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Acyl-transferases
Estrogen sulfotransferase (EST)

ANDROGENS
ESTROGENS
ESTROGENS * Androstenedione * Estrogen fatty acyl
* Estrone esters
* Testosterone .

« 17B-estradiol * Estrogen sulfates
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Aromatase (CYP19A1)
Lipases

Steroid sulfatase
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Table 3 | Differing Effects of Oral Versus Parenteral
Estrogens on Coagulation Factors
Factors Oral Estrogen | Parenteral Estrogen
Factor VI Increases Mo change
Factor VIII Activity Increases Mo change
Antithrombin 11l Activity Decreases Decreases
F,2 Increases Mo change
APC Resistance Increases Mo change
Fibrinogen Decreases Mo change

ATig e I & 7 WiR B A Key TH 2,

Lycette J et al. Clin Genitourin Cancer 2006 UNIVERSITY



Quality-of-life outcomes from the Prostate
Adenocarcinoma: TransCutaneous Hormones
(PATCH) trial evaluating luteinising hormone-releasing
hormone agonists versus transdemal oesiradiol for
androgen suppression in advanced orostate cancer
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Matthew Nankivell*, Richard V¥
and Paul D. Abel 15

Transdermal oestradiol for androgen suppression in prostate +§ ()]
cancer: long-term cardiovascular outcomes from the

Erearkiark

randomised Prostate Adenocarcinoma Transcutaneous

Hormone (PATCH) trial programme

Ruth ELangley, Duncan C Gilbert, Trinh Dwong, Noa W Clorke, Matthew Nankival, Stwart D
Subramanion Kanoga Sendoram, Marc E Laniode, Sanjay Dixit, SanjeevMadoan, Caroline M
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available at www.sciencedirect.com

EUROPEAN

journal homepage: www.europeanurology.com

eal

European Association of Urology

Platinum Priority — Prostate Cancer

Editorial by Andrew Grey on pp. 1026-1027 of this issue
A Randomised Comparison Evaluating Changes in Bone Mineral
Density in Advanced Prostate Cancer: Luteinising Hormone-
releasing Hormone Agonists Versus Transdermal Oestradiol

Ruth E. Langley “*, Howard G. Kynaston”, Abdulla A. Alhasso ¢, Trinh Duong®, Edgar M. Paez ",
Gordana Jovic®, Christopher D. Scrase®, Andrew Robertson’, Fay Cafferty, Andrew Welland °,
Robin Carpenter®, Lesley Honeyfield®, Richard L. Abel", Michael Stone', Mahesh K.B. Parmar®,
Paul D. Abel *"
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Androgen receptor® 513

CRPC
T/DHT

Androgen receptor Ki67

— AR amplification
s AR non-amplification

46%

Sumiyoshi 2019 Sci Rep
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= Median OS (monthel = Median O (monthsl
.‘E: 081 ADT plus docetaxel 480 E " ADT plus docetaxel  58.3
= ADT alone 331 = ADT alone  B9.8
o 0E HR, 0,62 {95% C1, 0.48 1o 0.E1; e "5 HE, 0,86 {95% CI, 0,562 to 1.42);
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LATITUDE ENZAMET

100 —— Abiraterone acetate and prednisone plus ADT H R 0 67
— Placebos plus ADT A Overall Survival '
Hazard ratio 0-66 (95% Cl 0-56-0-78); p<0-0001
80 100
= Enzalutamide
-
f o 53.3m 751
. o
E 2
= 36-5m = Standard care
40 T 504
8 3 CAB
Q
a
HR 0.66 25
Hazard ratio, 0.67 (95% Cl, 0.52-0.86)
P=0.002 by log-rank test
o u T T T
é 1|2 1|3 2‘4 30 36 42 48 5‘4 GIO 6‘6 0 T T T T T T T 1
Time since randomisation (months) 0 6 12 12 2 30 36 42 48
Number at risk Months
(number censored) on
Abirateroneacetateand 597 565 529 479 425 389 351 311 240 124 40 0 No. at Risk
prednisone plus ADT (14) (28) (34) (42) (46) (50) (57) (106) (205) (282) (322) ) ! R
PlacebosplusADT 602 564 505 432 368 315 256 220 165 69 23 0 Enzalutamide 563 558 541 527 480 340 189 106 45
(17) (G4 @7 (58 (37 4 (79 (114) (197) (237) (259) Standard care 562 551 531 501 452 311 174 86 32

INA YR DGS8ULE. BEE3 DL L. ANERERFE D 5 52D Dfactor
TITAN  HR:0.65 - ARCHES

100 -
—— ENZA + ADT
N R 2(5) 4 86% allve | ot
35 R [ 78%alive |
80

;(S): 82% alive . \ ?
65 [o% —

2§_ 69% alive ] \
50:
45
40
35

71% alive
Apalutamide

52.2m

0S (%)

40 + Placebo

0s Apalutamide Placebo
20 Events, No. (%) 170 (32.4) 235 (44.6) 30
7| Median, months (95% CI) NR (NR to NR) 52.2 (41.9 to NR) 25 Number of patients Censored (%) Event (%) Medion 95%CI
HR (95% CI) 0.65 (0.53 to0 0.79) 204 ENZA + ADT 574 420(732) 154(26.8) NE NE, NE
P <.0001 154 PBO +ADT ( (649 02 (35.1 NE 9.74, N
T T T T T T T T T T 104 Stratified log-rank test: <0.0001
0 6 12 18 24 30 36 42 48 54 60 5+ HR(95% Cl1):0.66 (0.53,0.81)

0 T T T T T T T T T 1

Months 0 6 12 18 24 30 36 w2 48 54 60

Proportion of patients alive (%)

No. at risk: Time (months)

Apalutamide 525 513 489 452 425 394 362 227 52 3 0 ’
Placebo 527 510 474 436 374 339 301 181 43 0 0 3 .
Chi K 2021 JCO Fizazi K 2019 Lancet Oncol /

7 ESTO> DG ERDMBFEBED) \A U A OFEAF 2B I DENIFE Davis ID 2019 NEJM

AFBT(EPrednisoneld k&R Armstrong A 2013 JCO Muvea%
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LATITUDEER SR FR #& 5 R TITANE SR &G B2
BEER BEER

