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;égu&gﬁﬁz fEFER A 7 14 31 1At
% " i WL 11 R, R R
I B DA T S R OB A O B, %%
i ggﬁi‘z sy | PEFERAT 24 0 Vet
#* i i WA O P2 53, S M
% | orore s B LA T S R A O BN, Je e
@ﬁﬁ%igﬁﬁi/@%mk%¥qom Dl
e i R B 5 ER( EVH 7 AR, R R
T IBE SRR P 5 PRI FEE (2 kh 5 % %
" e e DA
535 A T B 2 “ﬁfﬁkﬁkﬁ?%ﬁ&m%ﬁ — R AR LI © 75 )
289 R A AR 1 12 B BR (1 [/ H 4 A ).
4 FEER
B IR L O S d i - e L5 hcs
" PR F 24 I DR
5 | CEERE W”ﬁmﬁﬁkﬁ9ﬁﬁhmﬁﬁ BB BRI . 752
0 244 HRMPERUAIERE 1 4 5 3B,
i (1 [E/H 4~6#E)
~ EMBEFF ORI 27 o F 7 Fu s o Hl L O
; ‘ _ R 2 e 350 5 0D L e B OV S 00 5 50 5 00
BTN RRE CHE N £ i "
B B b L 3;§Ekﬁbﬁoﬁﬁh & .
e BT AR 1 £ 538
(L[El/H 16 38F)
R R 130 gﬁgﬁfg&j“ﬂﬁéﬁ%&gﬁ@ﬁ%@
RIS (NTIRAEICHE . BRSO, | 0 b s et 1 3 5 3080 (1 [/ F 1 40D
o) IEE B
2) NJLF—ILD R
A, o
HyEhesER SNV =)L D BEE VT — Ll S L & O AR R S




V. ARICEY HER

(2) BRRFIEFRER

1) BEE#%E5HER

@ FLEEEHEEE SRR Y
R N B E 14 Bl &2 %50, 2 LA v v R FLBERSH 0.05mg, 0.1mg, 0.2mg Z#E & T HEIE G L
7o AERL BAMDZIMIE « ARFAEIZIX 0.2mg £ TIIRE 2 EETA DN o703, 0.1mg LA _E TN I+
DR T & SENCARFAER DA FRD BTz, EMERIEX 7R T 764 1 H12, 0.1mg T4 i+ 1
Bz, 02mg T4 Bl 2 FlZA LI TEBENVRICE D IRIE L7z, £z, 0.2mg 512 L0 RIE O FED
R U, Z2oft, OER, ERRAEEICITEEL RIF S RhoTz,

Q@ TR F BEEREHER Y

RN B 24 Bl 2t G, X LA v v RIS MERAI (N v — v 72 L)% 0.1mg, 0.2mg,
0.4mg, 0.6mg HEHE A G L7, fER. BALILE « FRAAEICIL 0.6mg £ TIXRE REBIA LN >
7273, 0.2mg LA _E T E DR T & SEAARFEEL O A FR O Hiv 7z, SR EIE 0.4mg T 4 5l
1 B2, 0.6mg T4 FlH 2 FlCA LT, WL —ildE CEARIZ X 0 ERIZEE Lz, BRI A
2B W T 0.6mg 550 4 Bl 1 BN OEVERISMHE DY 7 D AL T2 DISMC B E T RIS A vz o 7z,
BRI DOV TIE, 02mg & 5-0 4 filH 1 T HMERE OB 2B 7223, FH5RZRICEE, £ 0
WO REEEZANLEAND > 722, BRANCRIEIZ 20> 12,

IAFIOAR SN BIEROAE @, RACITZ LA U S LT 02mg 2 1 B 1 BIR%ICRA#ES5S
%o, 7e¥s. . SERIC XV EEMET 5,

2) REH®REY
fERERR N B 10 Bl 255102, 1 B 1 BEEFR% L — 0 7R 02mg & 2 0 7 v, 7 B kR
A5 LTS, ARG, BHEREDS 1B, SERAY 1 B, SPAREAS 3 B, REEBAS PRt 1 6, NEEA
FEARDY 2 B, FEED 1 B A DAL, M)E - JRHE - RIE - OFERICARICEIT R o 7o, o miEp
REACARREOMATHIAR L 0 . AANX 1 B 1 BRGS0 ETH Y . DOFBREENR2N D EPRE X
iz,

