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AFRC A A I & b vy, JEEBE L SPTERT 2% (non metastatic castration-re-
sistant prostate cancer ; MOCRPC) BEH DI EH S AT 5, MOCRPC x4 & L7- AL
B EROKE R TlX, Apalutamide, Enzalutamide, Darolutamide ®\W 3L d 77 L REEIHR L CIEIB AL
MEOEELZLELRR LTz, ZORE, KIBTH MOCRPC 1A LT 3 $EHIARBuEIL & 2 ), MOCRPC |2
X9 HIGIREAG T —ZE L7z SN PBUEHRIE 2 WTIBINT RE 20, BABREIZE > TIEFITHE L
WHETH 5,

SHEANIEHREE L HETH L —0, BMERO 707 7 A V87 %, Apalutamide TIXRE B % 780,
Enzalutamide TIZEEIENSE & 72 5 7 &, SHNC L VIO LEER S 5. F7-, BHEREDORREL
OFEWAEAER, Y — 7 T v A% EOBLE A, 5, MOCRPC (253 2 HiHlia B I B E T F IS L Tw
BT ENEETH S, AFRTIE MOCRPC DIRHIO LY T v A %ML, IGEEGE, BITEH, 7 —%

DBLT D 3FHN B L, GREIEEZZHE D,

(P9 HW R, 83: 138-143,2021)

F—7—F : MOCRPC, JFdsisthEFURPIIERI I, wRmas, BITEH

1. #1®IC

PSA #7 O & T A AR ET A B R L T8
D, BENAAEY Y § =D AERY — EAD 2019 4E
DH AT T TR B BSOS 4 7 (78,500
N) Lotz £ DIERIS— UGG L DRGSR 5
NoH—77T, —HOBEIEREBEIITHIET B FRIEIEH
D% {ALBIVE VIR IR A 1t 2 BRI A
(non metastatic castration-resistant prostate cancer :
MOCRPC) ##%T mCRPC I2E 2V, F72, EERIZH
W BT E CTH > T ADL, SBHFEED 2D
ZHIERERE & L TRV E SRE T B S5 2155 WiE
BNE—BEBAEL, T Wol2fER S CRPC & 7o 728
E OO clinical state D% < 1E “MOCRPC” Tdh 5 (F
1o

AFRTIE MOCRPC 2% L Tl Apalutamide (2019
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4E), Enzalutamide (2020 4F), Darolutamide (2020 4F)
HERBEIS & 72 1), MOCPRC (2R3 4 i s 13— 28
L7z ZHEHHFIEINCCN DT A FIT A4 12BWT
MOCPRC (2% 2 3E3% 7 L — FiZ category 17, EAU
A K Z A >~ TId strong recommendation % % T \»
%3, 2 75 ¥ # androgen receptor axis-targeted
agent (ARAT) % UUISHEINT N E 2oV, s
BRIREEIZ & o TIFEICHE LWIHETH 5. AR TIX
MOCRPC 12/ § 2 |F O T v A &MAL, HFEK
H, EIVER, T — 5 oBlEh s 3EF 2L, F
JRERE & E52T 5,

2. MOCRPC (X7 % E{EES{LIEE AR
(Randomized Control Trial ; RCT) DEERE

MOCRPC 2%} 3 % RCT & L T SPARTAN i 5%
(Apalutamide)”, PROSPER & E% (Enzalutamide)®,
ARMIS 25 (Darolutamide)® %% % (%2), Zi5 3
2@ RCT & trial design, BEIZIZIZFE LT, 771K
239" % metastatic—free survival (MFS) % 3 ZHIH
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2HEH ST, R, Wi

1.7nmol/L) L FIZH b BT, a
PSA > 2 ng/ml %> nadir 75 50% Lk
o EAD 1B OWEA &1 T3
VLR Sz & &, b, B LAEST (5
YU F T2 EDOBRE /21 RE-
CIST 12 & % BRES ALK O B4 o i
) L&, HEROAROEAITIET

<I21E CRPC & HIrE 3" & 5 7% B KA

BN HPRIEZ IR A Ko 4 >~ 2016 TlE
CRPC DEFIZWARE SNY, BRI

THETAFIT A4~ 201212 “4 8L FzZE
Tl SE L 72 PSA fili 28 S AR AE 2 5
25% LI L, 2o LA E 2.0 ng/mL Lh I
LD ERIND” LRl Tn5,

