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T1 EHFEEM, KA1~ 5 BESIEFE KO 6 [MEGREFICE 1T 2 BETE - BiaEE - oFH&EE
SR 1~ 5 [al# 5HER 6 [al#5 5-HEB
(n = 296) (n=93) (n=203)
n (El&) n (El&) n (El&)
BEER
S (%) Rl (/) Vi — d K fiE) 75 (48 — 93) 75 (55 — 93) 74 (48 — 90)
: 75 bl 148 (50%) 49 (53%) 99 (49%)
0 207 (70%) 46 (49%) 161 (79%)
ECOG PS 1 76 (26%) 37 (409%) 39 (19%)
2 L4k 13 ( 4%) 10 (11%) 3 (1%)
0 203 (69%) 47 (51%) 156 (77%)
WHO =BfiE = % — 1 67 (23%) 31 (33%) 36 (18%)
2 Dk 26 ( 9%) 15 (16%) 11 (5%)
7T 59 (20%) 14 (15%) 15 (22%)
Gleason Score” 8 63 (21%) 18 (19%) 45 (22%)
g 9-10 140 (47%) 19 (53%) 91 (45%)
EN 34 (11%) 12 (13%) 22 (11%)
ki1 N>E | N1 113 (38%) 43 (46%) 70 (34%)
TNM %
d M | M1 198 (67%) 64 (69%) 134 (66%)
<6 8 (28%) 12 (13%) 72 (35%)
. 6 — 20 87 (29%) 24 (26%) 63 (31%)
o o HEBE | S 5 9 (32%) 44 (47%) 52 (26%)
HARE OB 2T Z—S— 2% v Y 7 (2%) 4 (4%) 3 (1%)
Bone Scan Index (%) n =144 n=36 n=108
il (fe/IMiE — 5 A fil) 1.2 (0 —82) 3.1 (0 —28) 0.9 (0 —82)
JH 2 (1%) 2 (2%) 0 —
B LS DG 2 kY BLSOEE; | il 4 (1%) 0 — 4 (2%)
D234 i 65 (22%) 28 (30%) 37 (18%)
. n =252 n=77 n=175
PSA (ng/mL) 20.7 (0.0 — 5800) 69.5 (0.1 — 5800) 13.1 (0.0 — 5015)
" 3 n = 267 n=284 n =183
# ALP® (U/L) 271 (76 — 4761) 426 (81 — 4761) 242 (76 — 1834)
n =266 n=85 n=181
B LDH (U/L) 206 (83 — 2134) | 235 (106 — 1851) | 202 (83 — 2134)
Rl (e /IMIE — iR fiE) U n=283 n=_88 n=195
NEZBE Al (g/dl) 12.1 (8.5 — 16.5) 11.2 (8.5 — 16.5) 12.6 (9.7 — 15.9)
g N B n=217 n==67 n =150
BF B (10°/mm) 4.0 (1.3 — 19.7) 4.6 (1.3 — 19.7) 3.8 (1.5 — 16.1)
n=275 n=85 n=190

M/ (%X 10°/mm?*)

212 (78 — 514)

208 (78 — 452)

215 (100 — 514)

BISLEREICX T B RTARE

4)5)

LIS (EHASES LIS (EHASES 96 (32%) 25 (27%) 71 (35%)
BT > Koy UHF 279 (94%) 86 (92%) 193 (95%)
S WA /A2 N = R i 209 (71%) 74 (80%) 135 (67%)
N5 TR VUYL IR 167 (56%) 61 (66%) 106 (52%)
TEI 7oV 2T )V 136 (46%) 55 (59%) 81 (40%)
I FaRT oA REHF 157 (53%) 59 (63%) 98 (48%)
(L FREE 126 (43%) 50 (54%) 76 (37%)
[{#=2)-3F 17 90 (30%) 29 (31%) 61 (30%)
2 33 (11%) 20 (22%) 13 ( 6%)
9 HE R 188 (64%) 57 (61%) 131 (65%)
RRATRRL P 57 (19%) 22 (24%) 35 (17%)
AAEEDHAADLE "
(#===3 A) BT v Koy El L 60 (20%) 11 (12%) 49 (24%)
(=) 37 AP BT o Rar VHE BV 113 (38%) 33 (35%) 80 (39%)
b5 - HY BT Ko U L 27 (9%) 8 (19%) 19 ( 9%)
(L3885 - HY BT v Ko VE D B 96 (32%) 41 (44%) 55 (27%)
BtREE" "
BT v Koy Y 28 (9%) 4 (4%) 24 (12%)
BT v Far A 94 (32%) 22 (24%) 72 (35%)
N3 AR VYT IR 48 (16%) 9 (10%) 39 (19%)
TEZ T o VERT 2TV 52 (18%) 14 (15%) 38 (19%)
a)FaZT oA R 132 (45%) 46 (49%) 86 (42%)
(L2358 (L2358 2 (1%) 1 (1%) 1 (<1%)
; o FEfiHE 109 (37%) 29 (31%) 80 (39%)
REFIAIEETS s
SHTBIRSS 9 (3%) 5 (5%) 4 (2%)
LSS 3 L VGIM 1) BINZRRERZWIR  2) AFIEGRA 1 RN 3) JSCC ik
4) ARGERSBRAETTCRA L, AR GBREER bk L CER SN ka2 et 5) EEbHY
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x£2 AFOLG IR EFIEEH

