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JIVINA T BE bmg (BlfR72 L) & BE bmg 70 EIEE DR ELEGRER 12 BT D BISEIXEIR O 22 W BEA & [F]
FRICZETHDHZ ENRO BN,

(2) JILINR Y 6% Smg DREBOLRENE

P17 i LS
OB PRAF S AT RE
- el % S8 (%) IR DI
HE®EYEsT | 308 FE 103.2~104. 4
LSRR = (5 Bferz L) ' o 2Ky L E
1000 /L2 A - .
) TTA Y —V | ZEIER DT H FLoXE
24/ BR* | 60 A ) 103.5~103.9
ICHE A H A

* AFRBR T 30 H M TORFCHRES &L 720000 L7 2 - B TH Y | JIS OIRBIEHEE@ A L7kt TOENEK
JEFD 120~300 AN 35,

V. RANZBId HIHA 9



(3) ZIWNRYE 10mg DREM (BE LI-REOREN)

1) HIEzEER  40°C. T5%RH, RVU =F L Uk
FERTH H BH AR EE 1.5% A 3n A 671 H
S e A =R HFEN A KA
DT Vha- EE (k72 L) (k72 L) (A7 L)
i (%) 101.9 101.0 101.0 100.5
WL E () 0.07 0. 09 0.16 0.14
. . FRFEN JRFEN JHEEN
N | AN
I EA {7 L) ({7 L) (BfE L)
2) NI#EFER  40°C. 75%RH, PTP A1k
HERTH H B AAIRF 1.5% A 3» A 64 H
S ER Sy RO A SR =) KN HHA KN
DT Vha- g (b7 L) (k72 1L) (Zfk72 1)
e (%) 101.9 101. 1 99. 5 97. 4
kg
BB (%) 0.07 0.11 0.23 0.32
N . JRFEN RN KN
¥R | AN
R Ha (b L) ({72 L) ({7 L)
3) EWIEER 25°C. 60%RH, KU =F L i
HERTE H BH AR EE 61 H 125 H
W B A L7- A A N N
DT Vha- g ({72 L) (k72 L)
i (%) 101.9 99. 7 101.0
Lt Ll
WL 1 (%) 0.07 0.08 0.08
. e A HFEN RN
it l ez L) ez L)
4) EWEBR  25°C. 60%RH, PTP Gk
ERIE H BH G 67 H 12% A
S B A L7 A HRFEN RN
DT 4 vha—- g ({72 L) ({72 L)
i (%) 101.9 99.9 100. 5
g
WL H (%) 0.07 0.08 0.10
e, A HHEN HHEN
FRHEE il (7 L) Efh L)

(4) /IVINRY §E 10mg DFEBAEIREDREN

25°C, 75%RH, Bt 7 A (Bike)

AR BA# I 3nH

S8 B A LA ik
D7 hha-hEE (ZEk72 L)

B (kef) 12.8 5. 8%
PR A ik
T e ({7 L)

X% EEAEA30%LL E

10

Iv. ®AFNZBE5IHE



(0D &)

(1) 7 JLRR% 0D §¢ 2. 5mg DRIEEHTICH T HREME "
1) HEAHSRREOLEE
D40°C, a7 A, Fke GiliatiR, )

RERTE H BHAGEE 1% A 24 H 35 H 64 H
kS kS RN R
K B
MR BRREORE D a0 | ery | @ay | @eaL
i (%) 102. 7 101.2 - 99.6 100. 0
i R R R BN
BRI (kgf) 4? e L) | @erL) | @EferL) | ErL)
’ 5.3 5.7 5.2 5.1
. R R B
A A iR -
TR i (Ze L) EfAaL) | L)
] kS RN R
R g" > /El\ _
R i (e L) EiL) | kL)
@50°C, B/t 7 A, B (GrEsABR. WBE)
BRI H B ik 1% A 2% A 35 /1 6% /1
RN RN g RN
e #5
ML BREORE | i) | L) | @EraL | @ e
aa (%) 102. 7 98.0 98. 8 100. 8 98. 4
. B B ) RN
BEFE (kgf) tj BeL) | BlerL) | @EkaL) | @EaL)
’ 5.3 5.7 5.5 5.4
] HkS RN RN
3R Ry -
IR = (Efre L) BfeiL) | Bl
] B R RN
VA HA 3B ke -
AR B S L) i) | kL)
@25°C. T5%RH, /a7 A, Bite (GGrsabr, BE)
BRI H BHAGEE 1% A 24 H 35 A 64 H
R R R B
N %
M BREREORE | a0 | ery | @ay | @eaL
i (%) 102. 7 100. 0 - 100. 4 101.2
i Hiksst kA kst kst
B (kgf) 4? EldbY) | Eedbv) | EHY) | Eidy)
’ 1.3 1.3 1.3 1.3
] kS R HEEN
— . )
TSGR - (Ee L) EAaL) | L)
. R R B
PR HH S E N /El\ —
AR i (e L) i) | kL)

Iv. ®AFNZBE5IHE
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@60 7 lux » hr LTN120 5 lux » hr, HF 2 v —1 (GilEaBR, 3t)

HERTEH B iR 60 /7 1ux * hr 120 /5 1ux * hr
JREEN HEEN
\“/ gz‘,r‘*
M RREORE L L) (b7 L)
i (%) 102. 7 101.2 100.0
. BN BN
fERE (kgf) 47 (k72 L) (k72 L)
’ 4.4 3.6
B BN BN
FERE ERAy
IR i (k7 L) (E{kr L)
3 JREEN HEEN
I = CE > /El\
R i (b7 L) (b7 L)
2) 73 v —E%OLEMS
D25°C., 60%RH, PTP At (F-HiakER)
FRERIE H BHAARE 1% H 24 H 3u A 6% H
N BRI BRI RN HkEH
R RREORE L) | @erL) | @EerL) | ki)
i (%) 102. 7 100. 0 - 101. 2 98. 4
. 1N HLAEN U
FEJE (kgf) j ‘j B{z L) - BfeiL) | L)
’ 4.6 3.6 3.3
3 RN RN N ks
A S WA
TSR - EfAaL) | @aL) | @EkaL) | @eL)
T HIFEN HIFEN RN HkEH
VA IS ey
R i ZezL) | @ereL) | @EerL) | ki)
@25°C. 75%FRH, PTP ‘s (J@JE)
BRI H BH A& 1% A 25 A 3» A 64 A
. FRFEN BN JHFEN JRFEN
\l/ gz\,r'*
ML BRAOREE | ) | srL) | @saL | @saL
i (%) 102. 7 101.2 - 101.2 99. 2
oo R R BN BN
BEIE (kgf) ) ‘;’ EfARL) | @eirL) | EdHY) | Eiedy)
’ 4,4 3.4 3.1 2.4
i HIFEN HIFEN RN HkEH
B HE
IR i L) | @il | @il | @eiL)
e AN BN JHFEN JRFEN
RS e
AR . BlL) | Erl) | BEeal) | i)

Iv. ®AFNZBE5IHE 12



@40°C, T5%RH, PTP &3t (hniszkER)

AR B BR AA 1% H 25 H 3H A 6 H
RN JEFEN N ik
(ZfezzL) | (EfezzL) | (kL) | (BERL)
i (%) 102. 7 98. 4 99. 6 97.2 94. 8
Hirg o+ Hirg o+ Hikg o1 Kk ok

S8l B DHEEE

AN
BEIE (kgf) ”f‘j EldbY) | Eedbv) | EHY) | Eidby)
’ 2.3 1.6 1.4 1.2
. HiH HiH A R BN
FERE ERAy
IR i EfRL) | @MeirL) | &Rl | @i
— i HHE P HH& P RN HH N

(Efeal) | (Efeel) | (kL) | (Bekl)

(2) JJLINRS 0D &g 5mg DEBEETIZEITAREN
1) MR AE D2 E M
D40°C, Bt 7 A, B (ArisaER, W)

RERTE H BHARRE 1% A 25 H 3» H 61 H

Bk kil Bk A Bk

BRI BDE FEE
i PRAREDRIERAD L Efeel) | Bl | el | kL)

i (%) 101.5 101.2 - 100.0 100. 2
N A HEA HEEA BN
il (kef) Jg ';' FeeL) | @el) | @Rl | @kRU)
' 5.4 5.6 5.6 5.5
. HEEA A HRE
7 1 AR W -
TR - kAR L) @Y | @)
N A RN Bk
R ﬁ]ﬁ > /El\ _
IR i ez L) FeeL) | @eil)

@50°C, a7 A, Fke GiliateR, )

RERITEHE BHAREE 1% A 2x A 3xn A 61 H

il Bk N it Bk N

] YL
M| BREOTRAVRE |\ o | aey | aey | sy

a2 (%) 101.5 100. 8 98.8 98.6 98.2

kil il Bk N Bk N

SnE N
FEFE (kgf) ”f‘;‘ @D | @ERL) | Gl | @D
' 5.5 5.6 5.5 5.2
. RN N | RN
Ty ey -
AR & Gl L) ElrL) | @l
o HH RN | BN
Vit Ty -
IR - (L) ElaL) | @AaL)

Iv. ®AFNZBE5IHE 13



@25°C, 75%RH, fBta T A, Bite GarfsaliR, 1B)

HERTEH BHAGEE 1% A 24 H 34 H 65 H
HRSE N Bk HRE N
4 W DB Y FEbE -
| PREOTRAORE | o)) Wiy | @y
i (%) 101.5 100. 2 - 100. 6 99. 8
N Bk sk Blkssh | HES
BT (kgf) - ‘;’ (ElkdHY) - FEebY) | Eiedy)
' 1.5 1.4 1.5
_ HIHEN BN BRI
Hike ke -
IBARR i (L) EirL) | @A)
S FRFEN HEEN BN
R RS A -
IR i L) Wiy | @y
@60 75 lux » hr LR 120 77 lux - hr, HI AL v — L (HilERBR. 3
HERTE H Gl 605 1ux * hr 1207 1ux * hr
JHEEN JHFEN
S ol YNVES &
ML BRAOEBAORE | o n L) | @)
a8 (%) 101.5 101. 0 100. 2
. Bk RSN
A
W (kgf) 58 (Zfk72 1) (k72 L)
) 4.4 4.1
) HRSE N Biks Py
AR 2R W
AR = (Efk7e L) (ZE{k72 L)
e Bk RSN
VR R A
IR H L) | kL)
2) 7 vu—E%ROLREN
D25°C, 60%RH, PTP At (RHiakER)
RERIE H BH A& 1% A 24 A 34 H 65 H
Bk Bk HRE N Bk
/S DE =5
e | RREOTBRAVRE | ) | awru | @y | @y
i (%) 101.5 101.8 - 100. 0 101.6
. HEEN JHFEN BN JHFEN
WA (kef) B ;‘ BERL) | Eby) | EHY) | Eikby)
' 4.5 3.6 3.4 3.1
N BN RN HIFEN R
R i
AR i FRiL) | @fiL) | @iL) | @il
e JREEN JHFEN BN JRFEN
ViR e
IR = Eal) | Eal) | &L | @EesL

Iv. ®AFNZBE5IHE
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©25°C, 75%RH, PTP 4

% (8E)