Abi acetate and predni plus Placebos plus ADT (n=602) Placebo crossover to abiraterone 51 00EI A AT S A s TR
ADT (n=597) acetate and prednisone (n=72) — &> E;% m WA F e C
-~
Grades 1-2 Grade 3 Grade 4 Grades 1-2 Grade 3 Grade 4 Grades 1-2 Grade 3 Grade 4 I a l“-;I E j—’\%ﬁ [=] m g
Any 161 (27%) 344 (58%)  29(5%) 257(43%)  267(44%) 17 (3%) 30 (42%) 13(18%) O
Back pain 108 (18%) 153%) 0 107(18%)  21(3%) 0 5(7%) 0 0 B & A LE A 2R
Hypertension 10417% ~ 15@%) 0 A% 59(0%  1(<1%)  1(1%) 34% 0 REMRTRRER PBO Crossover APA PBO Crossover
Hot flush 92 (15%) 0 0 75 (12%) 1(<1%) 0 1(1%) 0 0 n=23 n=9 n=>524 n =527 n=208
Arthralgia 87 (15%) 9(2%) 0 71(12%) 15 (2%) 0 4(6%) 0 0 N N = o
Hypokalaemia 73(12%) 65 (11%) 5(1%) 13 (2%) 9(1%) 1(<1%) 7 (10%) 23%) O EBTNEHERR, 0 (%) 18 (64.3) 5(21.7) 8 (88.9) 222 (42.4) 99 (18.8) 59 (28.4)
Fatigue 73(12%) nEw o 76(13%)  14Q%) 0 1(1%) ) 0 227 15 (53.6) 3(13.0) 7(77.8) 153 (29.2) 49(9.3) 45 (21.6)
Alanine . 67 (11%) 32(5%) 2(<1%) 69 (11%) 8(1%) o0 3(4%) 23%) 0 i 10 (35.7) 0 5(55.6) 106 (20.2) 23 (4.4) 26 (12.5)
aminotransferase
increased OA#% 3(10.7) 2(8.7) 0] 7(1.3) 4 (0.8) 1(0.5)
Constipation 66 (11%) 2(<1%) 0 65 (11%) 3(<1%) 0 2(3%) 0 0 B EBIRES 3(10.7) 0 0 17 (3.2) 5(0.9) 6(2.9)
Pain in extremity 65 (11%) 8(1%) 0 57 (9%) 13(2%) 0 2(3%) 0 0 LRATH 2(7.1) 0 1(11.1) 2 (0.4) 0 1(0.5)
Aspartate 65 (11%) 26 (4%) 1(<1%) 59 (10%) 9(1%) 0 4(6%) 1(1%) 0 _" : . . .
aminotransferase FOEMERD 0 0 1(11.1) 6 (1.1) 3(0.6) 2(1.0)
increased
&3,
Peripheral oedema 59 (10%) 2(<1%) 0 53(9%) 3(<1%) O 2(3%) 0 0 L #J_?_ . 8(28.6) 3(13.0) 0 54 (10.3) 26 (4.9) 5(24)
Bone pain Ba0w 4w 1w 76039 1Gw o o oo TR 4(14.3) 2(87) 0 9(1.7) 2(04) 1(0.5)
I Hyperglycaemia 52(9%) 30 (5%) 1(<1%) 51(8%) 2(4%) 0 3(4%) 23% 0 | e BT 2(7.1) 3(13.0) 0 16 (3.1) 14 (2.7) 1(0.5)
it . i . il ———— s —— BriE 4(14.3) 3(13.0) 1(11.1) 49 (9.4) 37 (7.0) 8(3.8)
Blood lactate 27 (5%) 12 (2%) 1(<1%) 21(3%) 9(1%) 0 1(1%) 0 0 _
thydrogenase BnfEl 4(14.3) 3(13.0) 1(11.1) 49 (9.4) 37 (7.0) 8 (3.8)
increase N o 1 _ _
Spinal cord 2 (<1%) 12 (2%) 0 2 (<1%) 7 (1%) 3(<1%) 0 0 0 . = — BERAMEFOLT RO DHTIO%ULICRRLIER
compression SFREFEHEELT, BFRAEHTIEIRBOBERNORBRENZMER THoT-.
ganaestemen, 10430 Lla 90 200 Ll 0 2 2 9 TEAE: REEAH T CRBLEAAE SR WERS B LY BRERS BONREFTRALLAERRENE)
I Pneumonia 5(1%) 8(1%) 1(<1%) 7(1%) 2(<1%) O 0 0 0 I fChi et al. J Clin Oncol. 2021,39:2294-2303
T = Lzac ) S AT TN ST v APA: 7/3LARZF; PBO: F5tH
Cataract 7(1%) 8(1%) 0 3(<1%) 1(<1%) O 0 0 0
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AREPTIEPrednisonelF K& UNIVERSIT Y
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Docetaxel

Results

Follow-up 20.8~20.3m
OArml: median OS 18.9mo

OArm2: median OS 17.4mo } 2.4m50)ﬁ§

OArm3: median OS 16.5mo

€ Arml: median PFS 7.7mo (PSA decline at least 50% : 45% of patients) TAX327m

€ Arm2: median PFS 8.2mo (PSA decline at least 50% : 48% of patients) boc

¢ Arm3: median PFS 7.8mo (PSA decline at least 50% : 32% of patients) ADT e I e |
- —— 4 .
€ . | ,
3 18.9ms
é »Crossover: M —D 20%, D qg3wk—M 27%, D
g Iqwk—M 24%
% »>Pain relief :Arm1>Arm2 ,Arm3

0 3 6 3 1 15 1% 21 M T B 33 >QOL score: Ar‘ml,Ar‘m2>Ar'm3
ez wom w3

Docetaxel¥% 581 IZARATsD{EF X 7 Ly,

Figuwe 1 Kplan-Meier Estimates of the Probabiky of Ovenll Survival
inthe Three Groups.

\

EEC

<
N

Tannock 2004 NEJM UNIVERSIT

<

Mitoxantrone: &SR S NI=RNEE X (SZHE
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LHRHEJH F 7= (ZLHRH+bicalutamide 1T ® mCSPCJE
CRPCICZE L 71-fEHI D F1%

{b)

Percant sury ival

05 after castration-resistance (05-CR)
in pts with CRPC progression (n=438)

80+
60
40
20

\ i [ OW-vOIUmMe n=119
\ High-volume n=319
Median O5-CR
Y -éd vg.a-ﬂé?ligmc-ﬂths
e ...._....._._I= .
P=0.3634 1—.

I:I I I 1 1 I I I I I
0 1224 36 48 607284 95108120

Months

Hatakeyama IJU 2020

Low volume & High volume|ZB84> 5§ CRPCICEZE T ZEM IF FRERAR

CRPCE T HARI%Z L
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Urological Note

Effect of upfront combination therapy on the overall survival of
patients with metastatic castration-sensitive prostate cancer: A
multicenter retrospective study

Toshikazu Tanaka M,D,l Shingo Hatakeyama m.p, PhD,z Daisuke Noro M,D,3 Kyo Togashi MD,,‘l
Takahiro Yoneyama mp and Chikara Ohyama mp >

VTR & & 117-Up-front B EE vs Vintage )&

(a) Overall survival after initial diagnosis (b)
Median

== |Jpfront n=178 not reached

== Vintagen=119 45mo
P=0.007
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Percent survival
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0 12 24 36 48 60 72 84 96
Number at risk Months

Upfront 178 13185 33 19 3
Vintage 11210684 53 35 17

Percent survival

/TR
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IPTW-adjusted Cox re gression analysis

1007

751

5017

251

for overall survival

== |Jpfront group n=178
= \/intage group n=119

P=0.033HR 0.59
(95%CI 0.37-0.96)