SR 1~ 5 [El# 5HERI 6 [a]#5 GHERFI
FEGIEC (%) 296 (100%) 93 (31%) 203 (69%)
PG5 GE), TRl RVl — A (E) 20 (0 — 42) 8 (0 —23) 20 (19 — 42)
1~ 5 [al#% 5-FE B n (El&)
1 [m] 17 (6%)
2 [A] 15 ( 5%)
Be5-a1% 3\l 26 (9%)
4 =] 17 (6%)
5 [A] 18 ( 6%)
HEEL 22 (7%)
R B OHELT 64 (22%)
Z Dt 10 ( 3%)
KADTL 4 B
P e B EQRANE T 161
L IRRED AL 1 %1
TEIEVERIG 4 1 %1
SRFIE P o R 1%
IYHNE I RO 1%
7EZTu ViR 2T VOB 1%
1) EEHY
. . DOBFRMEOKE TlE, 1 ~5RRG*HNERE
MHEEHE -

1. MREE - FHEEE

KON L EE, FEEE X OFHEEE IO
WTIEBERY B W THREFATH D0, RIS
LT 5, EHEIK NIZB T DRI EIENARBRE L
T, AFIRERETCTHEEBEODH S CRPCIZH L, H
HHE P CARIC X DEENIE S NICBE TS
E LT, BB XOHER, 1055 kBq/kg % 4 3
fHIHIRE ik 6 Bl & COEIRANE 5 CTh 5, FEHA
BOBEWIMIL 6 7 AR, FEHHEBIIAFERSR
BXOEIFRORIVRI TH Y, FHEFAEHEBIZIE
EHEIIE QUMERIAE, A MEREAE, iR R
DAE, AL, MRS ER &) DFEBURI 2 38 E
L7z BIKEHIIEE & UC, ERRBAE D A L0
T K DA FRR 0 58 2 BFATG U 7

2. fREtERIT

H E H % 12 MedDRA ver.22.0 5 & O* CTCAE
v4.0-JCOG Z AW T L, f#HTid SAS/N— 2
> 9.4 (SAS Institute Inc. Cary, NC) T{fr-7z, 6
O 55X I BET A BEERRF I 2T 4 2
BRI (RT v T4 X, HEKEESY) 12X
DG UTce 1R IE & B 5 BIG % O PSA Z1LR

L, &51%4, 8 FX 1280 PSA ZLE %
BAERBE L2 ORE LFFREZRI L, il
wRRIE, B 1 —FRERAE & L C ROC MR % (ERK
L7z F£72, ROC ORI DL L& O HEE~x
HANT, B RN E bRV, ol R fiE 2 38
W7o 7o, HKETSHBELT, R—=2XT71 Y
PSAE% FHHER & L2 EICOWTH, FEEED
J71EC ROC HifR 2 ERC L, I 7 BB 2 B U 72,

& R

1. FAEDOEERASLTEBEEER X1

2016 6 A5 2017 4 11 H £ TIZ 334 Flp %
FrX N, 2019 4F 11 AR RICE W CRAEEL BE X
Nz 29 60> 5, KEIKREEE 3 F%ERM L7 296
Bz el K ORI SR & Uiz, Bi%
Wi CRAIIE B 50 BB 50 1 1 AR £ T)
OFILE (FPH) 13171 H (29~323 H) Th -
77