P

1790

% 2 MOCRPC 12§73 % Randomized Controlled Trial @i A&

SPARTAN PROSPER ARAMIS
- VEAVZ AN IUHFNY IR FADIZ 2NN
" n=806 n=933 n=955
, AN AR N A N
. o
T bR VR n=401 n=468 n=554
mOCRPC mOCRPC mOCRPC
PSA L5 PSA -5 PSA -5
SRR L T AMATEY<50ng/cL TAMATEY<50ng/cL T A MATHY<50ng/cL
N—AF7 4~ PSA > 2ng/ml N—AF 4~ PSA > 2ng/ml N—AF7 4 PSA > 2ng/ml
PSA DT <10 Mo PSA DT <10 Mo PSA DT <10 Mo
PSA DT : > 6 Mo vs <6 Mo
e PSA DT : > 6 Mo vs <6 Mo PSA DT @ > 6 Mo vs <6 Mo
=G s 7 o
LR T IBH3E : BV vs ;l, BEHIE B ) vs 7 L

HIEEE DY vs 2 L

1) VOSEIHEE L H Y vs 7
BRI
36.5 11.5 25.7 11.1 14.8 11.1
(Mo ; Higeft) v e v
T EEHIGE B 40.5vs 16.5 36.6 vs 14.7 40.4 vs 18.4
(MFS : MO ; Hryufi) HR 0.28 HR 0.29 HR 0.41
. .2 . 2 .
Time to PSA progression I\;II;V(S) ?())67 37HR \E)S 5’79 S?I){R \65 1733
40.5 vs 14.7 36.8vs 14.8
PFS HR 0.29 Not reported HR 0.29
0s NR vs 39.0 NR vs NR NR vs NR
HR 0.70 HR 0.80 HR 0.71

H& L Twiz, {HHFEBECTASL E Apalutamide, En-
zalutamide, Darolutamide ® MFS O FFSfEIZZ &
36.2 71 (v — FH(HR)0.28),36.6 77 H (HR 0.29),
40.4 78 (HR 0.41) & 79 RBELILKLAEICEE
LCTWize F72, %EETIE QOL 122 WTHME A7
SNTVDEY, WTNOREIZB VT BB TIE
FACT-P 22 7 OHEZKTIZFEO T, QOL Ot
MRS T 298 FullsaE, QOL o#lbs5ix
3 R OEEAR L IZIIFFE L EZ 5N D,

3. FEERICHT D 3EADELE

THREE SR 70 2 72O I HHILE 2 2 L IXTE 2w
A, 3HEHIE T 5 I12h 72 0 B R O
T7ANVDENTHS (I,
10% L EE L WEEFES (adverse event s AE) & LT
Apalutamide TIZ % (23.8% vs. 5.5%),
mide TIZBEK (33.0% vs. 14.0%) =BTz 38
HHEESR 7T vRE) 5B U EZZ W AE I2DOWT I
Apalutamide TIZEEIE (30.4% vs. 21.1%),

RIVER 71
FEHIHHE A placebo &£ D

Enzaluta-

55 ML
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%3 Randomized Controlled Trial |

TR BN TZEIEH OSSR D L

SPARTAN PROSPER ARAMIS
(n=1207) (n=1401) (n=1509)
Ni(c)iietg:lzg Every 4 weeks Every 16 weeks Every 16 weeks
VAV Z AN 77 kR S ZaN 77 kR =PI TN 77 kR
Any AE 96.5% 93.2% 87.0% 77.0% 83.2% 76.9%
Any SAE 24.8% 23.1% 24.0% 18.0% 24.8% 20.0%
PE IR 30.4% 21.1% 33.0% 14.0% 12.1% 8.7%
Hot flush - - 13.0% 8.0% 5.2% 4.2%
P B 15.9% 7.5% 8.0% 7.0% 8.1% 9.2%
IR B 8.1% 2.0% - - 20.0% 0.0%
fE I 24.8% 19.8% 12.0% 5.0% 6.6% 5.2%
LI A HE ™ - - 5.0% 3.0% 5.1% 3.9%
L] 15.6% 9.0% 11.0% 4.0% 4.2% 4.7%
R 11.7% 6.5% - - 4.2% 3.6%
&bi\n 9.3% 6.3% 10.0% 4.0% 4.5% 4.0%
ol 5.1% 3.0% 5.0% 2.0% 0.9% 1.7%
FEAEFENE 0.2% 0.0% < 1% 0.0% 0.2% 0.2%
K% 23.8% 5.5% - - 2.9% 0.9%
AE 1 all grades T/R9
WRZRSVEE, 2019, 32(11) @ p. 1367-1371. & O 5IHICLR

