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I N2
o] 85 % 50 Bl (8 KWk RBRIiRO~®)
100 [Alfs (/N RWER NREE SR 7y RE - R BRIEO)
200 [Adi5 (X RAAE KR AR NS Z 7 ME - RBRIES)
| E HL e
FRERIR D A YERLF 23 BLE SN 7RI R 2381 2 SRR O 1/2 O F-HIER SR 2 7R 73 2 72 I
R OHUE S U7 RRBRIF N 3o T BB ERAI 0O S5 358 [ 2 A AR ME R oD SER5 s HH 2 &
9% OHEIFHIZ B 5,
BRI @ A YERLF 23 BLE S 7RI R 2381 2 S PR R O 1/2 O FHIER 3R 2 7R 973 24 72 I
R OHUE S U7 RRBRIF T 3o T GBI 0 SR8 35 HH 2 A AR ME BRI D S X5 HH 2R &
12% DHFIPHIZ 8 5
ARG, ABRIED (0. 2mg FHN) « FEVERIF OFEFE D 30%., 50%. 80%TITIZIW TR
UHN O SR H R P YERIF) O SE R R £ 15% O#EFEICH 5,
AERE@ : ABRIA| D £2 B OEN 53 LLETH 5,
RERE® (0. Img A : FBREAI D £2 BE DM 42 I ETH B,

i A BRBREIECR T D 2 LA m KR 0D 88 0. Img + 0. 2mg [HATR ) O¥ HZE)IHE S HEC
HE L RERA L O HIZEB OFRPIIED R S Tz,



BRI D : pHL. 2, 73 R/LEB0[EI#E

BHE(%)

100 7
90 1
80
70 A
60 -
50 1
40 4
30 1
20 1

10

0 30 60

B (53)

90 120

HERED : pH7. 5. /% RLIES0[REE

BHE(%)

100 q
90
80
70
60
50
40 -
30 1
20 -
10 4

0

120 180 240 300
B (53)

0 60

FERIEG : pHT. 5+ U JL_X— K 80U

B (%)

100 1
90 A
80 A
70 A
60 A
50 A
40 4
30 A
20 A

73 RILEBOlEN S

90 120 150 180
B (53)

60

ABRIK® : pHT. 5, X R/L£E200[A]HR

A= (%)

100
90
80
70
60
50
40 1
30
20
10 1
0

T T T T T 1

0 30 60 90 120 150 180
R (43)

RERIEO -

100 4
90 A
80 A
70 1

EHE (%)

HEBR@ -

B (%)

RERIEO :

BHE(%)

ARERIES -

BHE (%)

60 -
50 A
40 A
30 A
20 A
10 1

0

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

100
90
80
70
60
50
40
30
20
10

0

pH3. 0, /3 R/L{ES0[E#A

L e e L e e B e B e

0 240 480 720 1440

B (5)

960

K. 28 RLIER0[E]#E

0 240 480 720 960 1200 1440
BERE (43)
pH7. 5, 7N K/L100[0]4E
0 60 120 180 240 300
B (5)

pH7. 5, [EIE/SZ 5 E100[E]#E

0 60 120 180 240 300
B (5)