FEVARN DA S A7 R R OV & 3l RAICIES Ax v I e LC02mg % 1 A | BRBICRA#EST
Do TRF, AR, SERIC KD EEIET D,

(3) AERIGIFEHRAER

AR 2 AL AT ) S S 3R S

ATSZBRAR RIE NS © PEIR IR E 25 2 2 HBF 289 il &6t 12, /~ v —/v 71 1 H 1 1E 0.1mg, 0.2mg,
0.4mg O 3 HEKX T 7R 2 MW THlER% 4 B ARG L ZEERARIZBENT, "= 7
YL DOA X 0.2mg £ THEKFESZ Hh, 02mg & 0.4mg TIRIERI%ETH -7z, HREIERGEE X
9 IHH (E-MPER I, &HEIPER AR, REUERE, PERBIAAOIEIE, FRIEO FWT, KRR T, RO
IMEEBYNDIR T, HERIE. BRI DOZEACICES O T EBENHE Lz, TORE., 04mgETF I +®
AHECAE DM (p<0.)23F8 O BTz, AT RUEGEEIL, RITHE K OFRR EOZEIZE SO TEIREN
HIE LT, ZOFER, 0.2mg Bf, 0.4mg BE TIRIFRZEOMAE TH Y . 02mg B, 0.4mg & L7 7 B ARERC
LA EIE > TW2(p<0.01 KT 0.05), HREIERSGERE K ORI AUGEE 2 G L CHEIRENHIE
L 7= kR 1T, 0.2mg B, 0.4mg B CIRIFRS DO TH > 72, BIEA KR OREFEMAE KGR £ 2 RS
U CERENHGE LTS Z 2, HRIRAEITRD b h oo, BRSGEE E IS Z 2 E 4 HRE L
TEIBENHE LA RMIL, 02mg B, 04mg BETIZIERZORE TH Y . LLEOERH L LF—1
7BV OHEIL02mg NS ThH D LB ST,

EARFNOARBINT-HEROHE @, BAEIY A2 VB LT 02mg 2 1 B 1 BIEHICR OGS
%o 7RI, R, JERIC LV EEHERT 2,



V. ARICEY HER

(4)
D)

2)

(9)

(6)
D)

HRELROEAER
AR BR
B LA — 5 ot LR ©
AT ARIEKIE IS O PRI E 2 3 2. 5 B 244 Bl /1502, »~ v — v 780 02mg %2 1 B 1 [BIE&
BT 4~6 HERAHEE L7277 2Rt EERIIERERRICB W T, T — A ST 7R
WL, BRERGEFOHIGH L MR A E BICHBEICUE L, ZeMETIET 78R LIZIZREOR
BThHolz,

REeMRER

R G35 D

ATSERRAE RIE L FE 5 BEIRIEE 2 3 2 2 B3 139 Bl & kR NV — v 7' v & 165 T 113 Flexible
dose T 6 » HRI(24 W) E L 0.1lmg/H XV 5 2B L T, 4 8 Z L ITHEOMRF 21TV, 1HFEH T
%, Fixeddose T6 » A& L, (BHEF | M L 1BEE LN TEE L 4F)IBHSE | ik TR H & CHEE A
ThOTEE Lz, ZORE, RIERGICEBWTHLARFOMEITRR L, Z2E Lm0V 2 & AMRE I,

BE - FERIER
AR L

AEHER
ERRERE (—REARERE. HEEARERAE. ERARELEERR) . HERFTERT -2 ~—XF#
E. HERFTRERSBRONE

@ FABERE UNILF—ILATEIL)

LRVEIZDOWTIX 4,173 BIDMENT RIS & Shv, RIWERIZEBLFRIT 2.13%(89/4,173 )y TH Y . FEBLL 7= F
ZREIWERIE. DFEWVUA2 ), BARPRGO ), S50 ()R NS LSLE)E SIHETHoT=,
BNMEIZ DOWTIE, ZRMERITRIGIAER )~ B 2 B E R REIEGIE 432 B 2 BRU Nz 3,741 BRI 5 &
Shiz, 7= eV IR O B REERCEM - K RPER B, TREYIEESE) K O R T WL (BE
JRE. HERFEMSE)DOZE A FEIT, TR, 83, HIEARGE] D 2 BERE 3 X CRRHIE S v, AT
89.41%(3,345/3,741 i) TdH - 1=,