T VEMRAT A 4R 296 Bl DT FITBER Y 12Tl
BEARTH DRSS (R, FEHoO
rRPE L 75 5%, #2 ALP 35 X O PSA Ol %
nzn, 271 U/L, 20.7 ng/mL Th - 7=, AFIF)0
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£3 FUEICE S EHEEZOFIURT

REMBITMREE (n=296)

- SO o0 1o Ao
S0C 2 PT nn%ug) 7nv<%u;>l ?(%u;)z s éuségi ﬁ%ﬂf\)
HERL 2K 146 (49.3%) 28 ( 9.5%) 62 (20.9%) 55 (18.6%) 46 (15.5%)
FIRICE S A ERS 21 ( 7.1%) 3 (1.0%) 3 (1.0%) 15 (5.1%) 10 ( 3.4%)
FIEICE > TmBESEROANR
GG S & OVE A R 3 (1.0%) 0 — 1 (0.3%) 2 (0.7%) 2 (0.7%)
iti 3 (1.0%) 0 — 1 (0.3%) 2 (0.7%) 2 (0.7%)
2§%£§E§ji}fifz;§gﬁﬁﬁw 1 (0.3%) 0 = 0 — 1 (0.3%) 1 (0.3%)
s 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
MEFH LY v/ A fEE? 11 ( 3.7%) 2 (0.7%) 1 ( 0.3%) 8 (2.7%) 4 (1.4%)
gl (R E) 4 (1.4%) 0 — 0 — 4 (1.4%) 1 (0.3%)
1 BRI 2 (0.7%) 0 — 1 (0.3%) 1 (0.3%) 0 —
ML/ R 6 (2.0%) 3 (1.0%) 1 (0.3%) 2 (0.7%) 2 (0.7%)
I e BRI A 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
R Fs & ekl 2 (0.7%) 0 — 2 (0.7%) 0 — 0 —
AR 2 (0.7%) 0 — 2 (0.7%) 0 — 0 —
(B T 3 (1.0%) 0 — 0 — 3 (1.0%) 3 (1.0%)
DA 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
Ao 4e 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
2GS N 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
PR & K O T A R 1 (0.3%) 0 — 0 — 1 (0.3%) 0 —
B 1 (0.3%) 0 — 0 — 1 (0.3%) 0 —
Bds L O IR E 1 (0.3%) 1 (0.3%) 0 — 0 — 0 —
IMiLfR 1 (0.3%) 1 (0.3%) 0 — 0 — 0 —
5, ik & CALE S HHE 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)
T i 1 (0.3%) 0 — 0 — 1 (0.3%) 1 (0.3%)

FEBLEI DN 1% KM DI E DL W e/ NI R 1 AL F TR LU

1) CTCAE ver.4.0 pBUIC X B &7 L — K &mRY
2) #ift GRfnERAE),

B 5l A2 d 15 ECOG PS 1 0 A2 70%, WHO =
BeBEERIm = 4 — 13 0 (BUREOEA L) 5 69%
Th-7

BOMRPLT v R oy R, bR O FiE R
EHTHIEFIENEN T1%, 43%Th -7, %
7z, BB T v R o T 32% OHERITCBE
A5 Tni,

2. FEIDHFEKR L PIEER

D AFloB SR & PIEEEE (R 2)

296 Bl 5 B, KA 6 o185 OIRFE % 5% U IchE
B (LA, T6[E#E5HEF] £9%) 1369% Th -

SOC : #EHRDHE, PT : FHAGE

FHIERIRAME, MR IE, A ERIAME,  LIERIRAME 7o & & 1 BEIIH £ 23 L 7z

Joo 1~5 5Tk UER (LU, [1~5
Bl 5REG] | &3 %) 9361 (31%) DHIEFRIT,
JFREDOAELTH 22%, AEFELORB 7%, %
D 3%Th -7 ZDfh (10 H1) OWR T
[RADTE| BN&En Tz ), 7ok, RS
DHELT | IZHEYERHMNIZIK D D TH Y, AW
Hi /s & OFF M 2 HIE B o it - 7

2) FIEIZE->T-FEFS (F3I)

LM R AT R R 296 BlIC B W CHEEERIE
49.3%1Z, BEITEFAI 26.4% 1258 BNz, Hikiz
EoBEBERIZ21H (71%) DB, FEH
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RFoat (vy 27 ¢ v 7 [EkRoh) "