*PROSPER #E& Tl LME A X > b, ARAMIS itk Tl IR S,
, SPARTAN B CIIEMBEAERE S, ARAMIS B CREMtERE

**PROSPER
REOZEHRD ‘fﬂiﬁf‘; A L7

(24.8% vs.19.8%), PBHENHE (15.9% vs. 7.5%), #xf
(15.6% vs. 9.0%), FARBEAEREILT (8.1% vs. 2.0%)
% 8.9, Enzalutamide Tl hot flush (13.0% vs. 8.0%),
B (12.0% vs. 5.0%), #=# (30.4% vs. 21.1%),
HE (10.0% vs. 4.0%) ZFBDHT 72 ZDO—FT,
Darolutamide ¥ 75 £ R X 0 5% L EZ WEITEH D%
HUIRED Lo 72,

1) BERE
TRTOFEANIBWCIEY, BREIRIIEHOE TR
WENTWD, RCT 2B THEREIERIE Enzalutamide
5B @ 33%, Apalutamide % 5 £ & @ 30.4%,
Darolutamide ¢ 5- B % @ 12.1% TH 3 L T w72,
Uemura 5”13 MOCRPC % &t 133 4 ® CRPC % &t %
&ﬁmﬁ@ﬂf( BHERIFREL T TV D, TOFET
A (overall survival : OS) DIER:, JEMGENE
%’ BEEEH S (symptomatic skeletal event : SSE) £ T®
Wi, B5HE%, BRI BREOY A7, EiFY A
7 DRI EHIAE D) Wk - RED 5 DDOIHE IOV T
M EATbI e & bR EZEM (relative import-

A4 0)"ﬁiﬁf“%'r’rt L7
ez ARAMIS sRERCIEERMIRE S, SRl Fith

ance : RI) Z/R SN2 BILEEICHE D BEIKOY) A7
(RI=24.9%), 2V THH A7 O (RI=23.2%)
THY, OSOERIZ3EHFH (RI=19.2%) TH-7 &
FAIEIR I ) B RIEIZTR VB L A > TW5 2 EAVR
ENTBY, AIEEEZT Th EZOBBKIC
DEET ) BEDPD S,

2) EERME

Lo VHETHILINEELHERER L L TEE)H
), Enzalutamide & Apalutamlde DT LEICIT “E
FRIEARNEE" O [EEREXH 5 b, T LM
HBHOT, ﬁ%&ﬁmmﬁﬁ FHBHEOEREER L
PO A BB 2BRICIIER S L 2 L | L oit#s
5o Yk @ RCT Tl Enzalutamide % 5-E © 1%
Fim (77 € REIL0.0%), Apalutamide % 5-E£H D
0.2% (i 0.0%), Darolutamide ¥ 5-# » 0.2% ([d
0.2%) TEBEFIEOHEFRRVED LNz, HEDFE
BB EE 0 E 3 b R & iR P o @ ic X Y
HHENZ, B1IC3EAOHEENDEZIRT,
Apalutamide & Enzalutamide %51 O FEAR G #5 IZLEH L
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Enzalutamide Apalutamide Darolutamide

LIEE 512 3:5:N

L Cw%—7, Darolutamide (ML EHT L LTV —
VEBRE T L XY TN AEEHEAT 20 — kI H)
s <, MR LAY N B P &l L <
WV, EBO) 27 Dd b BELE LT, FORAFED
BEOH 2 8%, EECREZE, BMlim, -7 €T
MO7% EDYFEDH L BEDFTOENL, TDX) R
HAAET 2 EE LM M % @ L 12 < \» Darolu-
tamide %I 2 2 & HERIERED ) A 7 [#EIZ DO 7
WhHEEZ LN,