@ HANAE WNILF—ILATEIL)

RO LZ SR OEINEZ BT 2 2 L2 ARG HIM A A 18 » H & LT TEHIHEHICHE
THRAE] NFEmSNT,

LAEPEIZ OV TIL 321 BT )R & SHv. BIWERZELERIT 2.49%(8/321 fil) Th - 7=,
BIWEIZDOWTIX, LRV R GEF] > iR A O B E AN REE B 42 1 & BRY N2 279 5103 bt 52
L E T, BRMEORMIL. VT AR O B RER R O E TR RO LAz, T
B, HREERECGE, BB LGE, RE. Bk, HERE] O 5 BERE 6 X THIE S 4v. AMEMHT 5
JEB 279 BID> SR G UGE R FLHVE B 8 Bl Z R\ 2 271 BIOA R [HEESE) )T 55.72%
(151271 BT -7=, F7-. HEWME L TRELE 18 » AL LRSS L-EMICEIT 588K
77.32%(75/97 i) TH - 7=,

® HRBEAE UNMLF—ILATEIL) P

B e RS [[ERRATSL IR 2 2 7 (1-PSS) . TN QOL A 22 7] % W 7= KEUFHAS I X 5 A %0k &
224 D FEAT

2004 4 10 H 225 2005 A 12 A £ CTHENi L7, MR <5 9,946 69 285 $11(2.9%)IZ 343 {EDEIVE
FADRTRD v, EEZEIWER I 4 $1(0.04%)1Z 4 B L7223 ARH) & RRBEER DN & 7R iE BN 22 0>
77o ERBIERIFEEINCRS & FEWED E W 75 1, IRArMED £ 34 18, B AP 12 14, 585,
FESTPEIRIME 234 10 15 Tdh -7, BIWEH 343 RO BEIERE 1L, B 272 1k, W5 64 1k, I 4 1,
FBRERHI M TH--, EELBERIIET, MHMm, /vy A, HlEEEETH -T2,
AR 52 5,368 BIlIZDUNT I-PSS . TF QOL 2 = 7Rl 24TV, & b ICH BRBEN RO Hivl,
[-PSS (2D < BRIEIRDOUEEIL, 2 193%. AL E 534%, AL E 80.1%, RZ/#HAb
19.9% Tdh -7, QOL A =27 DUWFHEITED 163%. ARLLE 372%., LA L 83.8%., RZE/HE
£ 162% CTdH - 7=,



V. &

RICEY SEE

2) REBEMELTEEFEORBRIEERRE LIZRAE - HBROME
LR

() £oth

1) EN%EIRUIHERER

2)

ASZIRE OO JRIE N 2 A B S8 9, HEKFR R RITE R OFRIR EOUEN RO b il 10, 2k
BB DEHTRI G2 276 Bl D RAE 2 RIZR Lz, £o, “HEMIEGEBROFER, LT —/1 02mg 7 7'
V1 A1 EEREIZRBWTHAERRD bl 9,

551 A EYEEN B
0.lmg 1 B 1 [Hl§ 5 28.3%(15/ 53)
02mg 1 A 1 [HE#&S5 37.3%(62/166)
04mg 1 H 1 [A#&% 5 38.6%(22/ 57)

1) AR OAGR S RER O RIT, 8%, BRACIIZ A2 U IR S LT 02mg 2 1 B 1 BIREICKE D
59 %, ek, Fil, EIRIC &0 EESRY 5,

MEREEERARR 'Y UL F—ILATEIL)