FAIE BT EZ oy
Rl - -
7 ZH (95% CI p fE 7+ X (95% CD p fE
FEEEH 20 [@ELF (vs. 20 fER) ¥ 3.17 (1.84 — 5.47) <0.001
WHO =BRsbE = % — 1 Lh E (vs. 0) 0.31 (0.18 — 0.52) <0.001 0.46 (0.22 — 0.93) 0.031
ECOGPS 1LLLE (vs.0) 0.26 (0.15 — 0.43) <0.001
N—=ZF4 Y ~EZOF YV (g/dL) " 1.72 (1.41 — 2.10) <0.001 1.33 (1.04 — 1.70) 0.024
~N—ZF 4 ~ lognw (LDH (U/L)]" 0.02 (0.00 — 0.11) <0.001
N—ZZ 4~ logw & ALP (U/L)]" 0.06 (0.02 — 0.16) <0.001 0.12 (0.04 — 0.42) <0.001
~N—2F 4 ~ logn [PSA (ng/mL)]" 0.30 (0.20 — 0.46) <0.001 0.48 (0.30 — 0.75) 0.001
HIAHRAE 5 L7 v R oy VAl & (vs. ) 0.51 (0.28 —0.91) 0.023
RTVAREIE 8 ALY » Ko7 VEI2 /1Y A (vs. i) 0.42 (0.25 — 0.70) <0.001
HEEERE (LR A (vs. 1) 0.51 (0.31 — 0.85) 0.009
WHARE (LFRE 2 #1Y F (vs. ) 0.31 (0.15 — 0.64) 0.001
BIAKEE a2 Z2Fa4( K 4 (vs. ) 0.54 (0.33 — 0.89) 0.016
BINZIRETRES A V87 AR 27 A VU (vs. AFIN 1" 51 ) 0.40 (0.22 —0.73) 0.003

D 15% LA SR OER, Bii/e i DdH 5 (95%LL DT — 5 03 —=DDKIEIR D) ZERIIBE L S Lie

HBFRBOESWERFEILILE S 50— OB E T VAR AN

Availability : 0.750
IS BT C DRI CHIBEMRNT 21T > 745 R, o fial =1 0.851 Th -7z

2) OP AT 4 v ZEIG0H (RT v TOA X3k, AEAKIESYR) 3) WENELDIZD, Z—/S=ZF v VEIARRKN 2B L 4) 1Tunit EAHZD

5 TYHIVYINEIOTE T T o VERT AT VOEHINT NG FHERES LTSN TW A5G EER L

6) Ry XL IVBXOHINT Y ELVOHHANTNOITHARKEE LCEHINTWAGEEER L

7) KEl, TUYINYIR, TESTOUVEHRT AT, Ry Ftl, INCIFLIVOFIZENT, KEMTZ A VHICHERAINEZPTUFOLSIZ
T L7z AFIDYIENCAE A Xz CRFI S BRA RN 4 FIOMREN ) = KFIDN 12 54 >, AFIH 2 & B URBRICHHI N CRFIBGRTIC

fib 4 F DS B 1 FILL LA EHAR E UCHER I N = AFH 2" Z A LI

HEN 1%L ETH > =Dk, /R E 6 4
(2.0%), &I 4% (1.4%) BXCMAE3H (1.0
%) THY, RN EMFIBEEDHEERL IS
Mol HILILESEHEERELZDO7V—-FNIE, 7

V=K1, 2B LTZ7 L -3 ENEL, 15
Bl (5.1%) Th -1z, b, FILICE > HESR
G205 B, KHEDORRERNEEINIeh - =&l
TERNIZ 1061 (3.4%) Td>-7ze HILICE 5 72
CELT, AFUSNOERE L TED >TH DI
[[REHE | Tdh -7 (data not shown),

206 Blic B W CEREERES (BT, WE
1, BOHSEREZET 5 FL, AR FERiEET 5
BL @hIvy T AMEE) OBFEELIT 156 (5.1
%), BITEAIX 161 (0.3%) IZFBH BN, Pk
ICESTRERIEI ) -7, Iad, BEELIEDHH
hiz158lo>5, 78570 VBT 27 )V Opt
D - 7HEFNE 3 B (5B, BEMEOHMAILL
B, =PI Y I RO - FIERNI 2
(WIThbFEMEOIHLL) Th-7,