RERIES -

100
90

pH7. 5, [EIE/SZ 5 R £E200[E]4E

%0 @ ¥ Axn Y UERIEDSE. Ing THIIG) (ABRELA)
7 O VL —ADERO. Ing (REYERIF)
L 601
B 509 -&5 CHERERUZ 31T 2 FE DR FEEEE PR
i@ 40 A
30 1
207 n=12
10 1
0 T T T T 1
0 60 120 180 240 300
BERE (43)
KIV-1 2LRAODVIEERIE 0D £ 0. Img TBAA] DAEEFHICHITHELE
(GREREF| R VIZEEF D F A HED LLE)
RV-1 42 LZRASUIEFEEE0DE0. Img TERE ] OBHEEEICHITH5ELM
(GREREUE R UAZER K| D F A HEFED LLER)
N R = NG =173} "
AL o0 5 0. g (WA |7 TR NSO
(GABRIFH) - =
Fik EIL BRIk HIERR | FRREER (%) SRR (%)
90 4y 10. 2 2.5
D phl. 2 Z e
120 45 12.6 4.4
240 4y ) )
® bif3.0 4 36.8 36. 2 .
1440 4y 79.0 70.3
- 30 4y 19.8 16.3
50
Eia ® pH7.5 60 4y 42.0 44.2 pEiey
240 4y 85. 1 81.6
TR BB L @ 7K — 2 B9%% : 58. 6 SRy
(S FE) ® pH7. 5+ )" —p
— £2 BE%K - 49.9 iRay
80 1.0% Gw/v) Y9N P e
30 4y 28. 6 31.0
100 [A]di ® pH7.5 60 4> 54.8 52. 4 Bk
240 4y 91.7 82. 4
30 4y 30.3 35.3
200 [A]d% ® pH7.5 60 4y 57.6 62. 1 ey
120 45 81.0 78.2
30 4y 28.9 31.9
| 100 [FlER @ pH7.5 60 4y 54.7 52.6 A
{ﬁmfit%{f 240 4y 92.7 82.0
(Bl AV N
M) 30 4 29. 3 33.8
7 200 [Al#iz ® pH7.5 60 4 55.5 54.6 Bk
180 4y 88. 4 78.9




BRI D : pHL. 2, 73 R/LEB0[EI#E

FEHE (%)

B -

SR (%)

RO -

B (%)

RERIES -

A= (%)

100
90 A
80
70 A
60
50 -
40 A
30 A
20 A
10

0
0

100 4
90 1
80 1
70 A
60
50 1
40 A
30 1
20 A
10 1

30 60 90
Bl (53)

pH7. 5, /N F/LIEB0[E]HE

120

0
0

100 7
90 1
80 1
70 4
60
50
40 1
30 1
20 1
10 A

60 120 180 240 300
B (53)

pH7. 5+ U Y )L~_— R 80N

73 RILEBOlEN S

y y y

360

100
90
80
70 1
60
50 1
40 1
30
20
10 1

60 120 180
B (43)

pH7. 5, /X R/L{E200[F] A

0
0

60 120 180 240 300
R (43)

1

360
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ABRIED @ pH3. 0, /X R/LEB0[EI#E

A= (%)

ABRIE@ : K,

BHE (%)

100 7
90 1
80 1
70 A
60 1
50 1
40 1
30 1
20 1
10 A

0

100 7
90 1
80 1
70 1
60 1
50 1
40 1
30
20 1
10 A

0 240

1440

480 720 960
A (53)

1200

73 RViE50[E]R

240

480 720 960

B (53)

1200

ARG @ pH7. 5, /N R/LE100[R]ER

S (%)

100 7
90 1
80
70 A
60 -
50 1
40
30 A
20 A
10 A

T T T T T 1

60 120 180 240 300 360
B (5)

FUBRIE®) : pHT. 5, Bl N R 7 b 510018

BHE (%)

100 7
90
80
70 1
60
50
40
30
20
10

0
0

60 120 180 240 300 360
B (5)