HEEERF BT 2 v — L OERNENREZ | AR & OV FERE G BR B O W IF 12DV TRRgt
L. fEEEWRERE L i L=, BIZ, NAF— BT ADr )T 50 A RIETBMERE. IEEAKES
LOWFER 2 V7T 7 0 AOERZ M L, BHERERF TV CTARAIO MAE RN LT 2 IOV
THREHITRG LTz, £ OfE R B REERF BT 2 METRIED D Crnax 2 Y AUC(Crnax J2 OV AUC) I,
TERERBRE L0 L 2N T3% KON 211% @0y 7228, MUERIERE A HRY D Chax & TN AUC(Crax 2 Y
AUCY)IXIZIFE L) o 72, ai-AGP R L AUC, & ORIZIZE WAHBI 2 2 5 3072 23(12=0.641, p<0.001),
o1-AGP J2JE & AUC,036(1>=0.130, p=0.186), Cecr & AUC,036(r=0.173, p=0.123)& ORIITFBIN 50
ol BEEERFIZBT D T = 72V OKRNEIREDOZIL, ai-AGP IREDOEE KR 2
EABAOZLICE AL, BHIHHEDKR TICEZ VAL LD TIERWI ERALNE o7, B B
BEREMEE B TI1d. BAMS RO LV LT —L 5 7RO E SR B I 5 23, 38
PYEMNCERERE 53 2 MFEF IR AR IXIZ & A EZ L LW 2 & ST,



VL.

EUWEEICEHTSEE

1. RESHICEEHDILEMRIIILEME
AIFVY R a ZHRERA] 72 T
NOTINFNLNT IR o ZREEWA] . 7= 7 F oI D
T UFRa RGBS T, IV TRV
T 2=V ERT DR a ZRERR oY, ST PEUAE
HEYRIKBETH 5,
TR BEEO S (LAY OBEE TR L, BT OIRMN LEEZZRTH L,

2. EEER

(1

(2)

1)

2)

3)

(3)

YERARLL - ERMER

VEHIERAL = AISZIR « JR3E -

TEHIBRFY « JRIE N ORISR D an 2R AT 2 2 L2k 0 JRIENEMFRO BN IR E 2 KT S
B BIZARIERAE A O JEIR IS 2 805 5,

HEEEA T B AEBRRAE

TR o RREEWER (/in vitro) Y

7 v MEEREAR TOZEEEEFZRE O Y X RBIFIER TORMBERICIBNT, ¥ L2212 UERBE
[R-(-)-YM-12617] &, oy ZFERZ IR DOBAWNERT L, TOERIZT 7 Vv U HEEEE X Y 122
~22f%, T2 FTIUATOVEBIE LY 45~140 (5581 CTh o T, 7. U X RENR, T > MEEE
B OVENE Y MEEERTORMEERIZBO T AT 2B E D b o ZAFMRITHT LT 5,400~24,000
fEOBERMEE R LT,

TERGREE (FRAE - BERE) RUBIMARIC® 3 54

b MR A COZAERE A FERICB N T, Z A2 0 L U [R-()-YM-12617] 1375
WA R0 22 4%, 7= F T I U AIEEEE LV 40 (5R o SRBERIERZRLIZ Y, £7-. #%
H o B PR5E, BN K OV B B AAE AR CORHERICIB W T, ¥ AAr v R [R-(-)-YM-
12617 1375V L U HRIE XY 23~98{%, 72 FTI I AV XV 87~320 {FHR\V a) ZAIK
HEWrE FH 2 7= U 7= (in vitro)'>19),

Elol BREEA XZBNT, Z LA R IR [R-(-)-YM-12617] 1% ay SZARRIECHEIC & 2 JRIBNE B
FAAYREMME EF- X0 & 13 F8m <l Lz 17,

BERREEHREER (X, Sy k) B9

B AAT Y ORI BRIEEE A 2B W T, JRIENEBR ORI R 2R T S8z, —J7, BREE
Z v MZRBWT, HEEHHIREMEIHE & OV BEN R MR 2% R IE S o7z,

YEFFIREFR - HiGERERT 2

BB A XIZBWTC, 7 ==L 7 U UERRENE BRI 2R 0B GREOER 2t LiofE R, & A
Za v R T B 5% e e IRIENIE EFIHIER 2R LTz,

100ug/kg % G- DFNHNIZL 8 R FwfE L7z,



VI. EMEIEICEYT S5ER

1. M REOHES
(1) A LA MR R
AR L

(2) BRRFEEBR CHRAIN-MPEE
1) BEEgOks?
fERERR A NV — v 7BV 0.1mg~0.6mg R 5 L7z & & IMEF R AR EE 135 5 7~8 I
BIZE—27 Zan L, I 9.0~11.6 KifE] TH o 72, Coax L OV AUC 13- &EITIZIFHHI L T EH LT,