0
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ORIGINAL ARTICLE
Real-world survival outcomes of adding docetaxel or abiraterone
in patients with high-volume metastatic castration-sensitive prostate
cancer: historically controlled, propensity score matched comparison
with androgen deprivation therapy

Shintaro Narita' @ - Takahiro Kimura? - Shingo Hatakeyama? - Kenichi Hata? - Takafumi Yanagisawa? - Shinya Maita* -
Shuji Chiba® . Hiromi Sato' - Soki Kashima' . Atsushi Koizumi' - Ryohei Yamamoto' . Koichiro Takayama® .
Katsumi Okane” - Toshiya Ishida® - Yohei Horikawa® - Teruaki Kumazawa™ - Jiro Shimoda* - Takehiro Suzuki' -
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Effect of upfront combination therapy on the overall survival of
patients with metastatic castration-sensitive prostate cancer: A

multicenter retrospective study
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BUTIR S X 117-Up-front JBEE vs Vintage /B S

Survival after CRPC (d)
Median

== |Jpfront-mCRPC n=62 33 mo
== Vintage—+mCRPC n=9 27 mo
P=0.876

0 12 24 36 48 60 72 &4
Months after mCRPC

Upfront
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62 25 11 &6
99 70 43 27 7

Percent survival

IPTW-adjusted Cox regression analysis

100
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DOC upfront;&EE TIXCRPCE TOHIE D IER A4 B ER
CHEELTWS

Table 2. Time to CRPC (PSA rise or clinical progression)

ADT Plus Docetaxel ADT Alone
Median Time No. of Median Time
Subgroup No. of Patients No. of CRPCs (95% Cl; months) Patients No. of CRPCs (95% Cl; months) HR (95% CI)* P
Overall 397 257 19.4 (16.8 to 22.6) 393 303 11.7 (10.8 t0 144 0.61 (0.62 to 0.73) < .001
Highvoume _ _ 263 _ _ 10_ _ 14902450172 _ 250 _ _ 213 _ _ 8606810105 058004700071 <00
Low volume 134 67 31.0 (23.1 to 51.1) 143 90 =207 (18.9 to 29.1 0.70 (0.50 to 0.96) .03

Abbreviations: ADT, androgen-deprivation therapy; CRPC, castration-resistant prostate cancer; HR, hazard ratio; PSA, prostate-specific antigen.
*Stratified on stratification factors at random assignment.

CHAARTED high volume: CHAARTED (j]g]::l:ll - 2015 NEJM)

. A P 2s 8n 1%

«  AMEALULDOBEELHY. TDH HBLIEL
A et A S A B ADT+DOC 75mg/m? 6 kur

53.7 4 B OEIZREAME

CRPC
ADT+DOC

@* 36
45 > 331 %
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Abi up-front;5 CIXCRPCE THOEAFE D IER N 1R IEE
ICHADLEELTWS

LATTITUDE (#] & : 2017 NEJM)
51.8 4 B OEIZ=HAM

oAb P S A S 53

AFB T (LPrednisoneldHRAER Fizazi K 2019 Lancet Oncol MMEL%
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Androgen receptor/androgeni®@iga X —4 v IZ L 723 A

COU-AA-301 COU-AA-302
40 40

Abiraterone 304

20

Adverse events (%)
Adverse events (%)

10 4

Hypertension Hypokalemia  Fluid retention/ Hypertension Hypokalemia  Fluid retention/

edema edema

B Abiraterone acetate + prednisone M Placebo + prednisone

Auchus Oncologist 2014

mME - 1EAYT L - TEREEBALICEONIBESR

X R
« 7L K= (Prednisolone) %*5mgh H10mglliE&E7T 5,

Prednisone : ARF AR AR
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ACTH

“

Cholesterol

AT 32 B A 955 48 A

'l DHEA-S/DHEA

T, N

\ 1/a-0OH DHEA
Pregnenolone Pregneneolone

170.-OH /A-dione
p i mmm) Testosterone
rogesterone Progesterone (androstendione)
‘ CYP17A1 l CYP17A1(// ,
] '//I 5(1 _Dlone ‘ DHT
aldosterone i [ Cortisol §| 7 fendrostanedione)

TEZTFOYEEMRTART % & cortisohlEE AR T 5 D Thegative feedback#é I TACTHEEA LR L £33, TDER
aldosterone/2 KB I/LF a4 ROBEENERL £9,
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Androgen receptor/androgeni®@iga X —4 v IZ L 723 A

e . - Table 3. Unadjusted and adjusted Cox regression analysis of the primary
— iraterone +
— Enzaluemide + ADT outcome in the metastatic CRPC patients receiving ADT with abiraterone
Ab | rate rone % e - versus enzalutamide

g o HR (95% C1) P value
§ vos Abiraterone (versus enzalutamide)® 1.17 (0.94-1.47) 0.154
Adjusted® 1.31 (1.05-1.63) 0.018
000 Age at diagnosis 1.04 (1.02-1.05) <0.001
! 0 150 5o 2000 Afib at baseline 1.86 (1.43-2.43) <0.001
Number at risk Time to frst stroke or Mi(days) Charlson score (CV) 1.49 (1.30-1.66) <0.001
= | 4017 1560 567 162 32 Charlson score (non-CV) 1.86 (1.00-1.28) 0.043

- | 2277 839 209 43 5

0 500 1000 1500 2000

Kulkarni ESMO Open2021

BT I FOEEMHER?

Abit 5 D BE (T2 X7 TOEEZ FIET 5 EIED31%m LY,

X 3E
« 7L F=> (Prednisolone) Z%5mgh »10mglliBEd 3,

Prednisone : ASFARKFE

EERS (ROBHICHEBIKET S L) LONEREDSH 3 BEXIEZ OBHEENSH 5 BH
[#A# D 17a-hydroxylase/C17,20-lyase (CYP17) BAEMFAICHESHIEILF 34 FEEOLRICK Y, BIE, BN Y 7 AMERMEREELS HObNEAMEES 52 ( [ERLEANIE] OESR) . ] UNIVERSITY
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Androgen receptor/androgeni®@iga X —4 v IZ L 723 A