1440



FUBRIE®) : pH7. 5, BIER/NZ 7 b 520084

100 7

o | @ F A0y HERIE0DE. g [BTR)  (RBREUA)
jg O LT —LDEEO. 2mg  (BEYERLF)
g ] @ BT 350 2 B A
% 40
30
20 n=12
10 1
0 T T T T T )
0 60 120 180 240 300 360
BERE (43)
KIV-2 ALRAODVIEERIE 0D §£0.2mg TBRAA ) DAEEFHICHITH BB
(GRERE K| R VIZEBE R D F A HED LLE)
RKN-2 ALZAOLEREIE 0D §£0. 2mg TBHEB) OAHEFHICHS T HELUMN
(HEREF R UIZERRDFAHEDLE)
N = RN Y31 "
= NJL—)L D &€ O.
=REN S oD 82 0.2mg WS |7 Z@égﬁ%o 2ne .
GABRSLA) - =
J7ik [EIf:5 BRI HERS | EHEHE (%) SEERHER (%)
60 45 3.6 2.4
H1. 2 W
@ 120 4y 8.1 5.1 e
240 4y 32. 4 38.6
@ ph3. 0 Z Ry
1440 45 77.3 73.7
60 4y 38.0 38.5
50 [E]#iz ® pH7.5 90 4y 52.6 54.0 WE
240 4y 81.5 78.1
o @ 7k — £2 B3%% : 66. 2 e
Vi AR I & -
o o 30 4y 27. 4 20. 1
(X RE) ® pH7. 5+48 )" =} .
. 60 4y 53.0 47.5 Bk
80 1.0% (w/v) ¥
180 4% 88.3 82.5
30 4y 27.8 30.8
100 [E]#5 ® pHT7.5 60 4y 53.0 49.6 e
240 4y 90.5 80.5
30 45 30.0 32.9
200 [E]#z ® pHT7.5 60 4y 56. 1 51.4 e
240 4y 94. 2 80. 0
30 4% 27.3 31.8
o |100 [EE ® pH7.5 60 4y 52. 7 49.8 Bk
BB 240 4y 87.7 80. 4
(EIL AP
o ) 30 4y 28.3 32.7
7 200 [E]#E ® pH7.5 60 %y 53.0 50. 3 Bk
240 4y 90. 1 80.5
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10. Réz - 2E

(N EENRELGERSR - 8. NENRREES - QRICHT 15
LR

(2) B%&
(Z LAy UHERRYE OD BE 0. Img THAYAR )
PTP @4t (W2igAIAN) 140 B8 (14 £&X10)
(¥ DA v v AERR 0D §E 0. 2mg [HATR )
PTP w2k (WZJEAIAN) 140 88 (14 $& X 10)

Q) FlirEE
L

b BERDOME
PTP o — b : WUk =1, T/ I=17 L
Er—: ARV ZF L ITIR—FTAI=T A
P4S IS

1. BlERHESnLEME

MAEER e L

12. £l

FE L
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ARICEI 5B

PEEREESYIES
BISTRRAERIE IS # 5 HERIEE

DEXINRICEET 5FE

5. %08E - MRICEHET HFE

5.1 AFNZ L DIBHIFFIRIRILE TIER L AERIETH LD Z LITHE L, ARG X0 WS
DRNRDFF DNIRNG AT, FINRIES, OBy RLELZETL 2 L,

5.2 ANZBRIERIEDZWT « IS HONWTIE, ENSNDOTA BT A LV EDOROEIMES BT D
zL,

RZERUVAE

() BERUVHE=DfER
WE . RAICITEZ LA U ERRE S LT0.2mg 2 1 A 1 H&BICERAKRET D,
ek, FEln. ERICX VEEHEET 5,

(2) AR UBEOBEER - R4
AR L

RZERUVHAEICEEY HFE

1. f% - ARICHIEY 5318

i CHHESME T LCO2HAIE 0. Ing 7 HEG2MIA L, Bl 10 BE L’k
0. 2mg IZHIET 2 &, 0. 2ng THIFFT 2 DR BHARVE AT LA O RIXATH T,
OB RELTTH 2 &, (9.8 BIR]

R PR AR

WEERT—2 1\ ir—o
A L

(2) BR PR E IR ER
B R L

(3) RERIGRRER
LR L

(4) BRI
1) AHERITRR
LB L

2) RLMHB
KR L

(5) B - FAERIHER
gk L
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(6) BERIfE
1) HRAKERE (—REAKERE. BEFEABERE. FRAKELERRAT). BHERTEERT
—AR—RFE. HERFTRERABROAR
A=A

2) RRBEHELTERTFENOANERIEER LI-AE - HBROBR
Y LR

(7 Z Dt
FEINEE T & OIAEEER
RINT AR O JRIENIE 2 A B &8 19 BRI 22 JREE L O IR B O SERRD Hivk 719,
Fo, “HEEREBEHRBROMSR, ¥ 220 2 UHEEE 0. 2mg 772V 1 B 1 BIEEIZBWTH A
MERD BT 1819
<EFRX 17.1.1 L viizie>
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\