RERTEH F'aﬁﬁé‘ﬁ%ﬁ 1% H 2# A 3» A 65 H
JREEN JRFEN AN BN
0 DEH =
B | BREOTBRAVRE | ) | awru | @y | @y
a2 (%) 101.5 100. 8 101. 4 99. 0
"t HIREAN RN Bk R
fERE (kgf) . ; EeiaL) | &Ekdv) | EebHv) | EedHy)
’ 4.2 3.6 3.4 3.1
B BN R Bk RN
ELr =h i ~ /El\
IR i EeizL) | @EeRy) | &Rl | &EkL)
. JREEN BN AN BN
NN A E > /El\
IR i EeiaL) | @®eRL) | &Rl | &Ekl)
(®40°C. 75%RH, PTP Al (fniEatER)
RERTE H F'aﬁi#‘ﬂ%é 1% H 2% A 35 H 6% H
FRFEN JREEN JREEN FRFEN
S ol YNVES &
ML BREOEBRADRE | 0 | @sy | @ey | sy
aa (%) 101.5 99. 8 96. 6 98. 2 94. 8
s FRFEN JRFE AL JREE S FRFEAL
W (kgf) Jg; EedHn) B{H) E{edHn) edHn)
) 2.2 1.6 1.4 1.2
. BN HIREHN AN BN
e fe
PR " EaL) | @Y | @key | esrey
. FRFEN JREEN JREEN FRFEN
R ERE ke
R - (L) ez L) BeL) (L)
3) EI% O EME
D40°C., 75%RH, AT A, Bite (nEiER)
RERTEH BH AAIRE 1% H 24 H 35 A
S8 e RN | BN | B
sepirm | COCORBADEE |0 | @ny | ey
F4S ) i AN HIREHN HIREHN
¥ b - 1K
ppim | POBPERSNERE o0 | @y | sy
%) 101.5 98. 2 96. 6 96. 0
@60 77 lux » hr 208120 J5 lux » hr, I AL % —L (f)
RERTHE BH A& 605 1ux « hr 1205 1ux « hr
F4S ) g & FRAEN HIREH
g | DOCOBBRAOEE | n L) | @)
s |, HUR P e
v % - 14
papm | POBOIEBSEIE | o) (e L)
a8 (%) 101.5 100. 6 99. 6
V. BHNZBIS 2 HH 15




(3) ZJLXR Y OD fg 10mg DEFEEHTICHITHREN "
1) HECLILRRE D LENE
D40°C, Bt 7 A, Fte G, IEE)

FRBRIE H BE 4R 1% H 24 H 3» A
. BRI | B | BB
e I YNUES
M| BREOREBADRE | 0 | sy | @y
a8 (%) 100. 7 99. 7 99.7 99.5
. Bk | BN | BB
TRey
W (kgf) 6o @EeL) | @EeiL) | @il
' 6.1 5.8 6.3
N BN | BN | BN
R i Ray
TR - GenL) | osenL) | o)
i B | B | BB
NS %it.w > /El\
IR i @EeL) | @eiL) | @il
@50°C, Bt 7 A, B (GrEsABR. 1EE)
RBRIE H BH G 1% A 24 A 3» A
BN | N | HEN
¥ % %5
B | RREOTBAORE |\ i | ma | @su
i (%) 100. 7 99. 1 98.9 98. 4
A B | BN | RN
PR (kef) ) ';' @D | BiaL) | @iy
' 6.1 6.1 5.8
. BN | BN | RN
R iRay
WA i Eial) | BEraL | @aL)
e BN | RN | HEN
A A T
AR i @EeRL) | @EerL) | @il
(®25°C. 7T5%FRH, BT T A, Bk GrEERER. L)
FRBRIE H B A& 1% H 2% H 34 H
) B | B | BB
73 E% #5E
ML BREDTBRADRE | 0 | sy | @y
a8 (%) 100. 7 98.9 99.6 99.9
. B | BN | BB
e
W (kef) 6o EHY) | Eedy) | EkdHY)
' 1.9 2.0 2.0
. BN | BN | BN
Ky 2 1 iRy
IBARR - EaL | oY | @ksL)
i Bk | B | BB
VAR R i Ray
IR - EnL) | @Y | @kaL

Iv. ®AFNZBE5IHE
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@120 5 lux * hr, T AT v — L (WiEEERER. )

RERTEH BH AR B 1205 1ux - hr
RN
¥ DEIH FEE
s WO OERRN Y FbE Gl L)
a2 (%) 100. 7 98.9
. HIREAN
fHEE (kgf) 6 9 (ZEkH )
’ 3.5
3 JHREEN
23 %it.w N /E[\
PR i (ZEfbA L)
3 RN
P A ey
IR & (&7 L)

2) 7 vu—REHORENE
D25°C., 60%RH, PTP At (FHiakER)

FRBRIE H BH 4R 1% H 24 H 34 H
\ BN | BN | RN
YA DERA Y b
M| BREOREBADRE | 0 | sy | @y
S8 (%) 100. 7 100. 2 101. 3 99. 4
. BN | BN | BN
JEREY
WA (kgf) 69 SRl | @il | @R
' 5.4 4.9 4.5
B BN | BN | BN
A TRaY
PR = L) | ony | oy
e BN | BN | RN
R H B wWe
IR i @R | @Rl | @Rl
@25°C. 75%RH, PTP A (JEJE)
RERIE H BH G 1% A 24 A 3» A
BN | BN | BN
¥ DEH e
M| BREOTRAVRE |0 | sy | @l
i (%) 100. 7 99.0 99. 0 99. 9
o BN | BN | RN
BEIE (kgf) 6‘;‘ ERARL) | EldY) | EbY)
' 5.3 4.3 4.3
N BN | BN | RN
B A RA)
AR & ERL) | @aL) | L)
i BN | BN | BN
VR HIBB o
iR - GEaL) | BaL) | oL

Iv. ®AFNZBE5IHE
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340°C, 75%RH, PTP 1

2 OhnisatER)

FRERIE H FaﬁﬁAHéf 1% A 24 H 34 H
BRI | BRI | BREPY
¥ DEIH EAY7
M| BREOTRAVRE |0 | skey | ey
AE %) 100. 7 99. 6 97. 4 98. 4
‘ B | BN | B
e
REEE (kgf) o BikbY) | EbY) | Esy)
' 3.4 2.4 2.0
] BEN | BRI | BN
e e ~ /El\
IR i B | @D | @rsL)
] BRI | BRI | BREPY
NN A E > /EI\
IR i EfeaL) | @EeiL) | @Rl
3) SE% DI
D40°C. 75%RH, #®BEA T 2, Bk GrEsRER)
FRBRIE H BH 4R 1% H 24 H 34 H
v . e e | N |
srigm | POCPTRAERE |0 | ey | ey
v BRI | BRI | BREPY
¥ R - 14
paig | POCPEBSVERE |00 | mesl | @l
AE %) 100. 7 100. 2 97. 8 97.3
@120 5 lux - hr, I AT v —L ()
FRBRIE H BH AR IF 1205 1ux * hr
e Bk
¥ DEIH #HEE
seripm | COLROTRADRIE | )
S8l Yot DIER S 72 I B
Sy E i (Efk7e L)
&7 (%) 100. 7 99. 8

EARSANA

UERR L

9. AHM

RARERVBBREORE N

fthFl & DERE XL (HEIEFEMEIL)

(VIR 7 §E)
RERYE - RARE =X D

(VIR R

oD &&)

ABRTE ¢ BRI HIRBRIESE 2 15 (N FVIE)

Iv. SUHEN

ZR9 5 IHHA

18




10. &% - 8%

() EENREGRSR - A%, SESRRGES - QKCHT SFH
A% LR

(2) a%k
(J JLINR Y 8E 2. 5mg)
100 £ [10 & (PTP) X 10]
500 &£ [10 & (PTP) X<50]
500 #& [, 237 ]
(/ JLINR % §% bmg)
100 £ [10 & (PTP) X10]
500 & [10 & (PTP) X50]
500 #& [, 237 ]
(/ JLISR % & 10mg)
100 £ [10 & (PTP) X 10]
500 & [10 & (PTP) X<50]
{(/ JL/NR % 0D £% 2. bmg)
100 2 [10 &2 (PTP) X 10, HZJEAIA D]
500 2 [10 8 (PTP) X 50, HzZMEAIAY ]
500 #& [, /N7, #HEAIAY ]
(/ JLINR % 0D %% 5mg)
100 £ [10 && (PTP) X 10]
500 &£ [10 & (PTP) X<50]
500 & DR, N7, HZEAIAD ]
(/ JLsNZX % 0D &€ 10mg)
100 £ [10 & (PTP) X 10]
500 & [10 & (PTP) X50]

Q) FREE
A L7

4) BHROME

(VR R 7 EE)
PTP ARV b =—, RV =VFT>, 7
i ARy =F L

Xy T7Ux

(V27 0D &E)

PTP R Uk ==, RSk =UFT v, TIAIE
i AR F L

Xyv s Ry Iy

1. BIRIRES 0D RS
AR L

Iv. WALz 5IEHE 19



12. 20
LR L

Iv. ®AFNZBE5IHE
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V. JAEICEE9 5IER

1. MEEXIEHER

4. PEEXRIFIE
O=Mm/ESE
OFiME

2. MRERIIHRICEET HFE

5. MEEXRIIHRICEIET HFE
AFNINRIEHADPEIR TH D720, BERIBIRZ BT 2 N L EREICITNRSHF TS vy,

3. HERUVAE
(1) AZERUVAEDRES

6. iERUVAE
(#E 2. 5mg. &% 5mg. OD &% 2. 5mg. 0D &% 5mg)
e IS
HWE, RAIZIEZT Ae e e LT2.5~6mg 2 1 B 1 ERAKET S, 72d, ERIZS CEE
BT B2, HRATSRGAIIE L B 1A 10mg £ THEETHZ ENTE D,
W 6ﬁui@m X, 7TarvErrELT2bmgE 1 H IERAOKET D, 28, Fi,
(RE, SERICE VTS 5,
B LMiE
BE, RATIET e L LThmeg % 1 B 1 BEERAOFEELGT S, ok, BRI U BRI 5,
(&€ 10mg. OD £ 10mg)
R I
BE., KA 7T LA LT2.5~6mg % 1 H 1 ERAOZST S, ok, ERICGCHEE
T D2, R AGAIIE L H 1A 10mg £ THETHZ ENTE D,

BelMiE
WE.RANCIZT AP L LThmg 2 1 H 1 ERAOFLET %, ok, ERICE U iR 5,

(2) AZERUVAZDHRTERLE - 1B
[V-5. (3) HEMICEZERER] OESR

V. RRICET 5B 21



4 RERVHEICEHEY IR

1. BZERUVHE=EICHET 53ZE
($% 2. 5mg. && bmg. OD & 2. Smg. 0D £ Smg)
6 LA EO/NRA~OEEIZEE L TIE, 1 H bmg ZBX R\ &,

5. BRBRACAE
() BERF—5 /3y —o
BB L

/N R oo i ESE
% L0, (RANIARHEEEICHES & /NEO IR O AIEL O &2 B L= TH D)

(2) BRRZFIRGER

fREERR A 6 412 %F LASH 1. 25~5mg & B[R 5 U 72 /s R, — ik, BRI ISR E I3 bh
P RERIRIIE R OV b IR Do T, - BERASL (TLauYE L Kb 6
K. TIEREEE 24) ARRIC, TArYE 2.mg & 1 A 1EL, 14 HE®RS LR, RKIE#
iz X2 ARIER, ME K OWMAE~O BT 72 < | BRBRATE CTORERMRART I H BE IR b i
oot

51T, HAN 20 1], SEA 20 FIOMEEER A BHEICT a2 10mg & AR O£ 5 L2 Bkic
BWT, 561 (HAN3H], SMEA2H) (264 (HARN, AEAE M) ORI L ORSEGRE
BETEXRWEEFGEREL (G 2 4, AT, NH, S, WEMEEERS L) L, »
TNOLWE~FEETHY | B, EELAEFFR, WRICHEFGIC L L B5HIEFITERD b
MoleZ &t BARAROINEANEERACBITS T Av U 10mg B O# 50 ZEMILR
HThrZ Enrmane?,