LATITUDEER BE i HE 5=
BEER

Abiraterone acetate and prednisone plus Placebos plus ADT (n=602) Placebo crossoverto abiraterone
ADT (n=597) acetate and prednisone (n=72)
. Grades 1-2 Grade 3 Grade 4 Grades 1-2 Grade 3 Grade 4 Grades 1-2 Grade 3 Grade 4
A b Ira te rone Any 161 (27%) 344 (58%)  29(5%) 257 (43%) 267 (44%) 17 (3%) 30 (42%) 13(18%) O
Back pain 108 (18%) 15 (3%) 0 107 (18%) 21 (3%) 0 5 (7%) 0 0
Hypertension 104 (17%) 125 (21%) 0 73 (12%) 59(10%)  1(<1%) 1(1%) 3(4%) O
Hot flush 92 (15%) 0 0 75 (12%) 1(<1%) 0 1(1%) 0 0
Arthralgia 87 (15%) 9 (2%) 0 71(12%) 15 (2%) 0 4(6%) 0 0
Hypokalaemia 73 (12%) 65 (11%) 5 (1%) 13 (2%) 9 (1%) 1(<1%) 7 (10%) 203%) 0
Fatigue 73 (12%) 11 (2%) 0 76 (13%) 14 (2%) 0 1(1%) 0 0
Alanine 67 (11%) 32 (5%) 2(<1%) 69 (11%) 8 (1%) 0 3(4%) 23%) 0
aminotransferase
increased
Constipation 66 (11%) 2 (<1%) 0 65 (11%) 3(<1%) O 2(3%)
ind ity 6L (11%] 31’1% (i} C7 (0% 13 ()% [i] pREL ] [v] (0]
Aspartate 65 (11%) 26 (4%) 1(<1%) 59 (10%) 9 (1%) 0 4(6%) 1(1%)
aminotransferase
i d
Peripheral cedema 59 (10%) 2 (=1%) 0 53 (9%) 3 (=1%) 0 2(3%) 0
Bone pain 58 (10%) 24 (4%) 1(<1%) 76 (13%) 17 (3%) 0 0 0
Hyperglycaeniia 52 (9%) 30 (5%) 1(<17%) 51 (8%) 22 (4%) 0 3 (4%) 2(3%) 0
- Anaemia 45 (8%) 14 (2%) 3(1%) 63 (10%) 26 (4%) 1 (<1%) 2(3%) 1(1%) O
&F% Blood lactate 27 (5%) 12 (2%) 1(<1%) 21(3%) 9(1%) 0 1(1%) 0 0
dehydrogenase
. EIERHIR & BERHOFEEET £ v 2
> S o Spinal cord 2 (<1%) 12 (2%) 0 2 (<1%) 7(1%) 3 (<1%) 0 0 0
:|: w/ = compression
TXE’ Fal:ﬁ ﬁé 2 =l Faﬁ E j: -m]- % OD Tﬁ ﬁ:ﬁ /—\EEﬁH\E\ ‘/j— *L Urinary retention 10 (29%) 11(2%) 0 21 (3%) 7 (1%) 0 0 0 0
» ~ — /, o , Pneumonia 5 (1%) 8 (1%) 1(<1%) 7 (1%) 2(<1%) 0 0 0 0
Cj: é b {/\— 1 /7_ H ’fﬁ j: Haematuria 21 (4%) 9 (2%) 0 17 (3%) 3(<1%) 0 0 0 0
Cataract 7 (1%) 8 (1%) 0 3 (<1%) 1(<1%) O 0 0 0

Fizazi K 2019 Lancet Oncol

WERS (ROBHEICIEEIRET L) LONEREOH 2 BERIETOHEEOSH 2 B Prednisone : AFAR A M E

[##|D17a-hydroxylase/C17,20-lyase (CYP17) BHEFAICHIHEINLF a4 FEEOLRICL Y. SlE, BH Y 7 AMERMEEITENHOoONDAIREMENH S ( [EZHERIE] 0ESHR) . |
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TE BRI

70 & high risk
cTAN1(FEAIANIEBELNs)M1b(Th37: &)  iPSA 14.68 ng/mL, GS 4+5

B

LHRH agonist + abiraterone + prednisolone 5mg

. > LHRHa
I:> Abiraterone £ Apalutamide
1200 GOT G3
GPT G4
1000 |GOTG3 4/12 AbiFE%A
800 4/26 GOT G3, GPT G3DAEs Abi 1k
c00 4/30 GOT G3, GPT G4  FFlgmE o>t L b
400
200
0 =
e e s TR e s g s e s i e
SEEcESEESSEdEcEEEEE5E50888884¢ 3

m M T mom V
wn n wn (Vo] [(e} Vo] (e} (e}
——GOT ——GPT gGTP ——ALP ‘é

AN
BN UIERRERFRERID—ETH 0. 2 TOEPINREOREERTDITEEDELA = E& {5 NMIIEE
ATEBIDEINER (LIRS R SN L RSy
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Androgen receptorza X —/4 v b IZ L 7= EH]|

_— NC CONHMe

O

FsC N/u\ N
R .
o L Enzalutamide
91 R = (CH2)3
— 92 R = CHj4
92 R = (CH2)4
A
0
NC
N/
\S\\;\N NQ/K Apalutamide
A ey
ARN-509
& Darolutamide
o OH
N—" N ~NH
™ =
— ODM-201 é
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HTARARBBEF ZAHWS L ZDFE R

ARBH%% AR FIFITIZ 5 1T % Enzalutamide st FEHS!(n=95 2016 Nov)
| Enzalutamide

- FEER
NC]@\ /©/CONHM9 E n %
)
B R 17 17.9
FsC N)J\N 1 X
}—F BATNR 8 8.427
R )0 - 'R 9 9.47
91 R = (CH,)3
92 R = CHg {E 3 3.16
92 R = (CH2)4 L
= M=+ 2 2.11
[ /)N AR A 2 2.11
S DX 1 1.05
A ke 75 1 1.05
BER - BERIEAD - & HLIE L B EEER B0 1 105
REEE 1 1.05
3’@% BESERFEIFEK 358%
« EHEOHRDSE (LAZX) HlzRAW3

BET D
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AP RS RREPN N ASERS PR
* ¥ (EE) 0.83333333 0.52631579 0.29032258 0.46875
Y2y (Ei) 0.83333333 0.52631579 0.46875
=y (AD) 0.83333333 0.52631579 0.58064516 0.46875
o ¥ (HIT) 0.625 0.52631579 0.77419355 0.3125
= = P ERCT) 0.41666667 0.46875
XU AL 24V (KE) 0.41666667 0.3125
Frrv (BR) 0.41666667 0.38709677
Hhy I (HE) 0.3125 0.26315789 0.19354839 0.15625
> a3 < (FFR) 0.20833333
vavFxay (%) 0.10416667 0.15625
74 (FER) 0.52631579 0.48387097
S A (HhE) 0.52631579 0.77419355
> 7T (R9ER) 0.52631579 0.38709677
Lr¥ay (JIE) 0.52631579
770 ay (FF) 0.52631579 0.77419355 0.46875
Ervooay (Bif) 0.77419355
*vY (GBE) 0.38709677 0.3125
T3y (ABF) 0.19354839
JaoHr=s (BER) 0.46875
Yoy (BZ(0) 0.46875
Yoy (WiEF) 0.3125
£y aw (K&) 0.15625

ERBLPZVS>URARE TICHEZET 5D, Lo AR HNIIFFRIK S ATEE

Mg EHOFO )Y Bk SEICBME
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TEF] 701 B4

FiF : PSAEE

IRIRAE

201X%F118 BIELEREICTRE, BE2IC TREMEAE]  PSA11.1,
BIARRER - 25 FFMOBRLENGEBICEFTESH Y,
cT3aNOMO iPSA 11.1 Gs 4+3 (4 B &2 1)