EEHE(ICEY DIEHE

HELHNICEEH S ILEYMRITIL SR D
QHEWHE] v Ry FTREYA, UIEVA, TV UV, 7T Y Y U
TERE : BB S DL AW OMEE - DRFIE, BHOWRMCHE BT 52 L,

EEER

() ¥ERELL - FERRRF
PRIE R OHINIRER D o) Z AR EZ W25 Z LIk v, RIENEMBROFISIIRSEZ KT S8, /i
SEPRARIEIPE © PERFEEH 2 BT D,
<EFEL 18.1 LV iizit>

(2) ExhEE4T1T S ERAE
Dt hTOEH
t MADIREAR COZEEMEEIRICBWT, 77V EBIEXD 2.2/%5, 7= F 7 I A
SOVEBME R0 40 {58 o EARRIEWHER 28 L2 2V (in vitro iBR) .,
<EBEFERL 18.2 L vzt >

2) B < DOIEH
O o 52 ¥ BEWTVE
7 v MNIMBEEEAR TOZREFBEAEZBR L O T X RKEBIMEAR TOMHFERICBN T, o ZFEE
BRI OBAHNER L, TOERIZT 7Y S UEgtE, 7= F T I U A VEEE X v iRl
Thotz, B, VY XKENR, 7 v MEHEE K NELE Y MEEEATORMHERIZB VT,
B WAV IR 0 ZRER L0 b o ZAREICH U GERIRMEZ R L2 2% (in vitroikR) .
<EFIRX 18.3.1 L v iisii>

QTEBREE (RIE - BERE) K ORISR XT3 2 1EH
U XIRIE, AR L O AR CORHERICB N T, 7Y R, 7=
T2 A TIVERE KV R o ERRERET 2R L2 2 (in vitroikBR).
£, A XIZBWT, o ZARERIERIC X A RENE EA 2 EERImE EA X0 b 13 558
<L 72 2,
<EFIRX 18.3.2 L v ifizit>

OHEPR e FE B H
PRRIMIENE A XA I\ T JRAE N BIAR O BRI 2K F &7 29, —J5 R 7 » M2B W T,
AEBNABE BEIHE K OB E PN E BAR IS 528 % R S 7o 72 77,

<EFIRX 18.3.3 LV i#isii>

@A XRBEEI R T 58 %
HEMEE— 7V REAWT, ¥ LA v o HiEt oD 82 THHTG ) GREREUA]) OREEICK T D%
RRET LT,
PR e OEVERIK (F DA o VIR G A O NIENREERE) 22 L Au v R L LT
10 1 g/kg TN 100 u g/kg DHETEMWICRE OG- L, £ D 2~3 FFE#%IZERNERR &8 LIl
T—TIVEPRE N X DAL, BICARE CRIE Lz (R—20RE8) , £ 0% B AR (saline) |
Z7x=L7Yr (Phe.) 5 LON10pug/kg ZNAIZERIRNE G- L, JRIEEOZEALZRE Lz,
ZOFER ., RBREAL Phe. %5 K A REED EF ZMHI LT,
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25 r
2.5

N 20 -
(@)
=) 2 .
T 15 ¢ 3
E Ho |
= 10 b i3 Ol $ok
I

> 1 05 |

0 | | | 0

Base Saline 5ug/kg 10 g/kg Saline 51 0/kg 10 1 ¢/kg
Phe.
Phe.
EIVI-1 R RAIRE 5RO JRIE T+ XVI-2 BRI G- JRIEE O~ — R A%}
ERAY PNz

25 | -

00 | 25
8 2
an) L = [
E 15 . _‘H—\ sl
ERTR! br i *
b By
%

5 05

0 ‘ ‘ ‘ 0 ‘ ‘

Base Saline 5ug/kg 10 ug/kg Saline 5ug/ke 10 u g/kg
Phe. Phe.
BIVI-3 AR UERLAI 2 5K D JRIEE BIVI-4 AR ARSI G5 0D JRE E D~ — ZEIT