NLVF—LA TR LVERRORS (BK) BOMBEHRELAKRE

(ng/mL)
207
——-— 0.1mg
l ------ A----- 02mg
ml 15 | —_—— 04mg
4 N ---@-=0.6mg
i ;1\
jr% ,f ) PHfELSE.
A
2= 104 ! 3 (a=1)
'ﬂ: ,'I A\
LS i
i3 &
"k . L S
v S S ¢
I.%é/? e v S
O — 6 (hr)
012 4 6 8 1012 15 24 30
i
NIV F =V TRV ORKHE TOEYENE AT A —F
#Xh’ﬁ:"‘% Thax Cmax ti2 AUCO—}Oh MRT
(mg) (hr) (ng/mL) (hr) (ng * hr/mL) (hr)
0.1 7.0£1.3 32+0.5 11.6£1.7 38.2%7.0 194+12
0.2 8.0*+14 57+1.1 9.0+2.3 63.7£12.0 16.8£2.8
0.4 7.0£0.6 15619 10.8£3.3 186.3+22.3 18.1£4.4
0.6 7.5£0.5 15.6+£2.1 98+t1.2 172.7+30.3 16.2+t1.2

HARBOERSNI-AEROHAE 8%, RACZY 2 2e v ol LC02mg % 1 A 1 BI&ZRICEO&EET

Do P, AR, RIS KV IEEERT S,

(n=4, FHIHEESE)




VI. EYHEICEY SEE

2) EffEArs Y

R A2/ N LT — L 0.4mg B 72 L(02mg X2 7R &2 1 B 1187 HREGERR G L& & tip KOV
AUCo2a DD TNTHIN L7223, MR EHERS T 4 B B CEFRBICEE LT,

NLF—ILA TV EGROKRSRONFEDREAOEES HETEH
(04mg % 1 B 1 s, 7 HEERRS)

IEE) ) FEE 1 BH 48H 7HH
Tmax(hr) 7.33+0.42 7.33+0.84 6.6710.67
Crax(ng/mL) 13.2+2.1 13.4+2.4 16.5+3.8
Casn(ng/mL) 24+0.6 3.2+0.8" 3.2+0.9
t12(hr) 7.31+0.55 8.2940.65 8.3540.78"
AUCo-24n(ng * hr/mL) 141.6+243 177.9+37.0 191.1+41.7°
MRTo-24(hr) 10.8+0.3 104+03 10.0+0.3

(n=6. FHfHESE.)
* 1 HEOEEOMICARZED D (RISDH D tHuE. p<0.05)

TEVAAN DA S i R R OV & 3l RAICIES Ax v I e LC02mg % 1 A | BRBICRA#EST
Do TP, AR, SERIC KD EEIET D,

3) NILF—IDERENLFT—ILATEILEDEYZHRENE 7
R AN IZx L7 B A A — "—1EIZC, 2~ —L D §E 0.2mg & 5 W v — v 7L 0.2mg O B
(1% A e G-R5 O M PORZEAVIRIR EEHERS 2 LU L7, # A A m o UIEREIE D Cha XY AUC 12380
THFIFICZETZRO ST, D EEE I 7B ABIOEMFIRZEEN RSN,

NLF—ILDERUNILF—ILATEILD
HEKOKS (BR) BOmMERRELIKEE#E YD

(3)

(ng/mL)
10:
i 3] —— NIV F—VDEE02mg
4% ] —O— NIV F— VAT EM02me
;E 6] n=20. 185
&~ TS,
ﬁ? ]
" 4
b} J
BE 5]
0 IIIIIIIIIIIIIIIIIIIIIIIIIIIII(h)
0 6 12 18 24 30
K¢ ]
Cmax AUCt tl/z"’) Thnax
1) | =N
A ok (ng/mL) (ng * hr/mL) (hr) (hr)
L —L D BE 0.2mg 0.2mg 434+132 63.522.9 11.70+2.96 7.00=22.04
NIVF 1 02mg TR 0.2mg 471181 62.020.8 10.27+3.27 7.8322.42