) AFNOARBAER A& :

s EIMLESE - BE . AT AP LT2.5~bmgx 1 B 1 ERAKET D, 2B, JERITS U
2528, WEATSRGEAITIT LA 1E 10ng ETHEETAZLENTE 5,
< BFOIESEE, RAKIET A PE S LChmg & 1 B 1 EEROFRET S, Aok, ERICE CEEEET 5,

V. RRICET 5B 22



(3) A=ERICIEFRHAR
« EILEAE ¢ B~ WP RS REE S U R T2 B Y | 129 f1 P At GUc AR oI 5 R A
2.5mg 1 B 1[EE L, 4 BEENET 7. 5mg £ THHE L C 12 BEHRSG L2RR, AF O EIMmEBRIC
BT A HIER ORI 2.5~6mg, 1 H 1ENZETH S EHWrEn-,

< BROME R ASROIE RS 54 Bl & RIS O G-&% dmg 1 B 1[F& L, 2 MR T 15mg &
T LT 6 WG U7=fs B AHID 5~15mg/ HIFFEIEICB W THHTH S Z LRS-,

) AANOARREROCHE

s EMLESE W, RAICIET Ar YL LT 2.5~6mg & 1 H 1 [EREAKRSG TS, ok, ERICSCHE
HHET 22, BREAR+5708A1CIE1 B 15 10mg £ CHMETHZLNRTXS,
CBODMIE EE . RAICIET APl LTomeg & 1 A 1 EREA®FRET S, 22k, BRI Ul EET 5,

(4) HRELROEAER
1) B3ERIERER
c BIESE : B - PEE R ARENE & A B 117 Bl S VR Y 2. 6mg & 1 H 1@%@?&&:
BE L ZEART5OGEIEmg T THEL C12EMKBE L ZA KGR 2HEEB I
ULAERA « JRERHIME & bR GBBRICHE LA B R TRA2 R L, 1R 12 B% I 145/90mmng
TORE LEEEDENBO bz, £2, DA ERZLITRBD LN hroT2?

I 5T, 20 E~80 EDOARREM M MFEBE 23R E LT, 7 Ar U bng 58 (154 41) |
10mg # 5-8E (151 f5l) DOAZEK VLA g U7 /G R, A2METIET An 2 v 10mg #E3
Smg FEIZHEANBE BTN RZ R L, 10mg BEORREIRZ B E TX 2 WA EFRIHEIIEIL dng
BED 3.9%IZxF L 9.9% CTH Y . FEIEDORBRIL Smg BT 0.65% (1 4]) . 10mg #T3.31% (5
) Thotz, LNLeND, MEETROONIAEFFRLOEEESCAHEFEFRICL OB G IE
RIZEITRD LN N2 D 7T Aa T 10mg B 5O IRMEICRBEIT R VWEEZD
nrey .,
ZOREENS, bmg THEHEMIZEL TWARWEREOMESHLZ 1512175 2O, SEIC
J U 10mg ~HEET D Z L IEBEREORREE LTERELI LD EEZ LN,

(F:=NEED

< JRIDVE ¢ RRASECERE 104 42 6t GIC A K 2. 5mg, Smg, 10mg 1 H 1[4 “EHEMREICT 4
HEPEEE LIz fE R, RBN O MEREIZBIT 5 AEMKOHEL ng, 1 B 1 BINRZYHTHD &
Hr sz,

B AP CiE RS 66 Bl 2 L SR 7 bmg Z8AR% 1 H 1Rl 4 G Uiz, Zh32HE FTREH] 59
BNZBN T, PEOERMERS & R &I & b AR 7 &5 1 A% ZE 2D
L. 4 W%ICEERERENT 6.9 B/ 5 2.8 [/ ~, SIS &I 3.9 885 1.0
BEE T LTz, I ZIBGESIME, YRR T & A EIC TR L7228, B, imEE
EFMEHEICH O, BMERBEEITIRO AT, DA ERZEIT R 272, RIFEMIX 5
B (7.6%) 2@ BN
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2) REMHER

- BIMESE : 5 TARRRBRS T ORAAREME & i B 82 fil 2 % 81T, &5 IAHRERE T
EROMREZEEE LTLR 9 » ARG LR AFORMERIC L 22/ MIEALTH D
I S

CNRATDBNCT L P 10mg 2 REIRG L, 52 MR E THIEZ LR, ABRMEICRE 2
FEIZZRVb D LEX BN, T Lu VB 10ng ORI GOIRR Lk 5 Z L 3 A[ETHh -
Teo Flo, Thu Y 10mg G BFOFEH, (KELUPERIOEWIC X 22k BRI E
RO NPT,
U ED#RNS, 7 Lu e bng THRA TG RARME S MEESE 57 Lo e s
10mg DT, ZEMEICRE RREITEED b, BAMEICRBIIRN S O L ST,

CBRDE  BRASRLERRAE 10 B2 RIS, AAlbng 1 H 1HIZ 6 5 AL LICRR, LE LR
PDEZH R & AR R Sz Y,

(5) BE - mEHNRER
< B AR O mMUEAE B &0 O SR MUEAE A 35 & SIS, AR 2. 5~Bmg 1 1 [A1&
8B LA, A RMENGRD bz Y
- EEE LEE RO EE S AR 20 AR, T AT 2.56~T.5mg 1 A 1A% 2~8
B (SR < A~8JRA, ARG : 2~4 WA BEH LIRSS, AR SN T
BRI A D A © BRI 2 O OF T B A AHEME S I EAE B 16 1 X1, A 2. 5~5ng 1
H 1 [E% 12 HE&EG L RS D581 W TR IE S DFARENE & i+ B35 22 1] & b
BRtLiz 2A, 7TAau P 3l RENCIZE A CREBE G202 LGRS Y,

(6) ;AEMERA
1) ERAKERE (—REABBERE. BEERARERE. EFABHLRAZR) . 2ERTET—4

R—RRAE. UERFTERERABROANE

7 FH RS A ARG S

L IMLESE © $%-5-RCHE I E 160mmHig LA 2> > fE3EHA M F 95mmHg LA b OSER] % /x4 & L=
Hih=1%, 85.9% (1,479/1, 721 f5) Th o7,

Be D E  RBIEEE TE 3 EILLE, 1B 5 BILLR2D 75 kAl ] ORER &2 iHlixt 4 & L= Ao
1. 73.0% (116/159 #) TH -7z,

2) AREHELTERFEORABRIIERE LIRE - HBROBE
Y L

(D zoft
R L
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VI. EHZFEEICEII SRR

1. FEZHMICEEHDHILEMRILILEME
1,4~k Fa vl P % Ca fHi#K
— L =T 2 Uy S AU R
AR BED & DA ORI F L, BRHORMIEELSRT L2 L,

2. EBEA

(1) {EFERLL - YERERF
AR DB ENARAFIE I Vo T AT % o FOVICRRICRES L, MlaN~O Ca*" O A& <&
% Z Tk R AESCHM M O & kR S D,
TN AEEFUERORBUIERTH Y, B <cd D, £io, DIHEER T <, mEBRMENE
HHILTVW D,

(2) EDEEMTBHAERE
1) ZRRICKT DREEE 7
=7 2 VU ERREE LT .V Ra B 25 Ca K PN200-110 OZ K L OfE SR
Tl ERETAHZ LD, FOXITBITEINI Lo TT L U DA A
BEt L7, SMFEARREIET v b (SHR) 12728 0 UI=7 = P20 Fid 10mg/kg
HEREORE L, BREFOICER LT, TOOHBEEARICK TS PH PN200-110 #5&%2RE L.
AR T — NEEATIC LV fRBEE S (BIRIME) & BRGNS (28R E) 2Rz, 0
FERT Lm DB B GRETIL, PN200-110 O FEA~OFFMEDIK T & & IZZRIREDOFHN
RIBOPBIESNEZDN, =7 = VUG TIIZREROBEFMMEDIK T OHRNEBD i, FO/E

kST TAES SR MY
Mo TT Lr VB AIERNT Ca T v U RVEFERA IR T OMBEREZ RO TR Z L7
#HE Sz,
Zv MLDBBEERICE T ORBRSRE
(%)
100 +
*p<005 oo TLUOVELRER
w4 <0,001 e
*69.745.1 MBS LNTHE RS
mean+SE.

60.0+5.2

** 58.5+2.0

R T B 3%¢
8

37.614.0
299451

¥ ¥ I I

0 6 12 18 24
BT 5EORRE hr)

| EAR GBI BT BPN200- L1002 EER
SR HITDPN200- 1100 BEEE

3 (1 ) x100%)
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2) Ca FEPUiEH
OK " Bty B IE 2 ek 9~ 2 g /R 1
A X EEIREA D K (150mM) ULAEICRT L T7 oa 28 R ERICiiE &= LTz,
ZOERAKBIZ= 7 = DU RN OISk LIS TRER Tdh 5 DN Th - 7=,
F 72, KTUHE % 50% 5 S5 HE (IC) 7267 Au Y E L O Ca t5FI/EA 2 A L kT 5

EEROHEY ThoTo,
4 XFEHEEARD K URHEIZ 3t 9 5 ithiE 1

ooy 1Cso (95%1EHEBES) R fRE
R N =T <N 6.5X10°M (5.1-8.2X10°) 1
= 7 ¥ ¥r v 2.9X10°M (1.7-4.5X107°) 2.2
=5 T 2.9X107' (2.1-3.9X107') 22.4
~N 7 N 2 6.0X10°M (4.3-8.7X107°) 0.1
ooy F T B A 1.5X107M (1.2-2.1X107) 0.04

@K UGN HIE R BL R OMRrfge g 10 19 19
7 v MFHKRBINR Y Y RO v Mg PIIREA ) o KIHECE T2 7 Ar e s oifiE
MFEBUTEIR T o T, 72 KPTHF R OMEHER L =7 = V8 AT HA~TH L TR R T,
T hn e ORI OMER S L ERFRE D R Sz,

Sy MEEKBRICHT A7 LACECRU=Z 7T DEVRE EEED KHIE 7
Y 7aoyer 10
[ =7=zve>r 10w

1007 Y T
\
N -
; 50 \
ECT N
TN MR
\ \
N § N
. AL Al | 1 Bl 2 B | 1 F§ \2 Fyfe 3 BFRI 4 Bi?l’-]
[

@EMLMLAFE Ca T 2 /KT 2 A Y
A X HRBRENIREEA D KT IR 62 1Cso il (BEALIRAENE Ca T v o R /VIERIER]) & /L
7 RUF U HFIC RS D 1Co il (ZRMIEENE Ca T v > R VERHER) ZRIEL-EZ A,
T hu Ve OBMAKIFNE Ca T ¥ X T T HBIRMEIT =7 = U E ORI 1T fF&m o T,

BRI Ca F v L AILIZH T BRI

KIpUMEREOLIEA | NADUREREDUIEA | 2RE (NA et i
(1Cs0) (ICs) /KAt oL E )
VAN =A% 6.5 10°M 5.5X10°M 846
=7xVEY 4.6X10°M 2.3X10°M 50

NA: 2 VT RueF U v
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3) M ER: FEA
OHL[A$ 5-
(a) MILEHRIIET ~ b (SHR) 2V