PSR AR iEpolze
CEHfE = SEM , n=3)
O: #waE, O: F 22 iR 10 g/kg, B % 520 2 UHEFEE 100 1 g/kg
%1 P<0. 05, #k: P<0.01 THEEABEICKH L THEADY (Dunnett DL ELEMRTE)
Sl T OB A S OFEERIFIMNIITA EZE72 L (Student @ t fRE)
RVI-1~4 PREEDRIERER

(3) YEFISETRBS T - 5 HGERERA
SRR L

_16_



VI

EWEREICERT DIEH

I HRE D RS

(DaRLER G MPRE

UER L

(2) k&
1) B 5

BB CHERS i mpRE

HEFERACE A Aa S U T 72 L% 0. 1~0. 6mg ™ RO G Lz & x| PR bR
I 515 T~8 Bl B — 27 Zor L, £ 9. 0~11. 6 BRI TdH - 72 ), Cmax KN AUC 114
SE|\FEHHLTER L, o Rxav UHEBE D 7V 7 HEDEGROKEG Lz & &,

NIRRT R Lz, M R ERER 13X 4 A B TEFREBICELR Y,

RVI-1 2 LZAO0DUIERIELD T OBKAE TODIE
2% (mg) Tmax (hr) Cmax (ng/mL) Ty (hr)
0.1 7.0 3.2 11.6
0.2 8.0 5.7 9.0
0.4 7.0 15.6 10. 8
0.6 7.5 15.6 9.8

) AR OGRS NI IEXR ORI, TEk,

AEE3 5,

AT Z s 2a s o EEEE s LT 0.2mg 2 1 B 1 [BI&%ICR

k. FEl, ERIC XV EEERT 5.1 TH D,

2) AW [R) 5 R
I EIR G OEWZFRIEMERBR T A R T A U EO G EIC OV TEAFRRRE 1124004 &
(ERk 18 4 11 A 24 BHA)

<BIFIRIL 16.1.1 L v#Ee>

(# bLAv v YRR OD 82 0. Img TERTR D)

B AATL YRR OD 82 0. Img TBAYS) &L F—I L DBEO. Img &, 7 B AF— _"—1EI2 LD
TNEN 28 (X LhAn v U HEEEE & LCO0. 2mg) AT FICH kD Y . MRk L
KLOEH%AKZ: LOSEM T, BERROES L TR RE(LARRE ZH1E L, 55723 ERe <
F A—2% (AUC, Cmax) {22V T 90%5 HE X MEIC TREGHENT 21T - 72 fE 5, W9 b log (0. 80)

~log (1. 2[5) OEFANTH Y | FNEIEF O FH R SR S T 3,
ng/mL

BHECENERE

B VI-1

12

10

8

—a— ¥ AAT Y HEEHODSR0Ime [BHi] = 2
= bt — L DEOImgx 2
(Mean +SD.. n=20)

0 8

16 24 32 40 48
B (hr)

0. Img0D %2 2 SE#x SR D MEFRREILIKRE#R (ERFKH YRA)
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(ng/mL)

12 r -
10 r T r \ T
i —a— ¥ L AT L EREEODE)Ime (MG = 2
% g | ey e = e DEEQImg> 2
Hh iMean 5D, n=20)
#*
# 6
&
W 4
HE
2
T
0
0 8 16 24 32 40 48
53] (hr)
EVI-2 0.1mgOD £ 2 fEiX SRFDMBRRETILANEEHETRE (EREKLG LRA)
(ng/mL)
12 1
10 R——— ' :
i o ¥ L A0 EREEODEDImg iG] <2
B g | o — L DEEDImgx 2
Hh iMean=+S.D., n=18)
$
% 6
I _
# 4
R
0 . . . P —
0 a 16 24 32 40 48

¥ [ (hr)
RVI-3 0. 1mg0D & 2 S 5RO MTFPREARERERE (BEKE LIRA)