3. 6AEIRSEXRICEET 2BEETREFORE

&1, ¥4

1~ 5 [# 5AEFI I & OF 6 [l GAEG O 515 5
R 1VICRY, 6 BIFEGIEF &L, 1~5F#F
GREG DT A, PS 0 (1 ~ 5 B 5HER 49%, 6 [4]

B HAER] 79%), WHO —RFEERE = ¥ — 0 (22
n51%, 77%) OEIE AL, Gleason Score 9 ~
10 (53%, 45%), BB 20 8 (47%, 26%) O
#aoE <, # ALP RfE (426, 242 U/L), PSA
FRLfE (69.5, 13.1 ng/mL) IXEWHBIZH - 7=,
6 Bl 550X IR 2 R A FIZONWTC, B
BB XL EEMITIC TR LR 2R 4
WZRT, HAEEMITCERE CH- - RKTEHA
(BB BRIRTEBVTHY, EEEMT O
RCHLTHEETH->TZHHERR, X—ZX71420D
[TWHO =BMa =5 —0), [NEZ o Vbl
%8 ALP &M &K TPSAK(E] Td -7z,

4. 1~5EREEGE LT 6 EIREEFICEH T

SERRREEDOZEL

1) MR R R A E D 25 E)

1~ 5 [\ GREFIE K O 6 [Bl18% 5-FEF] O I 71
FER A O B A O R BIRN Z RS ITRT,
MEFHEERREMBOEK T2 L — K 3L oL
31 ~5EEREGEGTE < (1~ 5 BHREGAES] 29.5
%, 6 [IFEGAER 4.6%), WRE L TENEZBE
YEOE T (22 25.0%, 3.6%) AP TH -
720

2) # ALP & X U PSA 0 &1k

1~ 5 [EE5AERE K U6 818 5HEF O ALP
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£5 AHl1~ 5 EEGAEGIE X6 [ GAEGIZFH T 5 CTCAE 7 L — R I ML 5 I PR A A (i S s v
SRR H 1 ~ 5 [l 5ER 6 B4 5 ER
(n=296) (n=93) (n=203)
n (E&) n (El&) n (&)
FRAT R R AL 284 88 196
L 5 BT R A A i 5 JL—FK2 79 (27.8%) 28 (31.8%) 51 (26.0%)
4THEH DWW 71 —NK3 28 (19.9%) 21 (23.9%) 7 (3.6%)
JL—F4 7 (2.5%) 5 (5.7%) 2 (1.0%)
TR o S B 283 88 195
NI JL—FK2 53 (18.7%) 25 (28.4%) 28 (14.4%)
O
gl (NEZOELABET) g 29 (10.29) 22 (25.0%) 7 ( 3.6%)
7L —K4 0 — 0 — 0 —
ST S B HL 283 87 196
- JLU—NK2 43 (15.2%) 18 (20.7%) 25 (12.8%)
i >
LR B JLU—F3 3 (1.1%) 2 (2.3%) 1 (0.5%)
7L —NK 4 2 (0.7%) 1 (1.1%) 1 (0.5%)
fERT o S 1K 217 67 150
7L —NK2 20 (9.2%) 9 (13.4%) 11 ( 7.3%)
. NN
W RERERY JL—F3 1 (0.5%) 1 (1.5%) 0 —
TL—R4 3 (1.4%) 2 (3.0%) 1 (0.7%)
FERT 6 S B 275 85 190
. JL—FK2 9 (3.3%) 7 (8.2%) 2 (1.1%)
\ A
PR JL—F3 4 (1.5%) 4 ( 4.7%) 0 —
TL—NR4 4 (1.5%) 3 (3.5%) 1 (0.5%)

AT 3) K VG FEEEIG DY 1% K DI H A W I/ N 1 AL TR L 7Z
1) AFIB GBI TR~ 55 30 HR X TOMKBAIE D5 T xi% CTCAE ver.4.0 7HIC X 57 L — FTHEHL

