRR- {2517 1886 1162 666 417 259 166 97 55 32 16 7 4 1 1 0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Years from 1L Treatment Start

X 3 mCRPC BEITEIT S 1 RIGFERM D OEAEFHH : HRR RHERDOFEIZ X 5 g

I 52, =F A= k%L (Molecular Tumor Board; MTB) *7 T4 Z /XU 7Ol HBRHELRE X
7o BRCA1/2TRWERBE D 5L ERRICEREDIEHR 252 1F 72 389 Bl &t 12, A7 /N0 7I5H A
oA LFE (LLF. OS_olaparib) Zfi#tT LE L=, ZOER. BRCAI JRHIZAREE (20 #1) ©
OS_olaparib H 4 8.1 7°H TH Y, BRCAZIHEWEREEE (314 1) @ 175 A LV FAEICEL,
BRCA1WHRIEBRPMS LT TPHRABRKRFTHDL Z ERSEBMT TOHMERSINE L (X 4),

Variable n | Hazard Ratio (85% CI) P value
0OS from Olaparib Start by BRCA PV BRCAVariant BRCAZ 314 ] Reference
+ BRCA2PV + BRCA1PV BRCA1 20 L |2.38(1.29,4.37) 0.005
Median OS (Months): — <65 76 - Reft
2100 BRCA2 PV: 17.5 (15.5-21.1), BRCA1 PV: 8.1 (7.4-NA) aes H elerence
2 HR (BRCA1 PV vs BRCA2 PV): 2.23 (1.23-4.04), P=0.008 | at Registration 265 258 - 1.00 (0.69, 1.46) 0.992
§ o7 Log-rank P=0.007 Ps 0 218 . Reference
o '
E PP IR . 1 105 J—.— 1.39(0.97,1.99) 0.077
E 2= 7 ——m—— |1.91(068,5.38) 0.221
@025 Unknown 4| +——m——|154(0.356.70) 0.564
© ]
E 0.00 Metastasis LN only 39 F Reference
o o 10 2 30 40 s0 Bone +LN 222 —— 0.82 (0.49, 1.38) 0.461
Months from Olaparib Start i
Visceral (Liver) 26 —a— 1.20(0.59, 2.46) 0.616
BRCA2{ 314 145 58 16 1 0 Visceral (Lung) 30| —m— 0.71(0.34,1.49) 0.363
Breat] 20 5 3 0 0 0 Other 17| — 0.65(0.21,1.97) 0.446
0 10 20 30 20 50 Prior Therapy  AATT only 99 * Reference
Months from Olaparib Start Chemotherapy-exposed 235 - 1.67 (1.12,2.50) 0.012
051 2 5

4 mCRPC BEIZRBIT DA TN TIREEE» O O24FHR : BRCAI EER $7-13% BRCA2%E
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% BRCAZloss %3 54 (72 #1) 1% OS_olaparib i 24.3 72 H & e b BA4f T, Dftho> BRCA2
ZEREE (203 ) IZHERTHLE Y A7 BMENWZ EAURENE LT, — B EDOE R (BRCA211859%5)
AT HEMTITAEENEWMEA N A S, FU BRCAZDERTH-TH, TDOXA T T LITHA~
DORIGHEN R D 2t 2rmB LE L (X5),
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OS from OIapa"b Start by BRCAZ PV Variable n |Hazard Ratio (95% CI P value
+BRCAZ2loss —BRCA2R2318* +~BRCAZ2 11859fs*3 — Other BRCA2 Variant Others 203 * Reference
=10 BRCA2 loss 72 | B | 0.42 (0.25, 0.69) <0.001
% BRCAZ2 R2318* 25 —— 1.01(0.58, 1.77)  0.98
8 o075 BRCAZ2 11859fs*3 18 »:rh 1.53(0.81,2.92) 0.19
o Agez65 <65 70 [ ] Reference
© |
> 050 i i
E at Registration 265 248 T 1.04 (0.70, 1.54) 0.84
5 PS 0 207 u Reference
= 05 1 100 i 3 1.36 (0.94, 1.96)  0.11
g = < ‘
e Log-rank P < 0.001 2= 7 ~?—l— 228 (0.79,6.56) 0.13
0.00 Unknown 4 ——m—— [ 1.98(0.45,869) 0.36
° 10 2 432 40 Metastasis LN only 38 ‘ Reference
- Number at risk Months from Olaparib Start g
& Oter| 203 o . . 0 Bone +LN 211 —.— 0.87 (0.51,147) 060
% Loss{ 72 40 21 5 0 Visceral (Liver) 24 - 0.98 (0.46, 2.08)  0.97
O reatgr| 25 14 6 2 0 |
11859fs*3{__18 8 1 1 1 Visceral (Lung) 28| —m— 0.80 (0.37,1.75) 058
@ [} 0 20 30 70 ;
Months from Olaparib Start Other 7| ==~ 0.71(0.23,222) 0.5
Median OS: BRCAZ2 loss: 24.3 (21.2-NA), BRCA2 R2318*: 16.4 (9.6-NA), Prior Therapy ~ AATT only 94 n Reference
BRCA2 11859fs"3: 10.1 (7.6-NA), Other: 15.9 (14.6-20.1) Chemotherapy-exposed 224 - 1.73(1.14,2.63)  0.01

HR (BRCAZ loss vs Other): 0.42 (0.25-0.69), P < 0.001
HR (BRCA2 R2318* vs Other): 0.99 (0.57-1.71), P = 0.961
HR (BRCAZ 11859fs*3 vs Other): 1.77 (0.97-3.26), P = 0.064
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5. i LIE
(# 4 b/V)Genomic landscape and clinical impact of BRCA1/2pathogenic variants in metastatic
castration-resistant prostate cancer
(4 ) Kazuki Iida#, Fumihiko Urabe#, Yuya Matsui, Kojiro Tashiro, Kentaro Yoshihara, Yusei
Urabe, Takaaki Ishikawa, Juntaro Matsuzaki, Takahiro Kimura, Yoshimasa Saito
(HIL[FEBREEH)
(3£55) npj Precision Oncology
(DOI) 10.1038/s41698-026-01339-8
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%5 HRR (Homologous Recombination Repair) : DNA “ASHG)Wr OEE#NEO—>, HRR BEE
DR IXIDNA BEARA2E L6,

%6 iR ) a7 74 U 7 (Comprehensive Genome Profile : CGP) : 73 A B E{A T %14
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%7 MTB (Molecular Tumor Board) : 7/ AMEHRICIES GRS A METT D2 MFED 7 7 L
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