RVI-2 FEYPHE/NF A —4 (0. 1mgOD 7 2 &)

i AT A BEAT Ay
AUCt Cmax Tmax T2
(ng+hr/mL) (ng/mL) (hr) (hr)
B LA g
7K :
% [HLODEEO. Img[BA¥E )| 20 90.0+31.2 8.1841.96 | 3.840.9 | 7.1+1.7
y |x2
M {1 —n b BE
w | BT 20 84.2425.0 7.16+1.47 | 4.4+0.8 | 7.7+2.1
= —
ez B hAw MR
HHODEED. Img[BIYS )| 20 | 114.2+41.3 | 9.79+2.95 | 4.2+1.3 | 8.1+2.0
X2
7K L J — L %
N T DB o0 | o1 o+32.3 | 8.30+2.35 | 4.8+1.2 | 8.2+1.8
% 0. 1mgx2
il AV Q= I =N/
& oD gEO. ImglBE)| 18 81.1+26.4 6.25+1.78 | 6.2+1.7 | 7.9+2.1
= /\21/ J+ — )L D &
/ / T8 81.3429.9 5.69+1.52 | 6.7+1.7 | 8.7+2.3
0. Img X 2
Mean=S. D.
B CNC AUC, Crax S500/<5 A — 213, BERE ORI, FRIROITIUEI - FRSE 0

BRAIEIC & o TR D ATREMN B 5,
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(Z LA\ v MR 0D B2 0. 2mg THRTR D)
Z hA T IR OD BE 0. 2mg THATR) L) — /L D $E 0.2mg &2, 7 B A4 — X—JEIZ KD
TRENLEE (X DA T AR & LT 0. 2mg) fEFERAT FICH Rk dH v | MR L
B OVERARZE LOSIET, BEREAORS LTl RZ(LRREZIE L, 156z Ky EhE
Z A —2% (AUC, Cmax) (22T 90%ER XA THEGHIFIT 21T > 7o R, W s log (0. 80)
~log (1.25) DHEPFEANTH Y . TNENFEH DLW FHIFFIEN MR S iz ™,

—e— ¥ A AT Y HEBEODSENZme [HE]
O et = L D#E02mg
{(Mean=SD., n=20)

BRTcE-TRE

'] L 1 -
0 8 16 24 32 40 48
i 1 (hr)
EVI-4 0.2mg0D £2 1 SEi SO MBHRE LK REHR GEREKHYIRA)
(ng/mL
12 r
10

—e— ¥ A A0 rHEMEODEEN2me [HTE]
g L = b — b DEE02mg
(Mean+SD.. n=20)

BRFoETRE
[=+]

4
2
0 -
0 8 16 24 32 40 48
B [ (hr)

FVI-5 O0.2mg0D £ 1 e 5RO MBPRE(KARERER (BEFRKZ LKA
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(ng mL]
12

10

—e— ¥ A A0 Y IEMEODENZme THHT ]
e o e = b D0 2me
(Mean+SD., n=20)

EREFEcETRE

4
2
'] 1 1 1
0 8 16 24 32 40 48
(5] (hr)

KVI-6 0.2mg0D £ 1 S 5RO MTFPREARERERE (BEKE LIRA)
RVI-3 EWMERE/ NS A—45 (0. 2mg0D § 1 &)

#EER o o .
- HIENRT A—H BENT A—H
o HIE /X Z ZNT
AUCt Cmax Tmax T2
(ng+hr/mL) (ng/mL) (hr) (hr)
VT AN Q=
+ -+ -+ -+
%iﬁwﬁio.zmgfﬁﬂiﬁj 20 97.6+28. 0 8.89+2.35 | 4.2+1.1 | 7.5%1.7
v H&J l/ — I/ i
i [T T DB g | g5 1+98.0 7.85+2.13 | 4.6+0.9 | 8.3+1.9
= 0. 2mg
PR 5N AT R
e =+ =+ =+ =+
15500 55 0. 2me 9| 20 89.8+19. 4 8.46+1.63 | 4.0+1.1 | 7.4*1.6
7K L J — L b
A (’)\ijgf MODEE o0 | s57425.6 | 7514165 | 44410 | 8.4%2.1
L = ~ v
|7 A A e R + + + +
o | T i on s o, omal i) 20 79.2+18. 4 6.01+1.33 | 7.2+2.0 | 8.0%2.5
% T ) %
NP D g, 75.0+23. 1 5.31+1.40 | 6.8+1.6 | 8.0+2.3
0. 2mg
Mean=S.D.