T AT 1~10mg/kg R OEE L25E, 3. 10mg/kg THEICRHG L2 E TR (4% %
K 34mmHg, 82mmHg) 234 Hiv7-, ME FREORBIUIER TH Y, & 5% 4~6 Rl THRoR L
7pole, XEDOEMFHRERFRILE <. 10mg/kg 5 Tidiz b 24 Refilth & xf BRI L TR E
IRILE FRENRO BTz, —JFF, =7 = PV UITME PR S 1 % IR K E 7R o72208, 8
REZ IS IT R GO MEIZFEE L, EOERFGRMIZT 2u o B L0 EroT,

ME% 30mmlg TREIELT7 Lm0 B Of&E EDyfEH) IIRIRLIEEBY THY, =7 =
LD L 26, RININOK ARG, DLFTELORHIETHY, =LV B LR
FHIo T,

SHRRIZEFH7LOCEVRVZT I VEVOREER

(FLOoPE) (Z7z2EY)
200 200 mogn— o g
E *D < 005 < 005
mean + S.E. mean + S.E.
E -5 E -5
g 100- " EIOO !
® 0 3t ® 0O XR
® ® 7A0YEY  1mg/keg (B0O) B B =71VE>  Img/ke (ED)
=4 o 7ABYEY 3mg/kg (B0O) B® 0 =7xY¥ 3mg/ke (EO)
e 7AL0OYK > 10mg/keg (E0O) e —7rPF 10mg/keg (EO)
0- T T 1} 0'

012 4 6 8 (B5E)

B 5 % K M

M T T T T f‘
0 2 4 6 8 10 24 48 (BFMD)

' 5 8 B M

SHR 2 & 1T 5 & 1E Ca FEIREDREERDI AL

L EDy, (mg/kg) ipalze
VN =SV < 2.3 1. 00
= 7 = ¥V v v 2.7 0.85
= kb ) T r v 1.4 1.64
~N 5 N I L 9.1 0.25
Vv F T E A 21.6 0.11

(b) BMEEMET > k2

TLAuTYEY 1~10mg/kg ZREO#KG- Lizk A, 3, 10mg/kg THEITKHE U2 IME FREH
LT, TERZBUIBIR T 4~6 RERIZHR KR & 72 0 &5 10 BRef% b i FRENRO Hivi,

T hnr Y EDyy=2. 4mg/kg

=7 =V EDyy=2. 4mg/kg

(c) DOCA EIMET »~ k2

TLAuTYEY 1~10mg/kg ZREOHKG- LizE A, 3, 10mg/kg THEIZHRHE U7 IE FRED
BT, TERZBUIBIR T 6~8 REIZR K E 720 . 5 10 FEffk b ME FREAFRD b,
T Av Y EDyy=2. 2mg/kg

=7 =V EDyp=2. Img/kg

VI, HONHHRCRY S HHE

27



(d) EFIMmMEZ v K2
7 Aa Yy 10mg/kg & OEL- T, IHESIIEIZZLIZA B2 - 7203, 30mg/kg 5T
LB E A R ICA B RIRTARBO LN, EFMET » REWSHRIZKIT A7 AT E O
BEMER (EDy) =7 2P Ey, ~=V VL EHBTHEFTREDLI THY, ThuvE
WEE I EBMIC R L C &0 BIREICHEER 289 2 L VR ST,

SHR, EEMES v MZHFZT7LACEY, —7zPEY, I=ZVEVOBREER
EDs, (mg/kg)

T LAY =7V =
SHR 2.3 2.7 2.0
IEFMEZ >~ h (NR) 78.8 9.1 7.8
t (NR/SHR) 34.3 3.4 3.9
(n=5)

(e) BMEmMEA X 2
T AP E L 0. 1~1. 0mg/kg OG- L7284, 0.3mg O 1. Omg CHAEI S U 72 I H
M E /YRR O FER A Bz, T OME FREOIBUIFER T, &5 4~6 KRR IR K &
720, 1.0mg Tl 24 BEfZICB W CH A ERIME FRENTRD bz,
T AU L NAEIE EDy,=0. 3mg/kg
=7 = VB NERML)E EDy=1. 3mg/kg

BHESMEAXICETA27LACEVRUV=Z 7 CEVDOBEERA

Z7 P 3mg/keg (BO)
7LOYE > lmg/ke (&)

A A o S
2007 2007 —a
*
- V//+ﬂkf44mﬁmmm o i
g SRR
E P//4Hk/#4ﬂ§MME £
= 100 T 1001 T
H FAOSED 1me/kg(E0) *p < 0.05 = =7IVES %p <005
=] mean £ S.E. = 3me/ke (K1) mean + S.E.
n=4~5 n=4~5
O = L) T T T T T Vll' T l’l‘ T "'l T ll‘; — 0 = T T L T T ”" 1
0 2 4 6 8 10 24 28 32 48 (B5RI) 012 4 6 8 10 24 (R R
® 5 % B M 5 % KB M
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@i G-

(a) mIMEAKRFIIET ~ b (SHR) 2
TAuYEY 1, 3mg/kg & 1 H 1A 15 HERE DL L7546, 85 3~5 H B2 6 & 5-aiifiE
DEBIE T L, TR —EOBTEERNRD b, MERBIT R, FE5&TH%RITZ2 A
T, bEDMEL~VETEL, ZoEHRLE A (VY FERE) AN

77

SHRIZE 157 LA DE VEREGRHOREER

18 2H 3H
200
190 4
1804
1704
1604
150T
1404
1304
1204

o]L*ﬁ 1 t

MM AE (mmHg)

**jf

4 H 5 H 8 H 108 128 15 8 16 H 17 B

g =4

o {{
£
£r
b3,
i
T

%*p < 005
mean = S.D.
n=5

o Xt

e 7AUYE> lmg/ke (E0) o

B 7AOVEY 3mg/ke (0) r—

1 1 1 1 1 1

024 8 024 8 024 8

(b) BHMEEMEA X 2

~rerY ] —reT 1 ~rT 1 ~rrr— ~rre e r ™ T T 1
024 8 024 8 024 8 024 8 024 8 024 8 0 4 8 0 4 8
o5 %M (BT

T A TR 0.2mg/kg & 1 H 10120 HEMKRO®HG L2854, %5 7 H B O&RGRIMENS
BIET L, Z20%—EDOREERDED b, MHERBUIZR0 o7, X, DI &
BERIES oo lz, EKETHIZ3~4 BETH L OMEL-UIZE L, Z ORISR InTE _EH
(VN7 REBIR) 3A LR 5T,

VI, HEHERCRY S HHE
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(c) Wzarh BAJEFIMTEZ » ~ (SHR-SP) *
SHR-SP {27 A ¥ &2 3mg/kg/ H % 79 JARERER A # 6 L 7o/ 5L & i O R IXH 6 2:2 )
il &4, MAEFIC XD CRE b A RICIER L, MR b,
F 72, SHR-SP (27 v P vy 3mg/kg/ H % 15 W RIERc B 5 U7 i, Ol - B - s %
R EEARR PRI B I S iz,

SHR-SP 27 LA D E Y 3mg/kg/ B Z:EffZ AR5 LI-HEDESHR (n=11]

1001 —\Ei \“

~ 801 " ]
?\-g X
ey 60 i:
404 EE ;\
" 0
G I s 3 A0 IS 3me/ke/ B
:: o He N Y E /3Mg,
J L .
0 35 40 45 50 55 60 65 70 75 79

® 5 # M GE

SHR-SP 27 LA D E Y 3mg/kg/ B % 15 BRIERRS L =158 DD E.
Bl R UKICE 1+ 2 RERBFHELISH T SHIFEIZIR

ThAuIr R ERE

I3 B AR 251k o B (3me/ka/ H)
Dl
D RRHEA L 5/ 5 1”0/ 5"
X Mk
T 47V A REEM 5/5 1/5
HETE BNk IS 5/5 1/5
SRERIAR I EEEEARE 5/5 0/5
PRAME 2k 5/5 0/5
B R L 5/5 0/5
SRR bl 5/5 1/5
PRAMAE EN R BRI 5/5 1/5
JilE]
HH 1 B 1/5 0/5
AR Ak 1/5 0/5

a) bz R L8d b) (A L7k
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4) Py OESEH

OFEBEIARIERC X 2 i3 2 fEH 2
EEELE >~ N EHWEE T 77 v 7 AR O EBNIRERR S X 2 LI M k3 2 (EH &2
ALz, 7L4mPE 0.1, 0.25mg/kg OFRIRINEL L TOAEIMAED ST EH-2 HEIZxE LT
R L7me XZOERIZ=7 = VB L0000 o 72,

ELEY FOEBIRER(CH S DEHFEMED ST EFICHT S
FLAYEY, Z 7z VEVDER

250
] * P <0.05
*% P <001
]‘ mean + S.E.
n=5~11
200 -
£ 1504
3
= |l
|
53 100
50
0 \E;S B 55
TLAOIY Y ity 2 4 i
[ — (<} 3

O3 0.1me/kg (BIE)
B 0.25mg/ke (#7E)

QEBNRHEERC L B ISR D 1A 2
JRERBAN A X DR 45 3 EIAESR L. £ 0% 60 M EER L7z DI >WT, 7ar vy
VERIRNBE G- DR A T, T Au B 200 u g/kg HAERR 15 SrRNICEE S L= 5E . HHER
B OO OEEITEIICRE S, DFHNT T =0 X7 LAF REDIKTROY LT I
UV EEEOBINEIE S iz,

@ RAEEH

(a) iR = Z V7= MR E B A H D EE A IS BN T 60 43 RIS IL/60 43 I FER Z i L. 7 A
0y AR EIRNEG LTe A O DIiREER 27, 7 A1 v 150 u g/kg RN
L¢3, ®ERECERD SN2 OBAE T R OVELE dp/dt OFWHRE T 20T LE
BICHHI Lz, B X AR A &2 X 2 2O RIS DN K E B0 T &
Ca G RO AFICHHI Lz »

(b) 7 N D ol
7> M7 Lr T e 0. 25mg/kg A FRIRINEL G- L. 5 eI Ol A f# H L CiiE i (30 43) /
P (16 0) L7za. 7 au YA X 50N ATP O F LR VB 7 VT
FrBEOIRTZMEI L, FREEREOOINHE . ATP KOV V7 LT T BEOREZEE L
7oo X, DN Ca & BT FERFHICEIICHEMT 23, 7 A8 Y E LI OBENEH/EICH
H LT 2
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5) PEERZRICK T D/EM
OuATENREIZ T D AEH 7
BREEA XUZT Lm e 25~1600 u g/kg ZHIRINE G Lot R TR, 2ORM AT,
OSE M E GO DO, /202 dp/dt O _EF K O— [ HE OIS 2 iz,

B R OMATEEICH T 527 LA EVDER

25 50 100 200 400 800  1600ug/ke (ME)
04 —=
104

-20
1507

—
o

—Th1
T

T T
1

(B(L®R.%)

2 1001

50

o W% EHME

|
%
=5

dp/dt max
FEE.%)

MBS
(FALR%)

I

ARBDEER
(BILR%)

i

20 0 30 60 9 120 150  180(%) meanS.E.
KM OD n=4

— B H B
(EL®R,%)
5883

@R UMM U X5 2 FE A
A RUTT BE U E Y 30~300 1 g/ke & BRI B L34, B8R, HERBIIROWTRIC
BT H. IR RHE U7 L R g 72 NS 22 & U7,

B A X OBEBRKE SV BBRMTEICHS 57 L0 EVDOER
A TLOVEY  30us/keMib)