BXUPSA D=5 4 Vb DEAKROHER
K123 d, FInN6BIROFMLT — 71
F6IZR L7, B ALP OB LR OFRMEIL, 1~
5 [ GAEFIE X O 6 B SIEGIVTNICE N TH
N=Z2 T4 UNBDE FHARRH BN, BIZEHIR
BXnTnzr (K1), 6E&E5EGO T 128
IZEWTALP K F2ERD 657 (ALP Z1EEK <0
%) SEFIDOEIE D E <, £72 ALP Velocity (ALPV)
DUNE W (KTFEENKE W) gk
(%6), — 5 PSA OE LR DO IAEN, 1~ 5 0]
B GER & B L, 6 B SREFI ClER—2F 1 >~
MO O EFMEIVNZ WEAD, EEIAE 2 U CBl
ZaIh (K1), 128ICEWTPSAKT 2RSS
NISEGIOEI AL 6 Bl GREFR O T &<, i
PSA Velocity (PSAV) 2VhNE W (EFEED/NE
W) R R E N (K6), 1~ 5 [H#EGAE
BXO 6 BIFEGAEFIZI 1T 5 12 #HFFD ALP 2 b&
(FfiE) EZ2NZN—10%dE X — 20%, PSA
ZAbHR (hRfE) ZZNZEN 151%E X 24% T

f)of:o

3) {aFEF I ICBEE# S 5 PSA 2R ORE DG
B (&5 12 8FET) O PSAZLEREZDED
TaIE IR O BN 2 BRRICHET T 572012, 1~
5[5 # BAER, #5% 4, 8 /213 12 8K0
PSA ZALER A B IAZER & LU CIER L 7= ROC Hifi %
2259, 35, X—2ZFA(  PSA {H% A%
BE LB O>WTd, 3FLLTR2IIRL
Too TG54, 8B X128 D PSA B %
AR E LI-BEOROC #HifE O AUCIZZNZE N
0.618, 0.736 &£ 110.784 ThH 1V, &7z AUC
DEIZES < FHIEO BZ (0.5~ 0.7 : THIRE
HIPERIZMR Y, 0.7 ~0.9: FEE 09 F: &
VW) AR E 2 B &, WRIETRIRIC T S T HIEE
1, 43K PSA ZLRITK <, 8BEKFE K U128
f PSA Z L RIZFPEE LRI NIz, ads, T
CEENDT — YR KRR TR S8, AUC
EDHBILHE YT, £/, 8HEKRE KT 128
f PSA ZALER O RiF oMl (RfEL ECHE
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REXUHEBEOEEEIEL T\, AT, H
K TOEBER FIZEH T 5 Ra-223 O B A 45
B (296 I, BIZHART 6 HH) XV, HFERIZAKHF
6 [l ¥ GHEF] & 1~ 5 el SHAEF DR 12D
TRBZELZEHHIZ, PR ->-HERS
RGO OEERRAE DAL s & DG 24T -
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SHEH, AH 1~ 5 EERGIEAE X U6 B GIEFICE T X=X 5 1 16 Of ALP I & U PSA DZE(LEOHERE

RO TR FIZIB W TAHK 6 a8 5- DR #E % 58
ZELDIX69%THY, Eiadi-IHihidREAoE
b CHoTee FILICE S EHERELZORIE ST
71% TH Y, WIORI X BEPIEOME (Hik
CESTZREITER 1 6%) Y L KELEDS RN E
RTChHoto PILCEST-HEELZONRELT
W, BEEEIAELZEZ LD TH - (3.7%), AK
D6 M EFERICEET 2 ERNTFELTH
N=Z2F( VONEZ OV VEENEEN T D
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&6 A1~ 5 M EGAEGIE £ O 6 MIBGAEGIRI Df ALP & X T PSA D41k