IMHEFERBEITNT AUC, Cmax 50D /3T A —Zd, PR OIR, (R OTREEIE - FeH % O FER
R L > THERRD TN 5,

(3) L
KR L

) B=E - HtAEOZE
BHEOPE VI 1. 2) HRRARBRCTHR SN TRE] OHZZMOZ &,

2. EYRERRI/NT A—A4

OF -2vap
KR L

(2) BRURGEE T
KR L
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3.

4.

5.

Q) BRREEH Y

. kel (1/hr)
Bk 0. IngODEE2E 0. 2mgODEE 16
HgkH Y 0.1024+0. 0219 0.0973+0. 0202
Mamk7a L 0.0910+0. 0232 0.0975+0. 0191
BEAKR L 0. 0932+0. 0225 0. 0942+0. 0284

DO ITSIUR
M PR L

) R HBE
M E R L

(6) = DAt
DR L

B&EH (REaL—ay) @

(1) & A&
B R L

QD INF A2 EBHER

DR L

L

AMEN N B OIRIIE /RN & DBERH S Y,

5%

(1) 1% — A BA P9 @ad i

RUER R L

(2) 7% — R BEREPY @@ 1%

RUER R L

Q) EiA~DFITH
B R L

(4) BEA~ DT
AR L

0) Z Dt DR~ DBAITHE

B R L
(6) MIBELFESE
B R L
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6. H

(1) FCEBHAR AL B UM BB IR R
T o ENE, FHERICER LI bR O 0BT b, MEHOBLRIIL Y < /b, HIZA
R LA ORI & T 7 V7 a0 VA S TH D EOWRERDH D Y,

() RBIZEEST 2BEE (CIP %) OHTFHE. B5%
MR L
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WS TOFTRIRDUILL T O L B Y TH D (2023 45 10 HHA)

4 fR5E44
PR FLOMAX

) FERMEICOWTIR., 94 B ZAEMRO 2 WEENIRTE L TWA,

2. BHIHEITHEEKRZIEER
(1) 4Eh 2B HUEsME SR CKFDA, A—RX F 7 U 7455
AFNCI T DE U 19.4 ALJEreE2 A9 285 [9.5 i) 19.6 2w OHOGHEHITR <, K
FDA, A—A NZ U T L IXRR 5,

it RLA A
kEoEfsr#E | 8 USE IN SPECIFIC POPULATIONS

(2018 4 12 H) 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 [see Clinical Trials Experience (6. 1)]. Studies
in rats revealed significantly reduced fertility in males considered
to be due to impairment of ejaculation, which was reversible.
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Females

FLOMAX is not indicated for use in women. Female fertility in rats was
significantly reduced, considered to be due to impairment of
fertilization.

https://www. accessdata. fda. gov/drugsatfda_docs/label/2019/020579s0331b1. pdf

(2023 410 A 20 BT 7 & A)

g
(The Australian categorisation of risk of drug use in pregnancy)

2% OB
A=A MZ U T7D%55%E (An Australian categorisation of risk of drug use in pregnancy) :
Category 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/products/medicines/find-information-about-medicine/prescribing—medicines—pregnancy-database
(2023 4210 4 20 A7 7 & R)

(2) /NREICEET D0
AFRICBITDEERL 19.7 /NNRE ] OHEORHEIT <. KE OGS SCEL X OHREO SmPC & 1T R
5,

i R
KE DOTRF CE 8 USE IN SPECIFIC POPULATIONS
(2018 4E 12 A) 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 (>40 cm Hy0)
associated with known neurological disorder (e.g., spina bifida)

Patients in both studies were treated on a weight-based mg/kg schema
(0. 025 mg, 0.05mg, 0.1 mg, 0.2mg, or 0.4 mg tamsulosin hydrochloride)
for the reduction in detrusor leak point pressure below 40 cm H;0. 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.
https://www. accessdata. fda. gov/drugsatfda_docs/label/2019/020579s0331b1. pdf
(2023 4210 4 20 A7 7 & A)
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