201X+15E2H CAB(LHRH agonist+bicalutamide)B%a L 7=,

201X+1FE8 8  IMRT(FATIRBE)

201X+4FE7H PSAERF

201X+6E2 B BB EB(FEARER) CABRHA L 7=,

201X+79E2 B CRPCIZXT L Tabirateronefdta L 7=,

201X+87F4 A Rad223Bd%8 I & VEnzalutamide 4 capFZE(PSA LR (Z Q)

ASERSHIR
201X+8F8H Rad223 61— X &K

3

IR7E $ Enzalutamide 4cap 3 &£ CANSERG & BN F+

BN UTEAEBNLERERGEBID—ER TH D . £ TOEFIH RIROERZRINDITTIEIHDEEA UNIVERSIT Y
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HTARARBBEF ZAHWS L ZDFE R

ARFEZEE] A
.
Apalutamide NC NS )SL/@/‘(N/
AT
FsC
J ARN-509

IR REFEEEROBE H109E EARRENE LML TRE

BARAGEH 25T

REEBITHRE PBO Crossover PBO Crossover
n=23 n=9 = n =527 n =208

EETAREFEER n (%) 18 (64.3) 5(21.7) 8 (88.9) 222 (42.4)  99(18.8) 59 (28.4)
RS 15 (53.6) 3(13.0) 7 (77.8) 153 (29.2) 49 (9.3) 45 (21.6)
T 10 (35.7) 0 5 (55.6) 106 (20.2) 23 (4.4) 26 (12.5)
Om% 3(10.7) 2(8.7) 0 7 (1.3) 4(0.8) 1(0.5)
HKEBKES 3(10.7) 0 0 17 (3.2) 5(0.9) 6(2.9)
ZHATHE 2(7.1) 0 1(11.1) 2(0.4) 0 1 (0.5)
TOEMRD 0 0 1(11.1) 6 (1.1) 3(0.6) 2(1.0)
BT 8 (28.6) 3(13.0) 0 54 (10.3) 26 (4.9) 5 (2.4)
HBEEER 4 (14.3) 2(8.7) 0 9(1.7) 2(0.4) 1(0.5)
EEH 2(7.1) 3(13.0) 0 16 (3.1) 14 (2.7) 1(0.5)
;R_I'% ERfE 4 (14.3) 3(13.0) 1(11.1) 49 (9.4) 37 (7.0 8 (3.8)

° /u%%z ﬁ\j(tﬂ /C“\ WHE?&’E\I —7‘3:%) 543 4 (14.3) 3(13.0) 1(11.1) 49 (9.4) 37 (7.0) 8 (3.8)

< . BARNEFOVTHODETIO%ULEIZRRL-ER
TN TT-HRE L T2 AIEE SHRERELBELT, BAANEATHERS OB RORRENEMERNTHL=.

TEAE: SBER T TREL-AFTER (WRHRE B LYREIZRSBO0ARETICRBELE-AFBRENER)
% o TChi et al. J Clin Oncol. 2021;39:2294—2303

APA: 7/3LASE; PBO: 5t




TE BRI

70/ & high risk
iPSA 14.68 ng/mL, GS 4+5

cTANI1(FEEIANEELNs)M1b(Th3%: &)
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LHRH agonist + abiraterone + prednisolone 5mg

%

|
I:> Abiraterone

LHRHa

) ==
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1000
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400
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0 .
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L I @ @ @I I @ @I I @ @@ @I I I @ I I I @X @ I @¢
N m 18 O N 0 O O H@ &N H & ®m < ;N O N 0 o O
— = - -
GOT GPT gGTP e===ALP ====PSA

B UTERSERERIEFID—EBTH D . 2 TOEFINEIROERZRINDITTIEHDFELA

12A8H

> Apalutamide

4/12 AbiFF%4
4/26 GOT G3, GPT G3DAEs Abi 1F
4/30 GOT G3, GPT G4 g Rla > S L b+

6/21 Apalutamidefd%4

8/27 G1X & 1K

9/13 Apalutamide¥- & CHi%A
10/11 Apalutamide:® % & CHEEH
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TE BRI

70/ & high risk
cTAN1M1b(cs% &)  iPSA 233 ng/mL, GS 5+5

R A
LHRH agonist +apalutamide

> LHRHa
I:> = Apalutamide
250 ] AN
11/1 LHRH &K BH %4
500 11/29 Apalutamideff44
12/10 G208 HIE AKRE e XX I UF|
150 3H TIEIRIB <
12/20 Apalutamide¥ & CHI%A
100 12/26 ;22 HIE G2 AEE e X & I VF|
o XTFaA4 FAH
"
0 |~
2021/10/6 2021/11/6 2021/12/6 2022/1/6 2022/2/6 2022/3/6 é
—PSA Q %ﬁ@ J NMIE

BN UTEEBIIEEREEBID—EF TH D . £ TCTOEFINEFROERZ RIDITTIEHDEEA HNIVERSITY
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Enzalutamide upfront

DOCHE [ &f

(b) PSA Progression-Free Survival

(c) Clinical Progression-Free Survival

0/ = Enzalutamide
b 77 A) 5 il o i o 1.00 7 7% ? Enzalutamide
8 & N . . Standard anti-androgen
T 8 it Y [ o * - — = ==
o L 0.75- |
9] - | £ —
@ 050 N, & T~
_g : T— g 0501 I —
| g I
§ R Hazard Ratio = 0.34 (95% Cl: 0.26 to 0.44) g 0:25 Hazard Ratio = 0.34 (959 CI: 0.26 t0 0.44)
| a |
0.00 1 0.00 1
1 1 1 U . 3 U U U 1 1 1 1 1 U 1 U 1 U
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Months Months
Number at risk Number at risk
Standard anti-androgen 313 263 222 180 144 94 61 40 16 Standard anti-androgen 313 282 233 198 160 109 75 44 16
Enzalutamide 309 295 277 257 240 168 115 67 32 Enzalutamide 309 299 281 266 246 175 121 72 34
. Davis ID 2019 NEJM
Apalutamide upfront
Time to PSA Progression
100 - 03 A Radiographic Progression-free Survival
75%? 1004
- 3
= 754 " Apalutamide = 70%?
2 - -l"; ________ -2 734 Apalutamide
_ I 2 - — — = = "= P
g \ S
3 x | @ te-a 1
5 ol - I $ 5ot e
é __________ ., reemrmTT & F==="
g - | Placeh k-] | i
" 1= ===a Placebo -
% r Te e = g 254 ! Placebo :
2 25 I 3 ! .
m Apalptamide Placebo & 1
a n (n = 527)
Median, months (95% CI) NE d\:-ﬂm 1291 (10.18-14.75) 0 . . . ! Y .
24-month svent-res rate, 4 95% GO 75 | 0y et ] 6 12 13 24 30 36
0 T T T T T T
0 8 12 18 24 a0 26 No. at Risk Months ~
No. at Risk Months Apalutamide 525 469 389 315 89 2 ) |~
Apalutamide 525 450 384 304 87 2 0 Placebo 527 437 325 229 57 3 0
Placebo 507 856 244 169 a3 1 0 ’

Chi K 2019 NEJM UNIVERSITY
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Abiraterone upfront
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Patients without PSA
Progression (%)

No. at Risk
Abiraterone
Placebo

B PSA Progression

100+
90_
80
704
60
50-4-------
40+
30
204

Placebo

10-{ Hazard ratio, 0.30 (95% Cl, 0.26-0.35)

P<0.001 ;

55%?