S 200- O 7LOZE » 100 ug/ke (Bik)
# B 7L02E 2 300ue/ke (B n=5
B

%

pe 100+

g

&

B oo

% 2007

#

B

=

1 100+

H

=

o

e o

#
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6) LmHITER %
FLEy MEHAOEERICEIT 5T a2 O8Ok QMG 2k 2 EIER 10,1,
6.8X107°% 1.6X10°M TH V. fthod Ca 5PN TR BT 7=,

EILEY MEHADEERIZE T 5 FE Ca B EQMHER

=y ICs (M) USLitE 7 B
Eik A DRI
R = B 6.8X10° 1.6x10°° 1
=7 x Y vV 1.1x107° 7.3X107® 21.9
=h L Tr 1.0X10°® 1.2X107° 133.3
~ 7 8 I 3.3X1077 1.7X1077 9.4
T T E A 2.5X107 3.6X107 4.4

(3) {EMREBM - HERHR
R L
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VII. EYREICET SRE

1. M REDOHTRS

() BELEDLmMBEE
MG R L

(2) ERRFHEBRTHREIN-ODRE
1) fEEERA
(H[ET 5
OREFERAICT a2 & LT 2. 5mg Xk bmg Z#FNFN 7 0 A4 — "—EIZ CHER AR S
L7z E0MmEHR 7T L P U REIIKEOEDORY TH D,

FLAOCEVEE., 7LAO0DE U ORNESR
HEESEOMmEREE

(ng/mL) o 7LOTDEVOENEREE?2 dng (n=24)
2.0 - 0 FLOSEVER? 5ng (n=24)
B Mean=S.D.

m 1-5
==

/B

th 1.0
=

E 0.5

() |
12 24 36 48 60 72 (BERE)
&5 1% 5
(ng/mL) e 7LOTEVOENAEREEME (n=23)
4.0r 0 FLOSE Gomg (n=23)
B Mean=+S. D.

m 3.0
==
/B
th 2.0
&
E 1.0

0___ |

12 24 36 48 60 72 (BERE)
&5 1% 5
= A Tmax Cmax AUC TI/Z
Y7

BoR il (hr) (ng/mL) (ng-hr/mL) (hr)

o 5 T hu D AN A EEEE 6.0+0.8 1.1340.25 37.1%£10.2 37.8+6.8
Bl ISRy 5.8+1.0 1.23+0. 26 38.0*=10. 1 36.5+4.2
s T Au Y AN RS 5.6+X1.0 2.51+0. 66 84.3+20.8 36.2+5.0
e TARI Y U 5.5+1.4 2.81+0. 40 84.8+15.0 35.4+7.4

Toax = F 8 MLIE HUR LB ERE R . Cuax + FoerS0 LY I8 Mean=S. D.

AUC : IMIE F i fE — e AR Al (0~72 FERE{E)

v Tue o LT AP R TR

VII. Ep#hielcBd+ 5HA
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OEFRANB T 6 2 RICT 2P & LT 2. 5mg K ON5. Omg & 2 3 R E1FR T 22 i i B [m] ¢
&G LIEEZA, MiEFRT Ln P REITRGRICIH L, RmiiiEhRE (C.) 1$Zh
2 1. 64ng/mL TN 3. 39ng/mL TH V) | B 5% 7~8 HEM Tl M P 102 L B ITRRIRIC
P U T, 138 FR R B ek (T, ) 1 33. 3 IRERE] B O 39. 4 IREE] AUC,~oo 1 68. Ing+hr/mL, 178. 2ng*
hr/mL THo7=2

BERBRABFIZEITH57LO0DE VOEEREROMERE

57 0—0  5mgn=6)
= A—4A  25mg(n=6)
= mean+S.E.
E? + :n=3
Q 1 ++ :n=5
b ]
A ]
V05
N 1 Tt
a
g
N
I
= 0.1 t
TTIpITTT T T T T T 1
6 12 24 48 72 96 120 144
B 5 (RRD)
HERSHOBBEBRARF 6 BOEMRERW/ AT A—42?

%5‘% Tmax Cmax AUCO'\JOO T]/Q B Kel B Vd 8
(mg) (hr) (ng/mL) (ng*hr/mL) (hr) (hr™) (1/kg)
5 5 7.3 1.64 68. 1 33.3 0.0214 31.0

’ +0.4 +0.07 +5.4 +2.2 +0.0018 +2.3
5.0 7.7 3.39 178.2 39.4 0.0184 28.4
’ +1.2 +0.15 +22.4 +3.6 +0.0018 +2.2

n=5~6 Mean=*S.E.

OHAAKLOSENEER A ZRIRIC, TAa U Y 10mg (/LN RA 7 EE bmg X2 §E) % H[AIRR
AL LIzt E0T7 aadrr OiEyEeL e Lz,
AARAN20£4ICT7T L0V 10ng 25 L&D 7 a2 omifEf gL, SMNEA
20 BIZBTHHBLHLL Wz (K) o BAANCBITL7 A0V EYD T, KON ty,, (i
SEEIME) 1%, FEI 9. 3 FEE R O35 1 I CTH V| Cry LV AUC~oo (BRATFERIE) 1E, E1
ZAU 5. 84ng/mL KN 298ng-hr/mL ThH o7 (F) . ZTORARIE. 7 L1 P EE 1. 256~5ng D
A HRHIZB T D T MOty ERBEDIETH U | Coy KL OVAUCy ol & BITIZIT G RIS

CcmL 7z,
Fm, TAuTUE Y 10mg BERERFO ZN 5 OEWENIE T A —2 X, Wb HARA LS
E AN TCREETH -7,
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(ng/mL)

8-
—O0— HAA (n=20)
7 —+— SHEIA (n=20)
Mean =S.D.
m
3
o5
7
N
8 49
[l
> 37
-
B 5]
1,
0{# T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 24 48 72 96 120 144 (1)

5 %R
BAA (1=20) RUSEA (n=20) REHAICFLOSE Y 10ng ZEERORZSE Lz =D
7 LOTE O miE RS

ARARUNEABRBANIZ7ZLODEY 10ng ZEEZAORELZEZED
TLODE DEYIRE/NF A4

INT A—H HAN AE N
n 20 20

Cpax (ng/mL) 5.74 (5.84+1.24) 6.00 (6.11%1.18)
Ty (hr) 8.0 (9.3%+4.1) 8.0 (8.0%2.4)
AUCy~1.: (ng-hr/mL) 269 (278+72.4) 272 (284+78.8)
AUCy—, (ng+hr/mL) 288 (298+84. 3) 298 (312493.1)

ti (hr) 35.1+6.2 37.6+7.5

n : PERE L

Cmax‘ AUCONIaSt &U\ AUC0~oo : %%{ﬁqzi@{ﬁ (MeaniS. D. )
Tmax : EFI;%{@ (Meanis. D. )
t]/g N MeaniS. D
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Gt e 5-) 2

AR F 6 L2 RICT L& LT 2.5mg 2 1 B 1 [EIFHIA 30 25#%I1C 14 AR O#E
KLl Z A, 14 HB ECTORBIESEROMEHREE TS 6 H B £ Ty L7223, DRI
IEEFRAE (1. 78~2. 16ng/mL) IZEE L, ZOfEITEGHIH (0.6ng/mL) O 3fFETH-T=, £
14 B BH® Cyo K OUMIE 5 EE — R R i fE (AUC~py) 1XE 240 3. 5ng/mL K TN 61. 8ng+hr/mL
THY, ®EHH (1. 4ng/mL ¥ 19.3ng « hr/nl) O 3fETH- 7=,

BEBABFIZEFTEH7LODEY 2. 5ng ERESRHOMERE (n=6)

mean  S.E.

] :
}_{,f—;--}-}-{--H»H
¥

M |EE (ng/n)

1.0

T T T T T T T T A T T 1 T

T 1
5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
ottt

BE5E% (B)

T
4
t

@51 24 FHEfI H CoMyEh 7 b v D v YRR
OBEWAKN14 HATOT L D BE#%ORBERIME T 7 L0 D i
(1) 7Y 2. 5mg &5

) AR OABREL O :

s EULESE - @A, RAICIET LAY LT 2.6~mg 2 1 B 1 [RAKRG TS, ok, ERICS U
EHIET 2%, BRA+HDBEITIE 1 A 11 10mg £ THET 22 ERTE D,

OFRUMEERE . RAZIZT A e LTmg 2 1 B 1 FERAREGT S, Zd, ERICKE U 5,
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2) AR EIESE R Y

T Au Ve bng CRURARF OARREM R M ERABEEZ MR E LIZT A2V bng & 10mg
(VXA 7 §E bmg X 2 §iE) D B G LGS AR IZ W T 7 A r VB OIEYBIRE (E
FAREBICRB T Mg N7 7RE) ML,

Smg HEICH 1T D 4 L N8 HKED b7 7R GRTEXIE) (X, F4ZF4 6.83 LT 7. 03ng/mL. T
HY . “EEMRWBGE (RN—2F A B 7.02ng/mL) SIFIERE U THo T2, 10mg BECEIT D 4
RS HEFD b7 7L, WT b 16. 9ng/mL TH Y | Smg FEKL N 10mg FEDR— R T A B
(7. 18ng/mL) O 2ETHSH Z D, 1FEFHRG RIS CMETRED EARRD bz,

F7LADEY bng THRAT+/OSMEFEREICT LA E Y bng ##Ki%5 (Gmg ) HHLME

10mg ~NEERS (ImgFF) LE-LENEEREICEFTS7LADE QMmMEHR S TRE

T E R . .
5 10
) me me
NT TR 95% {5 fE X [ NT 7B 95% 15 fE X [
n n
(ng/mL) (ng/mL) (ng/mL) (ng/mL)
7.02 6.5~7.5 7.18 6.7~7.7
R—2 5 B2 | 147 145
(7.65+3.07) (7.2~8.2) (7.69+2.67) (7.2~8.1)
6. 83 6.3~7.4 16.9 15.7~18.1
4 JE 146 144
(7.64+3.38) (7.1~8.2) (18. 2+6. 55) (17.1~19. 3)
i 7.03 6.6~7.5 16.9 15.7~18.2
8 W MF 145 143
(7.60+3.33) (7.1~8.1) (18. 0+6. 25) (16.9~19. 0)
n : RN S5
N 7R - AEBME (Mean=®S.D.)
5% (SHEIXHE : AT FEMMD 95% XM (BT FHMD 95%15 HE X [H)
a) A7V —=VTHNZT Ar U e bng & 8EREE Li=% o E E MBI LG
gk
(3) HhEE
MG R L

4) BE - HRAEOXE
[OF SR o B8]
VII-7. #HAEAEH ] OHEZSH

(B P
T La e ORIUIEFEOREZZITIC ., T DEBEREG TOCEIET 5 UME, Chw T &
VAUC T W b 22 fIEIE e VB TH BRI DR -7 %0
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2. EWEEREYNTA—E

(1) #4735
AR L

(2) BIREE M
R L

(3) HEEETEHH Y
0.0184/hr (fERERK AP -, bmg HA[RIAR 13 5-IKF)

4) 2I)VF7S5URY
8. 9mL/min/kg
(fERERE AN B 7. bmg HL[AIRR O 5-KF, CL=Kel, - Vd TFIH)

OEANFT—%) Y
Faulkner ST EFEBRABRFICT7T L0200 10mg ZFELIZEZA27 Y 77 0 A% Til/nin/ke TH
ST,

(5) HHRE?
28. 4L/kg (fERERK A B 7~ bmg H[EIER 1B 5-16F)

