20224F6 A k7T (BB 1hR)

Br ik EiRGA
AR - 34

BISTARAR A <4 S PR E S EH|
A7 B8 [ B L TE)
BAERS 7 FED)LORENRIESE

FIES)VODs25. 54,
FIES)VOD%50. 4.
FIESVOD%75. 4.

NAFTOPIDIL OD Tablets

BAEERLSEES
87259
2bmg 50mg 75mg
EEES | 22700AMX00429000 | 22700AMX00430000 | 22700AMX00431000
AR5ERAMA 201546 A

H) EE-EMEOLGEICIVEMRTLZL

LER (ROBEICFHRELAEWVWIL)
AFHN DR UBUE OBLERE O & % B

3. #HRE - MR
3.1 #Em
Wini, F7 rEVIL F7 hEUL F7 rEVL
- 0D5E25mg [#54k) | ODEESOmg [#5hk) | ODBETSmg [754K)
BRRsy | BRFT7Z bEVV | BHRFTZ FEVL | HRT 7 hEVL
(18EH) 25mg 50mg 75mg
S D-vr=h—)b, JRAKRE RS, AZTABT IV
" VBV IRV YL ATT Y UBY SR L
3.2 RE DMK
Winis F7 RV F7 rEVIL F7 hEVNV
- 0D5E25mg [754K) | ODEESOmg [754k) | ODEET5mg 754k
balbiA EIRA D FhE
3 =R
o~ [ren\
N 77/ \!78 /
b4Sia
= (50 | (75)
— — —
B (mm) 7.0 9.0 10.0
JE X (mm) 3.3 4.1 4.9
B & (mg) 125 250 375
Wl — R KRM176 KRM177 KRM178

4. BHEER [EZHR
BISLBRARKAE 4% 5 HEFRIER

5. BHEER FXNRICEIET HER
AN L DIHFTRAFIETIE 2 < IHERIETH D 2 LIl
B L, ARG L0 RS 220 R 05 5 0GB ITIE T
FRIEE, OB RLE L EET DL,

b. AERUVAE
WE. FAICIZ T 7 FEYE LTLHLEng L #&%5 2 bk
B, EBPARTS 7RG AT~ 2B ORI % B T50~75mgi
WL, 1HIERZROEET 5,
ek, JERIC K 0 E TR T 53, 1Hm &G &IX75megE T
LT 5,

. ERGERER
8.1 RLMERIIER H Hbn D 2 EBd DD T, RAE#HICLD
MLEZAGIC BT 5 2 &

8. 2 AFI OGN T B AR, SRR E IS
KHOEWV, UHLLLARERHLDLNDZ ENHDHDOT, EiHE
¥, BEHEOBERELAREF OFEZIHET 2HEAICITERS
HHZ L,

8. 3 AFHIE 5 BALARFICRERI B 5 OF WIZOWCHBZ 21TV, B
ERINES- SN TV A A ICIRMERLICERZ L, MEETA
BN &I, WEXIHIET S Sl e @& AT ) 2
L, [10.2&08]

L. HENEREHTIBEICEHTIER

9.1 BHHE - MEEFOHLBE

.11 ERGLRBOSHLEBE

R 22,

0.1.7 ERGROEREDOHSBE

BB 20,

9.3 FFAERESRE

s NP Uy S i S h i HE AN A2, L BE b B AR h
RAROAMEICHIN LTz & OWENR B 5,

9.8 FiE

AR (B 21312 6mg/ H%) N ORGAMMT 5708, BE
DRIEEBE L AN HHEICHET D2 &, ARNE, EL LT
FFI & R S B A%, il E CIAFEEZME T LT s 2
MENT=s . PEIEASRAE L, i P 2SR 5 B2
b5,

10. E{FA
10.2 SFRGERE (BFRITEBS S L)

HEHN4 B ARSER - HEE AR Wy - AT
FI R A R LA 2S8R 3 5 | ARFI R OVF KD+
[ SR BENDH DO T, | EFABREWZH BT
[8. 3% #] WET 57 RS [EAT 5,
HZ L,
HRARTZ AT | JEAICE D | SEEN | 2h o2 g IERIER
T —E5MEMEM | IKMLER S b s [ ICLABEERZET
AT 5 HA BENWRH D, L7, PERIC XV
VIVT T ¢ EAERZHRT 5%
V7 PR nndH s,
NIVTF T 4
v Y B 3 K Rn
%
11. B4R