1) # ALP
Rl 1~ 5 [ #% 5-5EGI 6 Bl GAE G
(n=296) (n=93) (n=203)
n | HFRE oMl SAME | no | FRE OR/ME, SAME) | n | Ao /M, oAfE)
N—2F 4 ALP (U/L) 267 271 (76, 4761) 84 426 (81, 4761) 183 242 (76, 1834)
4 38 235 | — 11 (— 72, 132) 73 | —12 (=72, 132) 162 | — 11 (— 72, 101)
8 225 | — 17 (— 78, 263) 59 | — 11 (— 76, 263) 166 | — 17 (— 78, 56)
12 4 207 | — 19 (— 82, 459) 43 | —10 (— 78, 459) 164 | —20 (— 82, 73)
ALP 283 (%) 16 38 184 | — 17 (— 83, 247) 23 | —23 (=80, 247) 161 — 17 (=83, 74)
20 A 174 | — 18 (— 85, 382) 11 | —29 (— 74, 382) 163 | — 18 (— 85, 101)
24 8 123 | — 20 (— 86, 147) 2| —16 (— 83, 52) 121 | —20 (— 86, 147)
VAR T I 262 | — 16 (— 86, 459) 80 | — 14 (— 83, 459) 182 | — 18 (— 86, 147)
JRHT R G AE B EL n =207 n=43 n=164
A <0% 78% 63% 82%
12 ERALR [<—30%] [30%] [289%] [319%]
BEOMM @S 0% = <100% 20% 26% 18%
100% = < 200% 1% 5% 0
200% = 1% 7% 0
ALPV (U/L/year) 5% 0~ 128 | 274 | — 171 (— 8569, 65354) | 84 | — 139 (— 8569, 65354) | 190 | — 174 (— 5374, 2187)
2) PSA
SRER 1~ 5 [A1#% 5-5EGI 6 B4 GAE G
(n = 296) (n=93) (n=203)
n | HFRE Go/ME, SAME | no | HRE OR/ME, AME) | n | FOE GR/ME, RoAfE)
~N—Z 54~ PSA (ng/mL) 252 | 20.7 (0.0, 5800) 77 69.5 (0.1,5800) 175 | 13.1 (0.0, 5015)
4 38 211 17 (— 98, 921) 64 26 (— 73, 682) 147 11 (— 98, 921)
8 205 27 (— 99, 3761) 52 99 (— 83, 3761) 153 14 (— 99, 1636)
12 4 187 46 (— 99, 2291) 36 151 (— 58, 2291) 151 24 (— 99, 2286)
PSA ZE(bE (%) 16 38 169 49 (— 99, 4203) 18 163 (0, 4203) 151 36 (— 99, 3329)
20 A 159 57 (— 100, 3336) 10 185 (— 54, 634) 149 55 (— 100, 3336)
24 8 115 73 (— 100, 4821) 1 108 (—) 114 71 (— 100, 4821)
VAR T IR 247 83 (— 100, 4821) 74 133 (— 83, 4203) 173 59 (— 100, 4821)
JRHT R G AE B EL n =187 n =236 n=151
A <0% 29% 6% 35%
12 8%t [=— 30%] [18%] [6%] [21%]
BEON HE) 0% = <100% 37% 28% 40%
100% = < 200% 18% 28% 16%
200% = 15% 39% 9%
PSAV (ng/mL/year) |#5-4% 0~ 12 | 270 20 (— 2492, 61955) | 80 478 (— 2492, 61955) | 190 5 (— 2198, 29881)

ALPV : ALP Velocity
PSAV : PSA Velocity

XU PSAKIETHY, BEDWHNT— 5 128KS<
WG &R OFEIMEFONT, BHEEN
72TV, f& ALP %@ PSA AMEE THIZIRHE O
WL ZNIEFEHET L TEHT, KRk E DEEIKIE
KB < W CARIORERG L2 E, &0
6 [ # 5-DIEF A 5EE LT 0 E N DRI, AF

TORBIINBEE 2 H T 2BETEITARNW &
bEEZDE, TNOITHEIERFEORENICE W CE
BREETHDLERBIND,

AHFINZ 1 18] 55 kBq/kg % 4 38 I fE C & K 6 (1]
EFTCOELGTHEH, BIEOHEEXUCHEITST
FHEER D & MAHEER OFS R (51 ~ 276 kBq/kg D
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1) 45885 PSA &L=

1) X—=2ZF 4 » PSA fHD ROC iz 4 & L CORL,
N—=2F A~ PSAEDICIE, X=X T4V PSAEDT — ¥ WHFAES DIEGINE £ 5. 4 #Hike PSA LR DM TIE, 4 #Hike PSA
HALRDOT =9 BFAEL, D OZ DR G TR GMET OIEGIN & £ 5, 8 IR PSA 2L DM T, 8 HIKF PSA ZHLHED T — 4 H
AL, 2 DZ DR THRGASE T OIEFID & £ 5, 12 8IE PSA ZALRDFENTTIE, 12 K PSA ZLR DT — 9 DEIEL, D%
DR RITHR G DIEGIN G EN D, BREADRITICEEN D n B R 5720, &ReaToO AUC ED B #ET) Tl
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0.8
0.7
0.6
0.5
L 0.4
0.3
0.2
0.1 |
0.0 L L L L L L L L L )
00 0.1 02 03 04 05 06 07 08 09 1.0
1 — 4 52
4 I PSA 2 (b
SRR G B 211
AUC (95%CD | 0.618 (0.531 — 0.705)
[ if 19%
3) 12 E8F PSA Z{tZ
1.0
0.9
0.8
0.7
I:E‘Z 0.6
0.5
E 0.4
0.3
0.2
0.1
0.0 L L L L L L L L L !
00 0.1 02 03 04 05 06 07 08 09 1.0
1 — 4 2
12 JEFE PSA 21k
FRATT R R B8 187
AUC (95%CD | 0.783 (0.703 — 0.863)
[=4fiEd 76%