6) Tt
LR L

W) AR OEZBHELOHE

c EIMESE @ @E, RAIIET AP L LT2.5~6mg 2 1 B 1 EROKGT 5, 2k, JERICE U
BT B0, RATSRGEICIT 1A LA 10mg £ THEETHZENTE S,

CHODMEEE ., AT LAY E L LChng & 1 B 1 ERAO®KRET S, 2B, ERICE CEEHEET 5,

3. B&EH (REaL—>av) @

(1) 84735
AR L

(2) 185 A —4 EHER
AR L
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4. R
WO - PR
e,
HEANT—5)
Beresford H23, HEHERAL T 24127 Ln V¥ A HER A (15mg) #5 UIHE (Bmg) Liz& 2
AL RINRIL 96% ThH -7,
HEANT—2%)
Faulkner &%, fEEER A S F 12 4127 222 10mg 2 HER OG- TH#HE L & 2 AEWHEE
ML 64 (52~88) % Th -7z,

FERTIEER : 7 v M7 Lr Uy 2mg/kg RO E L TE LT 2RO T v b O+ BIBICEA
Lk 2 A, %5 LA EEED 28% N ONMEH BN S, IBHEERNED bz,

) ARFNOABRRAEROCHE :

< EIMESE - @, AT An Pl LT2.5~mg & 1 H 1RO HRGT 5, 2B, ERICG Ul
BT 508, ERTSRBEITIZ LA 1A 1ong FTHETDHZLENTEX D,

CBODMEEE, RAIKIET Ae P LChmg & 1 B 1 ERROERSET 5, B, ERICE CEEEET S,

5. o1
(1) Mk — xBTS &E@ s
< 7}3% >33)

7 v MIT Lu P 2mg/ke Z BRI 0GR ORE~O A3 70 < (BHRFALLT) | BB o
PRI & b D,

(2) mi%—RaRERAME @M
<7}3%>33)
HHET » MZT7 Lr P 2mg/kg Z AR OG- LToRE, P ~DOBATHREO Hivlzns, REARHHE
NIEEED 1/T~1/60 L&D > 7=,

(3) Eith~DBITHE
TR M TIE 2 T 1 Lid 31 il A Xt 4ic, 7o rogifiits&sd mg 1H1RELT, H
FEmE (140/90mmig i) (ZfE> CHEZZ LI ERERAOKS L, mFEFHREE LR OIHF~0
TaEmat Uiz, FR 5T eng/ HTHY ., &5 10 HEDOT L P O Mg K OFLA HRE O
FR i3 15, bng/mL & VL. bng/nl Tdh o7z, 7 L1 P ATMMEE F U L~ TR ~BIT LT,
ZOFH A B L 72 ORI FLIE R 52 (RID) OHRfEIZ 4. 18% Th o7,

(4) BEEA~OBITHE
KR L

(5) ZDOMBEHB~DBITHE
<ZS% >33
T M7 Ar Ty 2mg/kg B O# G LI2GE W T Ol T ‘6&“5?& 1~4 FRFFE] C o i i
Zon L, BPHE. Fifilee, BIRONEIZ SR AR LTz, %fﬂ%%m;%r“ 48 FEMIZITIXIT & A ERHBRA
IR L7220 HEKL LT,
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(6) MIFEMMEEERS
b MIEEAICT Av Y % 50ng/ml X 500ng/mL Z HRIN L 72 BF O IMUER S G 3R & ERE T s
TR LZE Z A, MEEAMARITFINEE I CEEINT IT. 1% TH o712,

6. K

(1) BB R R BHRRRR
GMEANT —5) *
Beresford B3, @R AR F 2 L4127 20 2 HER D (15mg) 5 ELFE (Gmg) L. #
5 72 B & TORDPREOMB 24T > -5, RERBIT TRoMICHEE Sz,
FRHHERAL - FF ik
RS . 720V OEERBRKEILZ, Y Frt ) VUV ROBLICOED3E | 5 OlAF
TALEONT 2 fEDEEALRI T X /b DOl %E & 5,

T7LODE D ORBEREVRARBMOE S

R
= 1) H,coocﬁooou v
1 HiC” °N

CH20CH2CO0H
Vg 2 . H
HOOC ? coocas HsCOOCﬁCOOCsz Tx3x
HaC ' N I CH20CH2CH2NHz HsC l N ! CHzOCH2COOH
5-yHt~6% \ o 4;10% s o VI
R <7 HOOC~ Xy c//\ - = HOOC X\ COOH
HaCooC coocaHs HeC l NZ 6. me N7 CHzOH
L XV O N NCHzf)CHzCHzNHz 1‘,‘,]\(1% 1X9%(&VI)
Hsc00C < < coocHaCHzOH 7?3: %t’ i g Xl 7 ?
HeC” N~ CHaOCHSCH:NHs ;3 ii‘o% HsCOOC Xy~ COOCzHs 'R X
5y ha% li HsC ~ “N# COOH HsCOOC |~ COOH
] /}' 5 ; Z : H3C "N NCHz0H
R g X 7%, ER3%
HCO0C. AN 000t o000 A -000CHs K LR s

c———
HIC“ NP N CHOCHZCHINHZE==D> g™ % ™ CH2OH

ER7%
4 4R2% \ Eh6%
" Ty b1l%

m VI g
H3C00C -\~ COOC2Hs HOOC\ Xy COOC2Hs
XVi
HaC~ 7 CH20CH2C00H HsC” “NZ CH20CH:CHzNH R

£ h34% ER9% S 7S C00CzHs
1R18% 5y h65% ~
N HsC “ SN CH20CH2CH2NH2
S 59 k8%
NV

HOOC_\~ COOCzHs

s
HiC i NP CH20CH2C00H — . XV
Eho%
())(H R 1 X23%(&XD | Xy COOCzHs
N C H * ~Z
ol cﬁ oocatts ' HiC” NZ ™ CH20CH2COOH
e NP~ CH20CH2CO0H !
129% Eh2%
= r XI
-~
SS. HOOC~ "\ COOC:Hs
—
HOH2C” N CH:0CH2C00H cmee X
=5 v b
ER10%
1 %
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(2) kBI85 d 5% (CYPAS0 %) HFiE. SE5EE
fthove RrE U U 5% CaGEHie &AL, AFISHEIZCYPSM ICL W IBianhs B2 BND,

Q) MEEBHREDEERVZNEE
MR L
o e RrbE Y v r R Cafiidk L b, ARNFARNSE N L XY, PIEEEDRImo e
Fae vl PRk Catbhidke b~MEWEEZ NS,
<BESTEROEY S U% CaBnENAEYEMFIRE D

o 4 NAFTT AT T4 (%)
A = 56
=7 = VU EIhEE 52
= IV AR 49
Sy | VA S i 14
L=l N A 49
v =3I T—HIaL
NR=VE v F—H L
TLAaTE Y 64

4) KEYOFEOHERVERLL. FELE
FERBOIIEN & LT 7 v MEHKEWREEARD Ca U259~ 2 MTEH 2 Et Lo & 25,
& bR XV T U DONNTIRZE(LRD 1/25 T v ALOEHNY) TEEMEMITIT L A L8O
SR

1. B

(1) BERERGI R URER 2
VI-2. (2) HEfEE) OmEBR

(2) itz ?
TR AT - 6 4 2 RRICT v U B U BE 2. 5mg XX 5. Omg % 2 [HI AR CZ2fERF AR D 5 L 7=
EZA WTNORGETH L% 144 FEE FE TITRPIZREILIRDHK 8% i X 7z,
Fo, HERABF 6426 RIIT L0V U 8E2.5ng 2 1 H 1A 14 AR OHEG L& 25, &
54% 24 B DR h ~DORZEAVAHEMRIZIHGHIH T 3. 1% TH Y . LIEREE L TR 5 6 B B LRI
1%6.3~7.4% (1 [EIfEG-EIZx 2 4RME) L EFIRELE o7,

GMEANT —5) *

Beresford B, fEFERRAICT Au U B ZHEREO (15mg) &5 L, &5 12 HAETORF LD
HEPRHDORBEAT S TfER, B G ED 59. 3%ITIRT. 23, 4% (FFE PP S, JRED 9% 1%
REKRTH Y, ZOMIZ 9 FEOMRHDNRBD Hiiz,
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(3) ot
LR L

) AFNOABRRAEROCHE :

< EIMESE - @, AT APl LT2.5~mg & 1 H 1 EREOHRGT 5, 2B, ERICG U
BT 508, WERTSRBEITIZ I E 1A 1ong FTHETHZLENTEXD,

DM EE ., AT LAY E L LChng & 1 B 1 ERO®FRET S, 2B, ERICE CEEEET 5,

8. FZIUARR—EF—IZEAT B1EHR
PMER e L

0. BIFEIZE BREE

(1) BEREEA
LR L

(2) mRBH
14~18%*
UEANT—H) WV
Laher 1%, IMiEEHTHBHIZ TAn/t/myE%MEWﬁm&ﬁbtkéwm HA VN R e
B L R AE T 6 BB S Lo MR 2 bhik L7/ 3, 280 oienoiz,

() EEOBER
LR L

1) AFIOAGEH L O &

CEILESE : @H, RAIIET AP e LT 2.6~bmg & 1 H 1 ERO®ET 5, 2ok, ERICR Ul
T 20, SRR 725AIE 1 B 18] 10mg FTHETHZENTE D,

CHODMEEE ., AT LAY E L LChng & 1 B 1 EROKRET S, 2B, ERICE CEEEET 5,

10. HEDERERT HEBE

1) s 2
%EmmF$%6ﬁ(ﬁ2 L4, EWERRTI.TE) 7 AP & LT bmg & HE, KOS
Eﬁﬁﬁﬁﬁbt e R HERS A NS S BNIE X T A — X XK ONEO®E Y THDH, H
EIEE=A Oyt %E@%&A(%6\¥w¢%m23m)kmL\%xMmiﬁﬁ mfEZ R L

tm\nmuﬁﬁ% X3RO LN o T, EEERGEICTIEEZOME R 7 L D R T
FEHEID GELSHER Lo, 2O — U 3FHEFIEE L TR, BEETEOEMNE KT
é'ﬂﬁl—é‘j wu@%ﬂfﬁﬁ)oto

VII. ppEhrElcBid 5T H 43



(ng/mlL) @ CiFEIMIEESDE (n=6)
20 O HHEMEER N (n=6)
10
° [
[ ]
o o
ie] ° 5
th O
by i : | O
=3
|5 O
1.0
| | 55 1 | | | 1 | | | |
0 24 48°1 2 3 4 b 0 24 48 72
(B5R) (H) (BFRS)
YEEs RERS RS
EAT I R AR RERER
Bl Gl g G- Hi ] 5 G-I g G-
Crox (ng/mL) 4.247+0.08** 14.9+ 2.2* 2.63%+0.35 7.51%0.32
T,.. (hr) 7.2 £0.49 8.0+ 1.8 6.7 £0.42 8.0 +0.7
Ty (hr) 37.5 £6.0 47.4+11.3 27.7 £4.6 34.7 £2.7
AUC (ng+hr/mL) 116.9 =£8.4** — 63.2 *£5.5 —

) AFOEGRAER O &
c WS - W@E. BRAICIET Ae Y LT 2.6~mg 2 1 B 1 [RAKRG TS, ok, ERICES U
EHIET 2%, BRAHS2BEIIE 1 A 11 10mg £ THET 22 ERTE D,

CPLEEH . RAICIET Ar YL LTomg 2 1 B 1 ERENHREGT 2, Zads, SERICIE CE BT 2.