WOBHWERN S bbb ZENH DD T, BEE H0ITITV,
BENRO ONHAICIIR G 2 Rk 5 7 C Y 2 g 21T
52 &,

1.1 EX%AEIER

11.1.1 FFigeERESE. |E (W)
AST. ALT. v -GTPZED 5 % 2 IFAsnakE
HIENRHD,

11.1.2 &, BEEE BWHERH)
MRS T2 D —@EOBEBRERER S bbb Z End 5,

PN B b b



1.7 Z0fDEIER

16. 1. 2 &Y EHRSHEHER

(7 b EYIVODEETSmg TSR]

F7 METILODEETEmg T AR) &7 U /N R0DEETSmg % 7 12 A
F—N—iRlZ kv ZEhERE (7 hEPLE L TT5mg) fit
RN B IR AR O 5 (k72 L CIRA R OUK TARA)
U CHn s p R (LRI 2 JE L, 5 DN R BE T A —
% (AUC, Cmax) \Z DWW THEHIRNT 21T > 72, K72 L CTIRA L
LEITREM /ST A — & OXHEAE O IO 7 D90 %o (5 FE X [ 23
1og (0. 80) ~log(1.25) DFPHNTH V . WHI DAY FHIFSME
WHER SNz, Fio. KTIRA LSS T A — X 0%t
BAE D FEMEDFEA 10g (0.90) ~1log (1. 11) TH Y, Ho, &H
BRI HZEE AR L TN D 2 & s b WA o0 4 0 TRl A5 1
MR S ni=?,

0. 1~1%A1 0. 1%AH B A
JEHECRE B2 T O, RIS | ZIEABE
R (OEV - 55 | BEK RR, H|EAR—v &
DX, B |B. LU, B|T5
SHE e, DR EE
PGB SMH L B A B, IZTY ., AR
AR R (A8 LA |
L AREN )
b B AR, | EH, B, &
T oo WM I
7. &
JF ik AST, ALT® b |LDH, Al-P®D E5H-
=5
k73 i INRER
5 R i H T BR AR
1K T E 5 B
(IFIS). fo
L
Z DA, PR, RREE, B LM bR E .
#, IRBZE, H | i
0. &P, P
P

) BB A St

14, BERLEDZEE

14,1 FEFIZZFBEOEE

14. 1.1 PTPREED AN IPTPY — b 226V HH L CIRAT 5 & o
REST 52, PTPY— FOBRICE Y, 8O S Bk
JEA~HIA L, BICIEZEILE B Z L CHERG R 55 o B 72 A OHE
BRI ENDH D,

14.1.2 AANTFDO IO T Z2RE S5 EfET 5720,
Kip LU CRARTRECTH D, £72. KTHRATIZ L TES

14.1.3 AANIET-FEOWRETIE, KL TRHISERN &,

15. ZDDEE

15.1 BREREEAICE D <18k

15. 1.1 kA (77 Y v U igR) 8 k0% oo Bk
WeAg . I K& O Ofth 0 BRI 5 0 A BE 2 D & 2 &£ B
T, SRS REEFHIR R AN L ORERH D,

15. 1.2 o GEEWrERA IR H XUE BICIRARBR O H 5 BEITB W
T, o EWIERIC X D &35 2 B T I3 BRI s e

(Intraoperative Floppy Iris Syndrome) 23& Hbivd & d

WERD D,

15.2 JEERERAAERICE D < B4R
P EER (=T R) [ZBWT, 300mg/kg/ B (FEKE KA ED
#12000%) Z24EMR OF G LI2Ga . M CILIRIEE O R AL
MBI LARICEM LI EORERDH D, £z, T A
WRIARZTTERREO®RE LSRR, g7 e 7 7 F 0kt i
B L EH LI 0oWERH D,

16. EMEEE
16. 1 MmeEeEE
16.1.1 BEERE - RERS
R AT 7 R E D25, 50% TM00mg™ % 225 I B[]k
AL Lzt &, TROTFT—EZB/ELRTNSY,
#16-1 H[EEHREOIY 1 F 08T A —H