2) 888 PSA ELE
10 ¢
0.9 t
08 t
0.7 t

0.6

0.5 r

1

0.4 r

0.3 r

0.2 r

0.1

0.0

0.0 0.1 0.2 03

04 05 06 07 08 09 10
1 — F¢ %

8 W PSA ZE (bR
LERSEIE:N 205
AUC (95%CID | 0.736 (0.656 — 0.817)
R fiE 61%

4) PSA R—ZS54 UE

1.0
0.9 r
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0.5
0.4 r
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0.2 r

0.1 r

0.0 - - -
0.0 0.1 0.2 03

04 05 06 0.7 08 09 1.0
1 — f 2

N—2Z A~ PSA
IRSEX: 252
AUC (95%CI)  |0.772 (0.710 — 0.834)
ESf[E 31 ng/mL

[ 5- T3 & IR SR S N e - 253,

X 2

276 kBq/kg CIZAEFLREE A1 E < e A A
DRSO BN Z &, KEIR 5% O MR FHIBRAED

BEF I & PSA OBEM: (ROC HhfR)

&N & EOHER,
5 CHRER OS R & RIF R BAEMEN

55 kBq/kg DIk 6 M & TOHK
manez

Liny) IZESL<, BRITAHBRETIEIH LM, 1~
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Abstract

Background: Analysis of the 6-month observation period (primary investigation) for post-marketing
surveillance study of radium-223 (Ra-223) revealed that the safety and effectiveness of Ra-223 in real-
world patients were generally similar to known findings with no new safety concerns. The dosage and
administration of Ra-223 is 55 kBq/kg at 4-week intervals for up to 6 cycles, and previous reports have
suggested that treatment completion of all 6 cycles (6-cycle completion) is an important factor for the
benefit of Ra-223. Since the decision to continue or discontinue treatment should be made
comprehensively from the balance of its effect and safety, it is important to understand reasons and
patient characteristics for treatment discontinuation. Therefore, we performed an exploratory analysis
using the results of PMS about pretreatment factors and posttreatment data associated with
discontinuation and 6-cycle completion

Methods: Patient characteristics, treatment status, and the occurrence of treatment-emergent
adverse events (TEAEs), were examined for patients discontinuing Ra-223 after receiving 1 to 5
cycles (1-to-5-cycle group) and those completing 6 cycles (6-cycle group). Multivariate analysis was
performed to investigate patient characteristics associated with the 6-cycle completion. In addition,
percent changes in total alkaline phosphatase (tALP) and prostate-specific antigen (PSA) values were
evaluated in each subgroup to examine the threshold for percent change in PSA values associated with
discontinuation of Ra-223.

Results: Of 296 patients in the safety population, 93 patients (31%) received 1 to 5 cycles and 203
patients (69%) completed 6 cycles. Common reason for treatment discontinuation with up to 5 cycles
were progression of primary disease (n =64, 22%). Common TEAEs leading to treatment
discontinuation (n =21, 7.1%) were hematological TEAEs, including decreased platelet count (n =6,
2.0%) and anemia (n=4, 1.4%). Regarding patient characteristics associated with 6-cycle
completion, “a WHO'’s cancer pain ladder of 07, “high hemoglobin levels”, “low tALP levels”, and
“low PSA levels” at baseline, were found in the multivariate analysis. While the median percent
change in tALP values was decreased from baseline in both 6-cycle and 1-to-5-cycle groups, the
increase in median PSA value from baseline was smaller in the 6-cycle group than in the one-to-five
cycle group throughout the observation period.

Conclusion: A total of 69% of real-world patients in Japan completed all 6 cycles of Ra-223 treatment.
It was considered that patients with characteristics not suggestive of disease progression were more
likely to complete 6-cycles, and probably it was brought by minimized treatment discontinuation due
to AEs and relatively stable changes in laboratory values.

Key words: radium-223, castration-resistant prostate cancer, bone metastasis