Mean=S. E. . AUC : 0~48 IR fE
*p<0.05, 3k %p<0.01 (vs BEEEH)
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2) FR N RE R g 1
B JTFRZE RS (Child 2YHE A, B) 5 BllIc7 APy L LT 2. 5mg ZHEHE G L84 o H
TEFEHER I NS IR BNRE N T A — Z XX ONEDHE Y Th 5, f@EFER AT L, #5 72 B o
MHRENFEEICER L, Ty AUCITROREEE R LTEDNERBEEITRO NN -T2,

(ng/mL)
5.
—— [FHREREEEE (0=5)
[ —o— RERA (n=6)
m 14¢ *p<0.05
=5] Q' Mean=+S.E.
2 0.57
E
Y\\\
0.1-: \\'9
é 1'2 2'4 48 7'2 556 1'20 (BSRE)
B 5 % K53
Tmax Cmax AUCONOO TI/Z
(hr) (ng/mlL) (ng-hr/mL) (hr)
% RERE S B 7.2+1.2 1.97+0.2 104.0+15.5 43.0%8.0
R A 7.3%0.4 1.64+0. 07 68.1%5.4 33.3%+2.2
BEEME ns.
Mean=*S. E.
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3) Fk B RE R g 1
EHRBERE S A O mIIEABLEE 11 1, FXFERD 49. 3 5% (38~64 %) & ERER AT 7 6 fil,
SERJERN 22.3 5% (20~24 %) ([T LA bmgfE. 18EAZ 1 HALP4 HALS 10 HAET
HHEIRBIC L H LERRO#&S Lz, 2 HE. 3 HEIIREE L, piiE 42 HE&R5RER, %5 % HE6
BHERBRE LT,
R RERE T AR N OMEERE R O B[] 3% 512 K 2 I R R fh SR O HERS & & & (1S % 5B o f 4
HREZ Y I 2 b—2a vy LIcERICRT, o, EPEBHEEIEEROEY Th 5.,
BRI AT L U, Chape AUC OHERDIGRD BTSN, IS IZ LR 92 RTREMES K
TNEEBRINT,

mEHR7LACEVRENDY T aL—Y a3y

3
E
F)
0
=
’\
A
N f
D .
k Ny
g °% * — EMEmERE
g .......... H @%ﬁiA
x + @RI
01 CL 1 1 1 L 1 L 1 L 1 L 1 1 ]
1 2 3 4 5 6 7 8 9 10 11 12 13
H¥% (H)
BEEEEE(ICTLODE Y bng ZEAIKRERVERERS LI- & E0EYHE
R RS B (=11 IR (r=6)
BA [R5 5.0 HLfgr % -1 BA[A] % 5 bRp T 1% 5 RF
C (ng/mL) 4.2+ 1.4% | 13.2+ 4.2°% " | 2.6+ 0.9 7.5+ 0.8 "
Ty (hr) 6.4+ 2.5 6.7+ 1.4 6.7+ 1.0 8.0+ 1.8
T,, (hr) 38. 2+ 16. 1 0. 7+12. 0 34.4+12.9 | 39.8+ 6.6
AUCo—: (ng-hr/mL) | 60.4+26.3 | 242.8+76.9%% "+ | 40.5+11.4 | 137.0+18.5 *

Mean=*S. D.
TEFER N & DL (3 : p<0.05, 3k : p<0.01)
HEEEE L Dl (+ : p<0.05, ++ : p<0.01)
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GEANT—H) W
TR A D B MLIEBAT RS £ T 27 Bl 2 BHEEEREEORREIZ LY 5 DO NV—T1Z3F . 7 Lna
BV bmg A 1 H 1F, 14 BERROKE L, Bz bRt Lz 2 A, WTho s v—7

WZEWTHT7 L P ALIFIERBEO MR EHR 2R LT,

S Cp (ng/mL) otk 5%
1 HH 14 HH T, (§fH)
A 2.5+0.4 6.3+0.7 42.2+6.0
B 3.6+0.5 10.9+1.1 55.0+5.7
C 3.5%0.6 11.4%2. 1 53.3%+10.0
D 2.440.2 6.2+1.3 51.6+9.0
E 2.340.2 7.8+1.3 51.8+4.5
Mean=S. E.
%G TN—T A BEEERR A 6

T N—T7B:
TN—7C:
TN—D
JN—T7E:

Cer38~65mL/min 6 fi
Ccr20~29mL/min 5 i
Ccr 7~15mL/min 6 5
M REHT B 4 Bl

MCer : VLT TF=v - UT TR

) AFIOERAER CHE :
< EIERE  @E . RACIZT Ao e LT 2.5~mg & 1 B 1 BIRAOBET S, 2B, RIS Ui
EHIRT 2%, BRA+2BEIE 1 A 1A 10mg £ THET 22 LR TE 2,

CPROMEERE . RAICIET AP LThmg & 1 B 1RSS5, 2B, ERICE CEERERT 5,

4) NRBE GEAT—H) ©
EIMJEIERFICT 2a o2 LT 1 B 1. 256~20mg Z 8% 5 L 7 REEE 3 B e s BR o fil 5
I VT T A CESE) 1%, 6~12 5% (34 #]) T24.9L/hr, 13~17 /% (28 ) T 27.9L/hr L H#E
ESI, RAICBITAHEEFETH -T2,

) NNERFICBOWTARIOAR SN 1 i@ HEIT 2.5mg TH D,

1. Z0ith
LR L
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VIIT. 2t (FRLOIEF) B9 SHIEE
1.

ZERNBEZFDER
HREESH TV

N
L

SRR EEDER

2. ==

IS It

(ROBHEIZEIRELGWNWI L)

ve Fu el R b BMITR LEBUEDBAERED & 5 BH

3. MEERIIHRICERET ZEE L ZTDER
[V-2. %hke

I RICBET 2 OHESRTHZ L

4, AERUVAZICHEEYT 5FELTNDER
V-4, HEEOCHEICEET EE] OEESRTHZ &

5. EERGEAMIE L EDER

8. EELGEAMEE

8.1 BRIEEMICESSDEVWERHLDLND ZENHDLDT, miTfE¥. AEHEOELREER A
O B A BB D BRICITER S ¥ L 2 &,

8. 2 AN i BE I 23 5 < eGP IR R B RRIRZRBEENRANGED 5o O T, ARG H Ik
BRI OBEER 2T 2 & i3, AEE NG MREICE &

S ==FSS

THREERIIRGTDHI L,
6. BRENDER

AR

EHTLREICETHIE
(1) AHHE - BIEBEFDOHLHEE

9.1 AHHE - BIEEFDHLHEE
9.1.1 BEICMEDENEE

SOIZMEMETT2B8ZNRH 5,
9.1.2 DR EDHDHEE

FEREIMAEDARIEIC L 2 EELARE2BEY 255 & LIlAMNERRRIC B\ T, 77 R & b
U TARIE GRECHIKIEO RBBEN @0 -T2 & OFBERH L,

1) AHIOAFE SILAREXITZRIT TEMEE] RO ROE] ThH D,

VITL. 4t (M EoEES) I+ 55HA




9.2 BEHREREEESE
0.2.1 Tl R BHEAERS T 0 b 5 I
PRIV EHRE MR T 5 2 & 30 5,

(3) MrRElEERE

9.3 FFHEREEE RE
HERICITEREICRG TS 2L, BAE (10mg) (2B W CRIER ORBUBEEE 2 & < 72 5 AlREMEN
HD, AANTEE U THIRTRBT SN D 72D, i H R EE =060 0 T = K OV A 2 - i R T
fE (AUC) 2MERTHZEndH D, [11.2, 16.6.1 2]

(4) £IEREXET HEF
RESH TV

(5) 1E4R

9.5 14w
YR SO TSR L TV 2 WTREME D & 2 MR IC R G4 2 623, 18R Lotk et ERl%
CHE SN DG A OB ETH T &, BER THRRINCR G325 & AIEIRIIR & OV 46 R5
DPIERT 5 ZERRBHHNTND 7,

< fifan >
[IX-2. FMRBR OHESMR

(6) =7Lim

9.6 I
IR LOB IR ORI R DA M2 B L RO P L2 BT 5 2 L. b MR
BT D Z LS ST Y

< fiEgn >
[VI-5. Z34i) DIARIR

VITL. %4t (R EoREs) CHTaEE



(N MR

9.7 /hNR
IRHAENRER, AR, AT 6 @R OSIE 25 & LRI I L TVhiawn,

(8) EtmE

9.8 EnE
KR (2.5mg/H) oH&EG2MT LR EHEEICRET S L, RITBEDREEITLFE L

ML ENTWD, ABIRERER Tl A & < | i PR R R 2 R < 72 27 23580 b
Twns ¥, [16.6.3 2]

<fn >
VIL HEMEREICBI 5 HE ) OISR

1. HHE{ERA

10. #HE/EH
AFOMRFHNITE L U THEMIEEESR CYP3AM 35 L T D B2 BN TV D,

(1) BtRZREZ0DER
BRE I TV

VITL. 4t (M EoEES) I+ 55HA



(2) HtREE L EDER

10.2 fAEE

(BFRISEEYT S L)

1) FBEEAER %2 A3 5354
GEANT —%)
s VVTF T 4 v

7Au/t/5~wm%ﬁﬁﬁ%ﬂLTP%K%@FMFT$%16W%ﬁ%K
ENXONMATENREIC RIET LT 7 4 LD
L7z®, 7 hn P 228 IR G L, 20 2 Bt (&% 2 Fii) 1

W ENTE

X377 Rz BRI E LT,

FORR, T T 4 I T AP oEYEREIC
VT F T 4 VPERRE IR T 7 B AR ORI RO O MG ) S O B 2 B S AMEMT O
BT A UGER M OYERER I O R EE 2 D OF B 72K TR
LR oT, T7haIl by s 7400 EDLS

hZ A

EI~&LEZEAOND,

B BEG 2 IahoT,

A4 5 BRARAEIR - F5 18 ik B - falRiR 1
W VR % A 2 35 B EEA A RIS 2B | HAICER 2RI IB L
nnbHob, nNnb b,

CYP3A4FHLE Al TY R~ A U HOTI | RFI OB EEA B L E
TV Ar~v A FTELEDHFHIZED K | SNDAEERE X HILD,
INFT LA FIO i S B L7 &

VRTEN DRED B B,
A4 NTary—n

CYP3A4#%5 Al ARANOMAREENMET T2 | REORB L SN D A
PR N - BENWRD D, REMENEZ D,

TV—=TTN—=YTa—X | KAIOBREERAREBEN | VL —F 7L —VICE&EN

HBENRD D, 2 %5y DS AHN O 3 & B
L ARFIO M EE Y A7
HAREMEDRE Z BB,
VUNAGLT SN EF L 80mg (EINAR | BFEIIAHTH 5,
AROEHAR) LRI E
D, N AREF D AUC D
T% LR LI DOWERDH
Do
grnul) LA AERICEDZ 70U AR2AD | KX 70 ) LA T, L
MmAEEN ER L, BREES | LT COYP3M ICL s
DX r7a ) AAOQRIERDN | 270, fFHICEY %7
BETLHBENRH D, HHH | 2 AORBNEESI NS A
BRIZIZZ 7 e ) A x0fd | et Ezx 65,
BEA2T=FZ—1L, LEIIS
CCx 7l AADHEY
T H L,
< fif7n >

B BT,

(ZFREEVEH 2 A9 % 35550 & o fFIEE

VIII.