Abiraterone

Progression-free Survival (%)

0 T T T T —t
0 4 8 12 16 20 24
Months

597 520 447 379 340 285 227
602 393 250 172 129 102 65

T T T T ]
28 32 36 40 44

0 No. at Risk
0 Abiraterone
Placebo

162 95 48 18
33 19 8 5

B Radiographic Progression-free Survival

100+

63%?

Abiraterone

Placebo

Hazard ratio, 0.47 (95% Cl, 0.39-0.95)
P<0.001 :

0 T T T T T T T T T 1

0 4 8 12 16 20 24 28 32 36 40
Months

597 533 464 400 353
602 488 367 289 214

316 251 177 102 51 21
168 127 81 41 17 7

TESTO>DEIG 1 R WKRERD)\A U X I FEEFZHE S DRITIIE

Fizazi K 2017 NEJM



R R

mCSPCIZ X L T DEnzalutamide up-front;& %

Enrollment

Assessed for eligibility
(N =1,432)

MHNPC

Screen failures
(n =282)

Randomly assigned 1:1*

ADT+Placebo

, ITT population

— R B CADT-Enz =2 £
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L 7-#F

AR EE R T L7 EE

PDOIEMR
4915(75%) H  [E]

HHYPD : 657

TgQJ::I:EI 70N

29151(45%) H PSATE E

(n =576)
(n =574)

(n=2) 'TgQJ:ia/u
75%

(n =332)
(n=242)

PSAIEIE
45%

(n=1,150)
ADT+Enzalutamide
Allocation
Allocated to enzalutamide plus ADT, ie, ITT population (n=574) Allocated to placebo plus ADT, ie
Received study drug, ie, safety population (n=572) Received study drug, ie, safety population
Did not receive study drug (n=2) Did not receive study drug
Follow-up
Ongoing (n=437) Ongoing
Discontinued study drug (n = 135) Discontinued study drug
Adverse event (n=28; 4.9%) Adverse event
Doath (o Q- 18409 Death
Progressive disease! (n=65; 11.3%) Progressive disease!
Radiographic progression (n =49; 8.5%) Radiographic progression
Clinical progression (n = 38; 6.6%) Clinical progression
Prostate-specific antigen progression (n=29;5.1%) Prostate-specific antigen progression
ProocoteviaToT = Protocol deviation
Withdrawal by subject (n= 25 4 4%) Withdrawal by subject
Lost to follow-up (n=0) Lost to follow-up
Other (n=6; 1.0%) Other

Armstrong et al. JCO 2020

FAY =TV FRA VP L rPFS

(n=21;3.6%)
(n=7;1.2%)
(n=171; 29.7%)
(n =125; 21.7%)
(n =75; 13.0%)
(n = 105; 18.2%)
(n=1;0.2%)

(n =30; 5.2%)
(n=1;0.2%)
(n=11;1.9%)

% £ DEEFI THE|

5D H DPD
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% Y vs IRIBHEERDEZEH V)
BEIIRIC? orEAR B ?

R

)

Low volume : X5l T N = 84% High volume : X5l 9 N Z 63%

_ x“‘&fﬁ@?&mm Metastatic (M1) Hormone-sensitive Prostate Cancer (mHSPC) ]
WWW.apcce.org WWW.Apcee.ong

2. For treatment decisions, is it important to distinguish synchronous (de-novo) 3. For treatment decisions, is it important to distinguish synchronous (de-novo)
metastatic (M1) hormone-sensitive prostate cancer (HSPC) from metachronous metastatic hormone-sensitive prostate cancer (mHSPC) from metachronous
(relapsing) metastatic prostate cancer (recurring after radical local therapy given with (relapsing) metastatic prostate cancer (recurring after radical local therapy given with
curative intent in the MO setting) irrespective of imaging used in low-volume disease? curative intent in the MO setting) irrespective of imaging used in high-volume disease?

1. Yes Option Votes 1. Yes Option Votes
Option 1 62, (Cption 1 46
2. No tion 2 12 2. No Option 2 27
= Option 1 P m Option 1 pt
X g Abstain 0 3. Ab . = Ontion 2 bstain 1
3. Abstain = Option 2 Total votes 74 . stain P Total votes 74
S.Gillessen et al. Eur Urol (2022) S.Gilleseen ef al. Eur Urol (21
hittps:iidol.org/10.1016/.eururo.2022.04.002 https-iidol.orgH0. 1016 eururs. 2022 04.002
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OM-free survival at 3 yr (%)

Low volumeé&

L% (1) 2 I

i dh V)T L T
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ADTICINZ BAFRTIC K BOSIEEMENHIF TE 5,

mPCO FHIZETE| S & BRTAEIC
A FEESENRDEE

&%

STAMPEDE

AR

» Patients with primary metastatic
» 6Gy/6fr(36Gy) or 2.75Gy/20fr(55Gy)

OS A Overall survival in low metastatic burden

54

100% -
- 7 ADT=li5cal RT
90% - )
0
80% - Low €
- T 60
‘l" | g
-— . volume : |
i b
60% - sy I 20
-
e, HR 0.68, 95% C1 0-52-0-90; p=0.007
0% ~, ° 6 1 18 2 0 6 2 3 '
\‘ Number at risk 4 E E 4 4
40% - S (events)
~‘ Control 409 (5) 400 (9) 387 (17) 361 (17) 265 (12) 217 (22) 155 (16) 110 (8) 67 (5) 25
. Radiotherapy 410 (1) 405 (4) 399 (12) 366 (12) 301 (19) 242 (10) 200 (15) 137 (11) 77 (5) 25
30% LOW H I g B Overall survival in high metastatic burden
20% - | | J~
volume || volumes._
10% - —+— +— b .
e | B2 High
0% -
T T y u y ; T T T VOI ume
0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% — 14
Predicted OM risk at 3 yr (%) $1—A7,B7 i
[ Local treatment == = = Nonlocal reatment | HR 1.07, 95% C10.90-1:28; p=0-420
T T T T T T T

OM: overall mortality

Loppenberg et al. Eur Urol 2020

0 6 12 18 24 30

567 (11) 547 (42) 500 (58) 428 (41) 312 (27) 245 (43) 161 (20) 100 (7) 48 (3) 13
553 (10) 537 (38) 487 (48) 424 (59) 282 (30) 216 (31) 146 (19) 90 (14) 44 (5) 20

Parker et al. Lancet 2018

36 8 54
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Low volumeds# ()2 Ec i & V) ) ICH L TIX"BATEE + £ 5 /A B (ADT+ARAT/DOC)”

APCCC

Metastatic (M1) Hormone-sensitive Prostate Cancer (mHSPC) Wﬁ%ﬁ%ﬁ
WL -

15. In the majority of patients without symptoms from the primary tumour with
synchronous low-volume (conventional imaging) mHSPC, what is your preferred
treatment in addition to ADT?