3) FRAEE

AR, BRIV VR &) BBLT A RRAIRE EANE
H&hTw 3?19, Enzalutamide O A3 (2 134
FEROEWER & LCrgIR, ilEks, RamEs, FEh
B, SRR S AL T Do LI B P oo SEH i 2
Ih, FRApSReREE, FUEAIIRT, RALWL L, HE
ORI R ERZRIE Y 9 5o Enzalutamide #%
G BHED 5%, Apalutamide %5834 ® 5.1%, Darolu-
tamide % 5-BH D 0.9% THRMEED HFEHEZIRO
5N7z. Williams 513 23 Bo@ERM LR E L
6 TAERER ATV, WIKEE B L ORRAIRE R ICBYE 5 5
B Okt E (cerebral blood flow : CBF) D3]
HRMEEALE, BIIRA Y ¥ T NV A s (g
(ASL-MRD % M\ CTHES L 720 #E2%# 5 1d Daroluta-
mide, Enzalutamide, 77 X ROV N2 ROHS- &
N, ASL-MRI 2 F ¥ i, #HEFNFHLG 0 4 B2
AT S N7z ERENT T, Enzalutamide # Tl 77
LR L L CHRIEZERE O CBF RATHYIZ5.2%
HEAIZWA L7245, Darolutamide Tl3H & 7% CBF O
I3RS N % o 72 Darolutamide & Enzalutamide
DO ILEE T, Enzalutamide #13 Darolutamide #£ & 0 %
5.9% A ZICMFAHIMET L TWwWizo ROIEATICBIT S E
EA/MIETEEEF 0 CBF OZ4Li2BVT, Enzalutamide #
1379 2 R, Darolutamide H#EO W FILIZHF L TLAH
B M T 253860 &7z, BRBIARICEITIES), i
&, PNEE o AR E S MIL L2 A 121, 38
FIEE ZRET 5 7% &0 ZDOMP RIS LETH D,

4) EF

FZ 9513 Apalutamide % G9EHI O 23.8% 12 I3 % 4
B REWEH CH A, AT 04 FAVHA], L7 L F—
DONIRIZ CTRHER LD T O A DS, & ZIEBILERE
L LRI W, SHIET 4 67 { S b, 2020 4E 5
A 19 Hi2ix TEN 8IS 12 X 28l o s & 2,
[ EoER | AA%ET &z TITAN sBRIZ B W T
R E cCoMB PR 8l HTh b, &5k
PZF TR LGB LIS o T HIET 27 — A
L, BBIRE EIREICEDL ) A OHLHERR
TH Y, Apalutamide G REBN DV TIZBG-#IH D A
o, I 2 U CEERVNE, Wik L,
M7 — 5 ORI OBLEIL) T ENEETH D,

5) EYHEEIER & EFIFRE
FEEOREYHERERIEEEMNLTCBY, ERO—
DR T 7=V —DMENDH L, R T7 -~ —
AT AR ) A7 DY, MREER, RET Fe
7T ADIKTIZD% D%, Drugs.com (https//www.
drugs.com/) TIZEEHN X% AT 5 & HEAE, BITEH,
M fEoMICHE/ER (druginteraction) % 7R3 A
AR EN 5. Major drug interaction DED LL#: T,
Enzalutamide Tl& 168 3%, Apalutamide Ti& 170 3
#I, Darolutamide Tl& 12 3| & A HAEH 9 % FH DO
W EDH o720 72, WTROEANI BT —EH
EDOFERRIWT SN 3HHF P En-
zalutamide %% 110~201 FEfH, Apalutamide %% 130~169
B, Darolutamide 25 14~15 Bi[ T2 1), R
J¥1X Darolutamide 7%k b F 2o FEFHFUBZIE, F
IEIZ X D #Re R SN AHEFDPLEFE L L, £ 0B
HEEEHL, ZHOERMEHIC I DRIEHO Y A 75
VO S 121 Darolutamide OG- 28R S L,

4. BE—-VICADSHT
3 EFHDFEVD T

B RS PE ROV £ A PR 7 BRHE  (metastatic castra-
tion—sensitive prostate cancer ; mCSPC) 22w T i
2017 - L W N4 ) A 2 mCSPC 243 % Abiraterone
2%, 2020 4F 12132 T® mCSPC (2xf L T Apalutamide,
Enzalutamide 25 # 5 AR B E N7z TN H OTRI 7%
ARAT 2585 L7-3546, “BRBEOMK 25220 9 %,
Z D%, B EORENHER S NZWE T PSA 25 57
F UL, BEO clinical state & “MOCRPC” TH % (X
2). 4 £ 1%, Abiraterone, Apalutamide, & % \ &
Enzalutamide ®#%5-12 £ 1), Androgen receptor (AR)