25mg 50mg 100mg™®

Tmax (FERE) 0.45+0.21 | 0.75%+0.71 | 0.65%+0.22

Cmax (ng/mL) 39.3+10.3 | 70.1%32.9 | 134.8%55.8

Y (KR 15.244.7 | 10.3%4.1 | 20.1+13.7

(=5, -+ BEE(f )
E70, 1ES0mg % | F 2RI MBS 5 &, il
BB B CERARIBIC i L2,

— K72 L CARM —
#16-2 HEPYBRENRT A —XF
AT A—X SBEIINT A —H
AUCo-24 Cmax Tmax ti/2
(ng+hr/mL) (ng/mL) (hr) (hr)
F7 bEVMD 296. 3 113.6 0.9 6.4
¥ETomg A4 +139.6 +75.9 +0.8 +4.2
7 J N 20D 295.7 132.6 0.9 5.7
$E75mg +138.4 +116.5 +0.9 +5.9
(Mean=S. D., n=49)
(ng/mL)
250
—@— FTRE T LODEET5mel &I
-——-O-—- 71)/XA0D$E75mg
% 200 Mean=+S.D., n=49
$
+ 150
2
5
4 100 f
=
=4
50
0 L L T T 0
0 2 4 6 8 10 12 14 16 18 20 22 24
5% D)
X16-1 M~ bR
— K CHRA—
#16-3 FEWENHE T A —F
PN T A—% BERT A—H
AUCo-24 Cmax Tmax ti/2
(ng-hr/mL) (ng/mL) (hr) (hr)
F7 bEVMD 275.6 148.9 0.5 7.8
$ET0mg [754K) +87.0 +56.6 +0.2 +5.6
7 J N 20D 263.0 137.0 0.5 8.0
$E75mg +098. 1 +68.5 +0.2 +5.3
(Mean=S.D. , n=40)
(ng/mL)
250 -
—@— FTRE T LODEET5mel &k I
-—--O--- 71)/\R0D$E75mg
;ﬂgl 200 Mean=£S.D., n=40
E)P?
+ 150
7
E
£
< 100
L
b3
=
50
0o I | 2 T T o
0 2 4 6 8 10 12 14 16 18 20 22 24

%5% DR (hr)
X16-2 Mg 7 b EUAHRE
MAE L B ONCAUC, Cmax D /85 A — X 1%, #EBRE ORIN
IR DB EL - BRI ORBR R K-> TR D /RN D
%o



16. 2 IR

16.2.1 BEOTE
HERERR A IZ T 7 b B UL 50mg & 228 I K VR 14 1 B EIRS O % 5
T2 &, Bem Mg PRI B B RERE X 2 200, T5RFRH
K2, 200 TH Y . ABEKRE CRIET 2MEm AR L, MESP
TR — ERRE R T EBNIZ TN R L722S, B MLTE s
K OVEIRAOFRINCEL R’ 72K, 77 hED L ORI KIE
TEREOEBIID R N-TD,

16.3 £

16.3.1 EAHEAE
fERERL AT 7 P B A100mg) & ZEfgRr R Q&G Lz &
E OMIFEARAFIL8. 5% TH - 729,

16. 4 ¢35
FEEMRHOSNT, REMEDO IV a0 VEBRAERTA FF Y
7 = = VDO KEEILTH T2,

16.5 HEfit
HERERR ST 7 B E D125, 50K TN 00mg™ % Bl & 5. L
7o & & OF %245 F TORPREMARIERESR TV Y
0.01% L FThH -7,

16.8 =Dt
(7 F ¥ N0DEE25mg TH4K) - 77 b BV L0DEESOmg [ 45
1)

T 7 FEYL0DEE2Smg (54K KOV 7 kB L0DEESOmg [

MRk T EANE 7R 2 0% 1 [ 85 o A ) 2 ) [R) S R 5 R AT

A RIA) ICHESE, F7 FEUL0DEETmg [H5hk) A FEuE

AL Lz b &, IRHZEEINE L, EWFENICR%E L g s

o,

) AFIOAR SN HE - BRI, T@E., kAiEF- 7 b
ULl LCLALRImg X D #5205 SRS A+507%
Y131~ 21l M o R % 331 TH0~T75mglo i L. 1A 1[A]
BHBEOBREGT D, 2B, ERICK O EETHEBT 28, 1
A 5 ®IL7megE T 95, THD,

17. BRER AR
1.1 EERUREHICET 58
17. 1.1 EREEERHAER

HREER, vad - I7 2BE (RRREE. FHREE
) IZBWC, ARKGFEHN» SEEREESHBO b, &
B R AR % Te496 61 O BR IR RBR EGE O B RIILL T o &

BYTHBHIN,
F17-1  ERRBEBROUGESR
B E R (dag) Uhb)
— R AR RABR 58. 5% (234/400)
T EBMRIIRGR 71. 9% (69/96)