1. Additional systemic therapy

2. Radical local treatment of the primary

tumour (+/- metastases directed gg;i:_'" 1 Votes :

therapy) m Option 1 Ontion 2 10
3. Radical local treatment of the primary mOptionz  [2ption 3 56

tumour plus additional systemic therapy fg:l’{:"n“ ;

(+/- metastases directed therapy) = Option 3 rotal oles =
4. No additional treatment (ADT alone) Option 4

5. Abstain

& Gilleseer et al. Eur Urol [2022)
Ittps:iidai arg 101016 sururs 202204 (02
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Low volumeEsiZ (V)2 IFEiZ H V) - IRAAEZDIEZEH ) )IZH L Tl
"R eE 28R+ ERE~DOFBITEE 7"

lml
|.u|

M2kIcEBH Y WA aRROEEH Y
APCCC RAPCCC

Metastatic (M1) Hormone-sensitive Prostate Cancer (mHSPC) -l Metastatic (M1) Hormone-sensitive Prostate Cancer (mHSPC) S QLT
WWww.apecc.org

16. In the majority of patients without symptoms from the primary tumour with synchronous

low-volume (conventional imaging) mHSPC, what is your preferred treatment strategy 20. In the majority of patients with metachronous low-volume (conventional imaging)
concerning the metastatic lesions? mHSPC, what is your preferred treatment strategy?

EriZ B AR IL L AL 36% BEASELE DA 10%
PHIRRDH 26%

1. No metastases directed

therapy 1. Metastases directed therapy alone

Opti i i

2. M_e‘castases directed therapy . o:qc;n1 § 26 without systemic therapy i

without systemic therapy :gi::ZE; Orkon £ 2 2. Systemic therapy alone (including = Option 1 ﬁ; lon tes
3. Metastases directed therapy wOption 3 |Abstain 1 ADT) ® Option 2 plion 2 1

; Total votes 73 . ion 3 44

plus systemic therapy 3. Metastases directed therapy plus  Ootion 3 s 1

4. Abstain systemic therapy ¢ otal votes 7
4. Abstain
9 _[)\ /\ _[)\ 5.Gillessen &t al. Eur Ural [2022)
—_ ASAY \\ \ \\ \ 0 hittps-iidoi org 0. 1016/ eururo. 2022.04.002
$K$§ /D{g + i%/m% 601) —_— ASAY \A \A 5. Gillessen etal. Eur Ural (2022}
$E 7](% % —|— %/ ; ) p 64% Ittps:iidoil.orgi10.1016/.eurure 2022 04.002
NMIE



Intenational Journal of Urology (2021) doi: 10.1111/iju.1456"

Original Article

Long-term clinical outcomes of external beam radiation therapy for
oligometastatic prostate cancer: A combination of prostate-targeted
treatment and metastasis-directed therapy

Rihito Aizawa,' Kenji Takayama,l’2 Kiyonao Nakamura,' Takashi Ogata,1 Takahiro Inoue,>*

Toshinari Yamasaki,3’5 Takashi Kobayashi,3 Shusuke Akzlmzaltsu,3 Yu Tzalshim,3 Hideto Ota,3
Osamu Ogawa® and Takashi Mizowaki'

"Department of Radiation Oncology and Image-applied Therapy, Graduate School of Medicine, Kyoto University, Kyoto,
2Depm‘n‘nem of Radiology, Tenri Hospital, Nara, Tenri, 3Depanmem of Urology, Graduate School of Medicine, Kyoto University,
Kyoto, ADezpam'nent of Nephro-Urologic Surgery and Andrology, Mie University Graduate School of Medicine, Tsu, Mie, and
®Department of Urology, Kobe City Medical Center General Hospital, Kobe, Hyogo, Japan

a
@ 100
=< 80
IS
=
<
n 60
I8
= b
g 40
L PTT plus MDT
= No PTT plus MDT
© 20
X
8 p=0.667
=
o 07
| | 1 | 1 | I
0 2 4 6 8 10 12
Year after primary ADT
Number at risk
PTT plus MDT 16 14 11 10 9 6 4
No PTT plus MDT 55 52 38 31 21 15 7

(b)
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MR ICA ) J&xzh Y .

258+ BaRE + BB R ISE

100+

S EBEDD (R -
875 5 OO (B IR5Y)

= PTT plus MDT
No PTT plus MDT

80 |
3
z
£ 60
@
L
& 40
o
20
p=0.00741
O —
| 1 | | | | |
0 2 4 6 8 10 12
Year after primary ADT
Number at risk
PTT plus MDT 16 13 8 8 7 4 4
No PTT plus MDT 55 30 21 12 8 4 0
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[CANCER RESEARCH 53, 227-230, January 15, 1993]

Advances in Brief

Molecular Cloning of a Complementary DNA Encoding a Prostate-specific
Membrane Antigen’

Ron S. Israeli, C. Thomas Powell, William R. Fair, and Warren D. W. Heston?

Urologic Oncology Research Laboratory, Memorial Sloan-Kettering Cancer Center, New York, New York 10021

o7 e IR DEEEENER /57 100-kDa

SR e
/W EE N

PSM &

z c¢ylosolic
(19 aa)
(693 aa)
PSM’ %
HOOC

>
Fig. 4. Schematic diagram of proposed structure of PSM and é
PSM’ antigens. 65 ’

Fair W et al. 1997 Prostate NIE=
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PSMA%ZIER) & 9 5PETZ A — 7[18F]FSU-830 D #IHARG AR EHE © &M, 4
PRE. WL <HRE. BBV AREA~DERMEDRE(UMIN000029343)

18F-FSU-880
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Saga T 2019 Cancer Science 66 ’
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BRI MERIILARIERICXT T 5 Ei_?’l‘%ﬁlﬁﬁ/\ D

RATEE(MDT)D B
N=258 At least 18ms free

MOT = Yas I ————————————————
C I :
1.00
A : 41% I
|
1 1 1 I Class I: Long Term Control
= 075 TI me to n EXt I nte rve ntlon | Primary and secondary sites controlled :
a2 .
a
= 0.50
b i 36%
2 | RADIATION ‘ Class II: Oligoprogression
0.25 THERAPY Few areas of failure or progression
Median 28.6 ms NAANAND ANNANNNANY
REPEAT TREATMENT
0.00 ) . .
0 20 40 &0 id Rini
Months \ ga‘]‘mj -
Number at risk ‘ 23%
_ Class III: Polyprogression
< Yes 1257 102 25 7 Numerous sites of progression
0 20 40 &0