142

%4 Androgen receptor (Zx5 3 % BHEVEH O Mk

Compound Antagonism Antagonism AR (F877L) | Antagonism AR (T878A) | Antagonism AR (W742L)
wtAR, nM 1C50, nM 1C50, nM 1C50, nM
Darolutamide 65 66 1782 1500
Keto-Darolutamide 25 51 700 1160
Bicalutamide 150 218 957 Agonist
Enzalutamide 155 Agonist 296 > 10000
Apalutamide 168 Agonist 1130 > 10000

» » R »

PSALR

¥
CON T e
U

ADT + Apa, Enz Eg%ﬁ\
- 2 ol

2 MOCRPC IZFE % T TORRR M

ICHEE AR A &7 L72IREET “MOCPRC” 12E % FER]
P2 DR D B o

AR @ point mutation i CRPC 12 £ < 2% 5 11,
ADT ~OIPLHE%E 77913212, AR HEH] % AR Oif
AL/ BWNBATERET 27 T2 A MCEZTLES C
EbdHbo wtAR &7 ¥ Fu Y EEKRTH 5 AR
(F877L), AR (T878A), AR (W742L) 1 %} ¥ %
Darolutamide, Keto-Darolutamide (Darolutamide ® F
FRHY), Bicalutamide, Enzalutamide, Apalutamide
OT7 Y Rar Yy LE Ty — 2R A HEFERIZOWTH
FahTwa® (F4), ARNO FSTTLERIZL D,
Enzalutamide 3 & 8 Apalutamide 75 AR ® 7 T = A |
127 1), Bicalutamide (& W742L B X U8 T878A % #(C
HFLCT7T=AMIRBEHRESN TS, LaL,
Darolutamide 8 £ "% @ EZEAH WX, MOFH] Tid
agonist TEH # 7R 3HM D AR ZEEOWTIIZ DT
7Y Rar U ERERL Tz, IS OIERERTZE DR
R 5, mCSPCIZxd 2iHE L LTE—MHADH 20T
MR AR HEHR 2 BTG S NIEMIZ O W T
1%, AR O#ETEROE E D5 Darolutamide 254 H
TH AU REMEARIE S LTV 5,

5. #&bHVI(C

3 A DI T MOCRPC (X 2 st lmh 1237 57

Clin Genitourin Cancer, 2018. 16(5) : p. 332-340. X 0 5|HcZ

ALY T IDHRRI 5TV b, 3IFOEEREILITIZRE
FLEZONL, HEESE, BERcORWEHOY 22
WIS U CEEIEAERIREZIT) 2 & T, BED QOL %4
%9 R RBEOEFEMRERONL Z LIS
%o
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DRUG SELECTION IN THE TREATMENT OF MOCRPC
— HOW TO CHOOSE BETWEEN THREE DRUGS ? —

TAKUMA KATO axo MIKIO SUGIMOTO

Department of Urology, Faculty of medicine, Kagawa University, Kagawa, Japan

Abstract :

As the number of prostate cancer patients increases in Japan, the number of patients with non—-metastatic
castration—resistant prostate cancer (MOCRPC) is also expected to continue to increase. The results of a
randomized controlled trial showed that apalutamide, enzalutamide and darolutamide all significantly
increased non—metastatic survival when compared with a placebo. As a result, these three drugs were
approved for the treatment of MOCRPC in Japan, and hence the treatment strategy for MOCRPC has
changed dramatically. However, how to choose between these three new drugs is a very difficult question

for clinicians.

While the three drugs have comparable outcomes, they have different side effect profiles: apalutamide
causes a skin rash, while enzalutamide causes fatigue. In addition, from the perspective of drug
interactions with co—morbidities and therapeutic sequencing, it is important to differentiate the use of novel
agents for MOCRPC according to the background of each individual patient. In this article, we will
introduce the latest evidence for MOCRPC, compare the three drugs in terms of outcomes, side effects and

basic data, and discuss treatment strategies.

(Nishinihon J. Urol. 83 : 138-143,2021)

key words : non—metastatic castration-resitant prostate cancer, MoCRPC, treatment outcome, adverse

event