a) n=28

b
TR L

(n=29, F¥JfEES.D.)
AUC, : ko7 U v Z i £ TH AUC




VI. EYHEICEY SEE

4) B - ftRAEOFE
BEORED
RN VT =L 0.2mg B BNV EZENERE L BRIZ7 v A4 — N—ETHERR ARG L, MR
TEACARIRE % Lo U 7= 3, B 5D AUC)o X ZEJEREE 5 DBE D 83% TH Y . N —Lh 7k
WNDONAFTT XA ZEY T L IIBRFEOEBIUCEIDORIERTT 200 EHF 2 b7z,

NVF—L AT VERZORSFOMBHRECKRE

(ng/mL)
104
—o— RS
ceeoleees SRR
o FHHSE,
,:P 'T‘ (n=6)
%5 £
1t /
i \
i 4 e
A B
0 é — r T T (hr)
012 4 6 8 1012 15 24 30
RE i
$EE 1 E ZE G 5 BHRG
Tmax(hr) 57103 7.31+0.7
Cmax(ng/mL) 9.1£13 6.310.7"
AUCy (ng * hr/mL) 113.9+20.7 94.5+14.8
MR T...(hr) 14.7+0.7 18.0+1.2°

% 0 EERHR G OB E ORICHEZED Y D H 5 tE, p<0.05)

2. EMEER/IS A=A
(1) A&
YR L

(2) RUEETFER
YR L
(3) HEEEEH
YR L
4) 2)753 X
EMER e L
(5) HHMBHE
MER e L
(6) ZDith
EME R L

(n=6, F¥IMEESE.)



VI. EYHEICEY SEE

3. BERME (REaL—>ayv) @&H
(1) fEFAE

TR L
(2) 185 A — S EBER
DR L

4. B

(WA FT AT T 4 2
RN BIE10 412 T — 0 04mg I 7BV EZHERRO#E LTz & & Ot A 7 XA 780 7 ¢
£ 100 19% (CEAfEES D) Th o 72,

AR OAGR S - FIE R O & lH, RACIEZ A2y B S LT 02mg 2 1 A 1 B&%ICRA#E5T
Do TP, AR, SERIC KD EEIET D,

Q) TEN D B DU 2D

fERERL A 10 44123 F— 1 D $E 0.2mg /K 150mL & & bR S8 72 & S (RABHE . AKENT3 4
R S 7ok, e T S FIRAFREA 2 MR N OV & E & HIZEIR L7z & & (B O i 4
BACRIREE 2 bele UC, DR REEIR N o0 A 8 2 B L 72

NV F— 1 D §E 0.2mg FEEE TRFIZ ISV T, MERR AR IR OB B 100.4%, £72, ) —/4 D
BE 0.2mg W FEFIX 92D FEME FHFOD Coax LE XY AUC LD FEHEIZVT Y 0% TH-72Z 2 L0, O
PEPNAEIEE S D ORI 22\ &5 2 BTz,

5. 445
(1) ik —REIFIERE
DR L

(2) hiE—BABREAPT BB
LR L

(3) Rit~DBTE
AR L

(4) BERA~DFITH
MM ER e L

(5) ZDHOBBADBTHE
AR L

(6) MTEAFEEE
b b AE 2o
(in vitro)  93.7~95.4%
(in vivo)  95.2~98.1%



VI. EMEEICEY HER

6. LB
(1) RESERURBER Y

b M TEAFRICESR LT FF O O-BlreF b, MBEOBILRIBLT I /b, BIZARk L-R#Y
DIRERI A UL 7 v 7 v R A 553 TGRS & 5 2 51 5 ORSCFH I LGRS,

VI A= P 2 RIS
Frargiafik
o o 'EL Syb AR R
ﬂk’ CH, CH;
CH;0 —QCHz— C —NHCH,CH,0 @ CH30—Q— CHy— C —NHCH,CH,0 @—()H
HoNO,S H OH HoNO,S H OCH,CH;
M-1 M-2
/5-»\{;
£k
T Tk -
13X Zvk
Eb 13
Er
CH;
CH0 —Q—CHz— C —NHCHQCH20~Q. HCl
H,NO,S H OCH,CHj
VRZA" V] TIURSEI yrATL YRR