Months

All pts with SABR=ADT

Table 2 Patterns of recurrence after metastasis-directed

therapy Table 3 Modes of progression
Original treatment site LTC Oligoprogressor Polyprogressor
Bone/ Total population 40.9% 36% 23.1%
Bone Node Node P No ADT 27.6% 44.8% 27.6%
Failure location (N = 74) (N = 31) (N = ) value Conventional imaging 46.1% 36.2% 17.7%
I Bone component, 64 (86.5%) 10 (32.3%) 4 (50%) | <.001 Enhanced imaging 30.5% 31.7% 20%
- Abbreviations: ADT = androgen deprivation therapy; LTC = long- ’
Node, n 7 (9.5%) 20 (64.5%) 3 (37.5%) term control.
Other, n 3 @0%) 1(32%) 1(12.5%) é
(Deek. Red Journal 2020) NI
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=
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Ln
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Ln
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-100

Best PSA response (% Chanage)
=

B Intra-pelvic OP-CRPC: prostate
B Intra-pelvic OP-CRPC: others

B Hon-intra-pelvic OP-CRPC

g

1234567 89 1011121314151617181920212223

Patients

DWIBSZ % & (ZPDTHELT

Yoshida 2019 Red Journal

MDT

Survival

BERIZ3 DUANDIRENE

p=0.46

Oligoprogression
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TLTWb—77, fEdilda> A —
}l/’C X T UL B IREEICPDT(progression-directed therapy) = 6179 5 Z & TRDOEH

BEANDBITEZEST I ENTEDLDTIE?

0

Number at risk

o] 52

31

40
Months

10

&L

oo P=0.03

] 20 40

Mumber at risk

o] 52 5 1

0

40
Months

ka 9 2

# Mr:-z:ms = —
/r
Deek 2021 Eur Urol Oncol ’



R 2R ZRFHE S @June 18 2022

/NFE6

JEICXT L CIERPT OB RaBECEGZE~DEE$

EAT RIS
F< & NHEINDT—ADHY £,

:Jjwm
W‘

IIIIIIIIII



EMELREEHES @June 18 2022

Germline mutation Somatic mutation
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Germline mutation Somatic mutation
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FIAREDIHREDE W L A EEFES

Alteration Frequency (%)
0 10 20 30 40 50 60

AR =BT
P53 ——. BETHE
PTEN <

RB1 —

ATM T e
BRCAZ2 <=
FANCA = 1+
CDK12 T

APC il

CTNNB1 m Metastatic castration resistant

RNF43 m Metastatic noncastrate

SPOP =. ® Locoregional

FOXA1

BRCA2| iauﬂ%ﬁ%ﬂﬁﬂﬁxﬁ N"oZDELTFEREZH5—H. AR, p53*°RB1D
EEFREIDAEICE-THEEINSG, >
LTK? % Pﬁ 'H:’D FEI A é

Abida W et al. 2017 JCO Precision Oncol NI
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BRCA1/2DZEEDF I {EIERINE E

ETHIIREIC 51 B EEFEROHEED

REHEILF : BRCA1/2. ATM. CHEK2

« BRCA2
HEHRRINER 8.6%
« BRCA2

FHRRINER 7.7%

* BRCA1
gBRCAm sBRCAmM / EFEMBRIER 0.9%
sk il (e 5k 038R T [~ .
i HFIJ2E  0.9%
%E/\) Qﬁ) ’
EEMmEIcLERFY [EEMmian—IIcEZEREH Y DNABEELEFEER L 73% E ﬁ_g\;é\g@¥§u .
ATM
R RN E R 4.5%
CHEK?2 -
TR LR 4.1% //
CHEK2 é

THRRIIZE09% N1

1) Abida W, et al. JCO Precis Oncol. 2017;2017:P0.17.00029. UNIVERSITY
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LB RINEE % H 9 HBRCA1/2 PV carrier

REZNIC—ATHBRCAL2PVEIRBET 5 H D
M 727,6185R Tk IMPACT study

BRCAZ: prostate

40 -
—_— — Females
5= N Overall Gle _BRca: Overall Gleason score— Overall GI -BRCA2 Overall Gleason score—BRCA2
L 6 443 443 7%
3 20+ 12%
= 3+4
B 7%
&0
= 10 4
=T
40 50 60 70 80
A I: :I Page E 2019 Eur Urol
ge (years
=4 1 NI=! . ==
B 3 BRJE (X BRCA2 PV@carrlerCEt/EEI L

BRCA2 PV Dcarrier D BIAM IRIE IZEBHEE A S L

BRCA1/2 PV carriers|3 fiEfgfeE - BiEI TR
B 4BRCA1/2 PV carriers|ZFLIE I T =

o —
Li $ 2022 J Clin Oncol é
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B FRE DN (“April 2022)
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BAFWTICEH 1T 2RI IREEDR FIREDIRIK (~April 2022)
SUER] « D ~61[E](106] (T 1RIAEN R >106 & © FlliquidigiT)

mFl ®mF1liquid 30
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25, 49% 10
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kSRR IS 5 1) B TR E T RE DB (~April 2022)
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VARIANT
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PROfound il E&
Taxane RILH A FIDHF # & Olaparib D FhE

No Prior Taxane Prior Taxane
100 | 100 .
e : u
90 | 90- Yo .o
1 o—
80 - 80 - Lx
& € \
oy all | > -
= 70 | S 70 \%R
® | - = -y
-'g R P! Olaparib g G L—“‘l‘_‘_
g 50 - 3
a 5 @ % .
T 40+ 3 40- m—ee@e{nﬁ Olaparib
> 30 - 0 g 30 - i o 7 *3‘~|
6 Events Median (35% CI) OS (3 o Events Median (95% Cl) OS Lo
0 n/N (months) Control 20 | n/N (months)
Olaparib 6/23 NR (NR-NR) Olaparib 38/66 17.4 (12.7-25.3) Control
10 - Control 12/20 18.8 (Y.9-NR) 10 - Control 25/32 12.6 (7.2-18.1)
HR (95% CI) 0.30 (0.10-0.78) HR (95% ClI) 0.64 (0.39-1.08)
0 | I I I I I | | I | I I I I | I | 1 0 T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time Since Randomization (Months) Time Since Randomization (Months)
No at risk No. at rsk
Oaparb 23 22 23 23 22 232 21 21 20 18 1 10 10 5 2 0 0 0 Olapaib 66 60 57 S5 53 46 3% 36 32 23 16 15 11 6 2 2 1
Control 20 20 19 1¢ 18 15 14 1B 12 7 S 4 3 3 1 0 0 0 Control 32 20 25 23 21 19 1% 14 11 1 5 5 4 3 3 2 0

BRCA1/2DZE D & % FEH

Hussain NEJM 2020
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"77Lu-PSMA-617 binds to PSMA
on the cell membrane with high affinity

B particle emission

Prostate cancer cell
and neighbouring
cell death

DNA damage

A3 TE177Lu-PSMA-617 (2K FR https://www.urotoday.com/ LINVERSIT
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BRCA1/2 mut

PARP inhibitor

PTEN loss

AKT inhibitor

MMRs defect

PD-1 inhibitor

CDK12 mut

PD-1 inhibitor

DDR gene mut

Platinum chemo
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