51z, BEHBEHIB30HICHBWT HEE LIAENZED b
-7,

18. ZshFem
18.1 EFIBHF

o 1752 BRHEIREE A I3 & BT RRER S OVRAE 54T 9 5 A2 e
ROBIEZBM L, RENEZIET S, BZRIEREICHE S
PER B 2 S 58 9. 10~13)
18.2 £ FTOEA
18. 2.1 XREMER o REKICKT 2HMNE

b MRS A & N S A RS A 225 T
FtEE R LY,
18.2. 2 RUILARICX S S 1EM

a1 ZERIEENERIC K 5 v M A7 AR A O MU 2 il L
729,
18.2.3 HREEREER

BISERRAE KAE N FE 5 PEIREETE BE 15 2 B AR SRB BRI C B
T, RARRERSFIE R OR/NREEISAEEICKT L, &KR
HiE R OV RS A IS L=,
18.3 BMITOEA
18. 3.1 RIALAR. RERVEBEBR=ALRI=T 2/EH

o SERBIEBHIEIC X5 v P SRR IR, JRE K OB =435
ST O UL A4 L7212,

a 1 ZFE~DB

18.3.2 REREIZXNT SR
IEFRERIE 7 2BV T JRENLEZ HRBEKFHICET S8
7212, R TRV TIE, o A RIERNSEIC X 5 ME B
WZxHF 2 HH L 0 b, RIENE ERA BRI L2,

19. HRIR S 1T 2 B{EERNMR

—{%x4% 7 hEUL (Naftopidil)

154 (2RS ) —-1-[4-(2-Methoxyphenyl) piperazin-1-yl]-3-
(naphthalen—1-yloxy)propan—2-ol

313 1 CoaHosNoOs

4y T8 1 392,49

R BEORRMEOmETH S,
MEOKFERRIARD TR0 < N, V=Y A F LRV A
7 X RUTEEEE (100) ICHEITFd <, A¥ /—L X
WImH =)L (99.5) IEITFIC <, KiIZIZFE A EE
DRAYAN
FI Lo THha Lkt L 725,
N, N=-U AFNHRN LT I REEIR (1—10) 1354
RERN,

(b=

FUBIG R
BlS : 126~129°C

20 RIELLDEE
SFEBRE LI L CTRRIFT D 2 &, AFNDEIC L W ERT D
ZERBDL, BALELOREHALRN L,

2. a%
(F+7 FETIL0DEE25mg T2 # 1)
10082 [108 (PTP) X 10, FZIEAIAY ]
50088 [108E (PTP) x50, HiM&IA Y ]
(F+7 FEZILODEE 0mg T&FHKR1)
100%E [108E (PTP) X 10, #Z/AIAD]
50088 [108E (PTP) x50, HME&IA Y ]
(7 FEZILODEETSmg T HK1)
100%E [108E (PTP) X 10, #Z/RAIADL]
50088 [108E (PTP) x50, HME&IA Y ]

23. FEHk
1) FEAHD : FEARIESK. 1992;8 (Suppl.3) :11-29
2) ¥a—U U AT ¢ AEASHAENERL
F 7 hEUL0DEE25mg [ 4K) « 50mg [AHK] « 75mg [
1 DAY FN [ BB B9 5 B )
) SEMIORM « ERERIE K. 1992;8 (Suppl.3) :3-9
) RAURSE M - V8 B ARWREREL. 1992;54 (5) :697-710
) Ll g o B & BRER. 1997531 (3) :1315-1360
) sl ERARIE K. 1992;8 (3) :1699-722
) LV ACHLL - WARERSMEL. 199255 (4) :359-363
) Yamada, S., et al.:Life Sci.1992;50 (2) :127-135
)
)
)
)
)

© 00 9 O U1 B~ W

L AM : WASRESFIFLEE. 1991;37:1759-1772
SEJNETR V8 H AR HIWRERE 1991 ; 53(4) : 572-578
Yasuda, K., et al. :Prostate. 1994;25:46-52
FREEARRM - SKHL & 7RI, 1992;20 (2) :375-381
Takei, R., et al. :Jpn. J. Pharmacol. 1999;79:447-454
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26. BERFEEES
26. 1 SLEHRSET
Fa—U U AT ¢ RS
‘& LV G T 2 885 % Hh
26.2 BRSET
RIS
HORER T XA [ BATR & DU T H 63 1

F

SR TT

FI-VIJUAFLIAHKEH

ELUERmHEMmAKSSS HFH

B 75 5%
EMREKRIAIL
ST (O AT AT EORS

1.1 2306A