Zvb S
13 /Z:I\ 13X
ek

Zub
1R
(=] ]

cH i
- OH 3;" HOOCCHZO—Q
CH40 CH,— C —NHCH,CH,0 o
OCH,CH;
H,NO,S H
2NO, OCH,CH; L
M-3
Y
ZubMX
Ek CH;
emEda &1k HO—Q—CHZ—{: —-NHCHQCHZO@

H,NO,S

H OCH,CH;
M-4

Swvb
1X. kb

ZvraygEiak

(2) RBIEBE5T 2EE CYPE) OnFE, FEERYD
2 LA a s ORENETIT CYP3A4 & 2D6 SRS L TWB EE X bz,

(3) PEEEHROERRUZOHE
TR L



VI. EYHEICEY SEE

(4) REMOEEOERR UEIL, FELE
o AU OBFT BV T, A AM-1 BRI S R S Ao 7278, REHIM-1~M-4) & O
AIERIIRANL S 1A 1 S RO 1/50 205 RS0 oy ZAUERHER 2 5% L7z 319,

CH,
HOOCCIH,O CH;0 CHT—é-JNHCHﬂ}hO
OCH,CH; IL,NO,S H OH
AM-1 M-1
cr cH, o
Cm0ﬁ§>hﬂﬁ—¢—MKﬂﬂHﬁ ol GM%§3}C%—¢—MEH£mOﬁ;§
H,NO,S I OCILCH;  HHNO,S i OCH,CH,
M-2 M-3
CH
HO—Q CH,— (, - NIIC112C1120—Q
H,NO,S i OCH,CH,
M-4
AL EE
A AAE Y EM=4>M-1>M-25M-3> > AM-13?
L

LA (81.0%), M-1-Sul(2.4%). AM-1(1.7%). M-1(1.6%). M-2(0.8%)*>

1. it

RN VT — L T 7V & 0.1~0.6mg #% A5 LTz & & #51% 30 Fefi] £ TOREIARD IR T1HE
MR 12.18~1421% LT —ETh-o7 3, Tz, ERR O &G Lz & L RPERISRICRE 2 A8
BN hoTz Y,

SEANTITHER OB 5% OREOERICE S EDFNFN 76.4 LT 21.4% O RENPE S 7z 33,

EARBOARINTZAELOHE 8%, RAZIEZ 220 UHERBREES LT 02mg 2 1 H 1 BIRZICROKRST
5, 72, i, ERICE Y EERT 5,

8. FSIVARKR—E—ICET SR
MR L

9. BHEICLZKBER
MM E R L



VI. EYHEICEY SEE

10. HEDEREZHETIHEE
Rk RERE A 1D
B RERERE S R 11 A CEENHEMRNT XS - 8 44). BKEEIER & 7 412 v —L 0.2mg I BV AR
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IR EESAIES * FLOMAX is an alphai adrenoceptor antagonist indicated for treatment of the signs and symptoms of benign

prostatic hyperplasia
+ FLOMAX capsules are not indicated for the treatment of hypertension

HEROHE | - 0.4 mg once daily taken approximately one-half hour following the same meal each day. FLOMAX

capsules should not be crushed, chewed or opened.
+ Can be increased to 0.8 mg once daily for patients who fail to respond to the 0.4 mg dose after 2 to 4 weeks

of dosing.
+ If discontinued or interrupted for several days, therapy should start again with the 0.4 mg once-daily dose.
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Flomaxtra® XL, 400 micrograms, film-coated prolonged-release tablet
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NRESIEZNR | Flomaxtra XL in indicated in adults for the treatment of functional symptoms of benign prostatic hyperplasia

(BPH).

HEKR OV & | One tablet daily, to be taken with or without food.
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8.1 Pregnancy

Risk Summary

FLOMAX is not indicated for use in women. There are no adequate data on the developmental risk
associated with the use of FLOMAX in pregnant women. No adverse developmental effects were
observed in animal studies in which tamsulosin hydrochloride was administered to rats or rabbits
during the period of organogenesis (GD 7 to 17 in the rat and GD 6 to 18 in the rabbit) [see Data].

In the U.S. general population, the estimated background risk of major birth defects and of miscarriage
in clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data

Administration of tamsulosin hydrochloride to pregnant female rats during the period of
organogenesis at dose levels up to approximately 50 times the human therapeutic AUC exposure (300
mg/kg/day) revealed no evidence of harm to the fetus. Administration of tamsulosin hydrochloride to
pregnant rabbits during the period of organogenesis at dose levels up to 50 mg/kg/day produced no
evidence of fetal harm.

8.2 Lactation

FLOMAX is not indicated for use in women. There are no data on the presence of tamsulosin
hydrochloride in human milk, the effects of tamsulosin hydrochloride on the breastfed infant, or the
effects of tamsulosin hydrochloride on milk production. Tamsulosin hydrochloride is present in the
milk of lactating rats [see Datal].

Data

Oral administration of radiolabeled tamsulosin hydrochloride to rats demonstrated that tamsulosin
hydrochloride and/or its metabolites are excreted into the milk of rats.

8.3 Females and Males of Reproductive Potential

Infertility

Males

Abnormal ejaculation including ejaculation failure, ejaculation disorder, retrograde ejaculation, and
ejaculation decrease has been associated with FLOMAX. Studies in rats revealed significantly
reduced fertility in males considered to be due to impairment of ejaculation, which was reversible.
Females

FLOMAX is not indicated for use in women. Female fertility in rats was significantly reduced,
considered to be due to impairment of fertilization.
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: (An Australian categorisation of risk of drug use in pregnancy)

B2 : Drugs which have been taken by only a limited number of pregnant women and women of childbearing age,
without an increase in the frequency of malformation or other direct or indirect harmful effects on the human
fetus having been observed.

Studies in animals are inadequate or may be lacking, but available data show no evidence of an increased
occurrence of fetal damage.
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
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USE IN SPECIFIC POPULATIONS
8.4 Pediatric Use
FLOMAX capsules are not indicated for use in pediatric populations.

Efficacy and positive benefit/risk of tamsulosin hydrochloride was not demonstrated in two studies
conducted in patients 2 years to 16 years of age with elevated detrusor leak point pressure (>40cm
H20) associated with known neurological disorder (e.g., spina bifida). Patients in both studies were
treated on a weight-based mg/kg schema (0.025mg, 0.05mg, 0.1mg, 0.2mg, or 0.4mg tamsulosin
hydrochloride) for the reduction in detrusor leak point pressure below 40cm H20. In a randomized,
double-blind, placebo-controlled, 14-week, pharmacokinetic, safety and efficacy study in 161
patients, no statistically significant difference in the proportion of responders was observed between
groups receiving tamsulosin hydrochloride and placebo. In an open-label, 12-month safety study, 87
patients were treated with tamsulosin hydrochloride. The most frequently reported adverse events
(=5%) from the pooled data of both studies were urinary tract infection, vomiting, pyrexia, headache,
nasopharyngitis, cough, pharyngitis, influenza, diarrhea, abdominal pain, and constipation.

E[E D SPC
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Clinical particulars
Posology and method of administration
Posology
Paediatric Population
The safety and efficacy of tamsulosin in children <18 years have not been established.

Pharmacological properties
Pharmacodynamic properties
Paediatric Population

A double-blind, randomized, placebo-controlled, dose ranging study was performed in children with
neuropathic bladder. A total of 161 children (with an age of 2 to 16 years) were randomized and
treated at 1 of 3 dose levels of tamsulosin (low [0.001 to 0.002mg/kg], medium [0.002 to
0.004mg/kg], and high [0.004 to 0.008mg/kg]), or placebo. The primary endpoint was number of
patients who decreased their detrusor leak point pressure (LPP) to <40 cm H20O based upon two
evaluations on the same day. Secondary endpoints were: Actual and percent change from baseline
in detrusor leak point pressure, improvement or stabilization of hydronephrosis and hydroureter and
change in urine volumes obtained by catheterisation and number of times wet at time of
catheterisation as recorded in catheterisation diaries. No statistically significant difference was found
between the placebo group and any of the 3 tamsulosin dose groups for either the primary or any
secondary endpoints. No dose response was observed for any dose level.
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