E7ae sy ks

(B EoEES) |

CETBEE g

L ThaeTrrm
By THEEM Y 0 AG— =R LD S
TIVTF 7 4L 100mg

-, v



FLACEVDEMEFEIZRIFT VLT 74 ILOEE
(REEMEIMEEEE)

T Lua T OFEYEENT A —H
O FHEEH Thax Crax AUCy—g
(hr) (ng/mL) (ng+hr/mL)
VT FT v 2.1%£2.8 11.6x7.0 78.81%45.4
7T 'R 3.9+3.3 11.7£6.1 79.7+45.2
p fH 0.17 0. 87 0.90
(mean=*+S.D. ., n=16)
TLOCECOBREERIZRIFT VLT 714 ILDOEER
(REEMESMmMEESRSE)
FEEAE N D DI RZEAL
O A s St o PRI i RS{EE~e
(mmHg) (mmHg) (bpm)
CLFFT L ﬁ?ﬁkﬁ% -17.0£9. 7** —-7.94£5 2%** +1.2+4. 7%
RYAR VA -20.1£13.3** -11.6+11.2* +3.7£6.8%**
S5 {flj@\{ij -8.7%5.4 -2.1%5.4 -0.7%5.1
RYARN (VA -9.6+7.7 -3.0*+4.6 -3.7+4.1
(mean=S.D. ., n=16)
% :p<0.05, % :p<0.0l, * 3k :p<0.00l., vs 7T BRI HEE

(AT F 74D EARTOARAEIT L H 18 25mg~50mg TH D, )

CYP3M PHEHR] (mY 2m~Ai v, PLVFTEL, A FTat ) —L%)

xRV T

W/ O FREHRBR BT, Tanvvr iz 2u~A v ORI L 2EWEAEERZ K
FFLTCRER, 21.8% D AUC) oD EA VRO biLTc, =Y Au~A T EDHfHICEY, TAr Y
COMRBPBRAICHE SN ATREMENEZ OND Z LD JHRICER T NE A & L CERMR
EEITH>Z &L LT, AENE R

s UNFTE A

BRIRIEBEBRIZ W T, DV TF T B A TR LTEBEE RN L2 o I BRI, ENEnT La Y

v ARG L PP X 2 WA 2 e Lic, Z£O/E, YVF 78 L THHEHE LR

STREE I U TR LR, 720 P L OMPEENEFEIZE N ERBD L (C,

3.0*0.8—4. 7%+ 1.2ng/mL, AUCy, : 83+18—130+39ng-h/mL) , PNV FTELLOHHICLY T

Lo U OREDNHEMICHES NS FRENEZ 6D Z LD FERICER T XE3EAIE L
THEEGREEZITHIZEELEY,

A FTaATV—L

A T a3l — T AR ) 72 CYP3A FHEER 26T 2 ATh L Z EnmonTi ., ff
Ik 7 au o OREINEAMICIES NS AREENEZ NS Z &b PERHICEE TR
THANE L CHEEMEAITI L LT,

CYP3A4 HEAI (V77 %)

U7 7 BT — B9S2 CYPSM BFE/E 25T 2 A CTH L Z enmbinnTe v, A
RO T 20l OREMEESN. T 22 OMPEENMETTA2BFNANHH I NG,
OFAICERE T REER L L CEBREERTTY) 2L & L,

VIII.

et (R EoEES) (S5 HA



) 1L —FIN—V TV a—R
TV —TIN =2 —RRKFNORGRAICEZ D 722 OMPEEN EFE L. 7220

Y OREERPEBEND BTN D D, £,

ENTTLuI L —F 71—y L OMA

TERNC K DIEFID G SNTWD 2 &b, AR Z LK S mEEmiE 2175 2 & & L7,

GEANT—4)

T ha v DY EhEE |- 2B

(R R S 75}2&650
BERER N M 20

SRIF 240mL, Z D% 8 H FFHRRF 200mL 2 &H) |

B2 FRO RN LT A 0 LTI H M EED ER A

AF—N—IETHER L2 A, /waﬁm7v~77w~//1~xHﬁ%%

LAEZITIRNT

EAMERB SIS, 7o, mIHER O e DI B

TL—TIN—Y P 1—ADOHARVEHFRARD
TLODEUEORSICEITREVBE/NT A —2 DK Y

IT7 e PEy 10mg ZEHEXITR ARG L, 7 L—7 70—y Vo — 20 (AR
L B EpEhRE~DR AL K CTARA u‘: ey

/A=

EL; yiﬂ ;gf

ES7Y0) Ehiﬁz’))o 720,

T —TTIN—I 2 —2R Coa Toas Kel AUCy_ oo AUC DL
RO E (ng/mL) (hr) (hr™) (ng-hr/mL) | (a/b%)
Bt (a) 6.2+1.1 | 7.6+1.4 | 0.0166+0.0034 | 315+76
FEBEH (b) 5.8+1.1 | 7.9%1.7 | 0.0177%+0.0034 | 293+58 1078

(mean=*S.D.)

R ANBME 1222 LT, 7200y bng 2/ L —F7)L—Y Y o — 2 250nL THRA L
@%%¢W% ExX b AL — N—IETHEMmFI LA T L

72354 & 7k 250mL CARA L7-3

—TIN—Y TV 2a—ATRH LS

&\—J:}l‘l/ﬁ_o 72:}'0‘ ﬁﬁiﬁﬁﬁ@mr% L‘*Bi& \—ﬁumj:

. T DC,, R0 AC BRETIIHLbDDHEE
mu&) 6“7275)’) f: 51) °

T7LOVEVBEEEREHROANBEIEE (h=12) *

7K T—TFITN—D T a—R
AUCo 75 (ng-hr/mL) 94 +17 107 +24%
AUCy-oo (ng+hr/mL) 126 £30 144 =+38*
Crax (ng/mL) 2.7+ 0.5 3.1+ 0.6
Tyax (hr) 7.0+ 2.0 7.6+ 1.5
CLo (mL/min-kg) 9.3+ 2.8 8.2+ 2.5
Ty, (hr) 35.8%+ 8.3 35.8%+ 7.1

N ARTF

*p<0.05 (RIKARA) |

mean=*S. D.

FDA DEVEIZ L0 CKEORA CENUETIT R~ 722 & F 7= K ERA SCEUET I Company Core

Data Sheet : {2 ET — & > — b (CCDS) * b ik

YA a—T F— AR EbRKICEEREZT) 2L L L,

Zrwall LA

RSNz Z &icikox, ERNOIRMSTER A

CCDS* & DEEAMEIZ S E , ENDOIRMN LER A v A a—T 3 — L7 E L EEMEZIT) 2 &

L7,
AHI & OOFHRFZ IR,

* o ZEMEHHRICINA T, e
&

I, HiEROHE, RS & O

= N
SENTVWDLERS KET 7 A4 P —423Erk T 5 30

BIEEFOZ 7 1) AAORIEMBIUET TS5 Z &,

2R3 % Z DO IFHH

VIII.

et (R EoEES) |

B9 5 HH




) FOM

S
R A HRICT Lu P TR COMAEEAERF LIS 2 A, VaF oMt
WER OB VT T A THBERBD IR N2,

CVATFTY

TEFERR AN Z R T 2P eV ATF O L OMEEAEZBREF LI A T AP E D3R
BB EBD o7,

7 ARY v
BB E SN EERE 2RI, TP v 7 AR VoMBERZBRFILIZEZ A, &
7 a AR v OEMENREIC A RO e ho T

« Z DA D FEFH
bt roIlSEE AW in vitroBRBRICBWTC, TAauT Nt T a2 Ay, U—T 7 AV
RAZ o OMBERAMAGICEBELR2NZ LIRS, SO, @ERAICT L e e LT —
Ty U UEFAEELTH, o o B UEICEEEZRD R o T

8. BIEA

1. BIYER
ROBWERRH 6N D ZENHDHDT, B HoIATV, BENRO bNGEIITRE %
P9 % 72 YR E AT D 2 L,

(1) EXGEIER & HER

1.1 EXEEER

1111 BUERF& (BEAR) | FFHEERES. #E (0. 1%A)

AST, ALT. v -GTP @ EFZAF O R ER S b OID Z WD D,

11.1.2 |EERERAE (BEAH]) . BIIERGED (0. 1%A0)  m/MRED  BEEEAH)

M.1.3 EETO v Y (0. 1%A)

Wk, OFWVEOYIIERRH LD ENH D,

11.1. 4 BEEHRARLE (GHE )

PR, MRS, CK BR-. PR ORHP I A e vy FER%ERL b -BAIIE. 52k
L. WEZRAUEAIT D 2 &, £z, BBRAREIC X 2 BB REEORIEIEET 52 L,

<S>
11.1.1 ERNOREFISRE S CITHSRERE S, BN H 5,

¥, BAFEIRE R OVERRTL 6 M O HARETRA (FFRAM TR Tl FseREs 20 1 (0. 17%)
DMESNTEY, HEITHRE STV,

Fio. EBATBREZEOT hu P NUVBEERIA (RElZETe) ICBWT, REBKREGET
XRWEERBEIFRA#®E ST,

BIEATRIT, EATIEOWE AR O, BHOHEBIZIE, R EF B0, BACRIR, El - &,
EREEAPUR, LSRR SO B RER bR 5, £, B XLA0WE, L, MO o, fEM
HbEE, WEIRMER, PHI/- S IREFEOMREE SR L, REMECW 5, FEHEOBIR 1T,

VITL. %4t (MM EomEs) cMysme L,



OO TRBRTHRENDIEELZEL, TOEOICH BHZK., RHRENRLETH D, 1BRIC
Hl-o>Tid, EHREOEH (FFEAL 2L A v, BIEE, EK, RELEOF =7, WHEH - %
L X I o) NEbEEE NS,

FEHNC & 2 IHFHEREREF OMHTER & L i, @HE. B (38~39C) | BB EDT L —MHiE
AR CHIL, LEWIZHEL 72 5 2B R SR, TR EOF(LEHER S HET 5, — i
W2 < OFEFIT, 2 BREILINIZHE, 3 BETHRE, K1 » A THILERER, 3EH (ZESCHE
DOEEL) NHET 5, RREA O EIZEO T, £ TOHER) S 4 BEUNICES Sz
B85, PIMERZ7D, MU RMEIC L EZKIN 2 Shi- bEBIZRAZ Tk U2 F %2+
b, BIBRE R E R ORGEOMEY R AE T ) 7,

(A AFEBLIEAIRS R R EIEREREE O 72 O RFEFFEE WAL L 0 Hory)

[EIEE]
=5} El
1 mé%gm 1AE5E S
u #3218 N AL
Js (&) B 5 HAR BiERUNE
| @i EN] BIGERT 2¢
50f% | (R ME. 143 H#] | REBROBEEERH 7=,
AHRAE ., M EitacaE eyl KB OT FARAZF 2 7 DKFI OG- % BlkG LT-,
FrREAZE) BhE 141 HAE BRI ASSEEL L7-, AST 7381U/L. ALT 912IU/L, A ULt v

0. 94mg/dL & FFHERERF 238072, 7 MUV ARZF U ALV T A
KO H-A ik LTz,

B 144 HE  AAIEEREGEPILELE,

(B 51k R)

Hik 2 At Mg 2 — CTIZEZEIT AN h o7z,

Wik 5 A% AKFNBOT IR AZF Ty v DARFI T IR b L
WO ABE LTz, EVALEY O ER, 7 a hrr EURBROK T

BT, AN, REFLE WL WS ERDFEZ N H 72, 18

BELT. UMY TAFR T a— VBORAKORT Y FLY F U
T RS LT Y T LY AT A R KBS D
Fr e % Bildh L7z,

Wk 43 B FFAERRERITAMIFR TH Y | B ORBEETAER & Sz, I
FRITRD e o7z,

Hrik 54 A% MY UL E Y 22.73mg/dL, 71 kb B U 38%IZE Y |
SEL LT U7 (FFEE - T ) . B8R, IR AR,

Wik 57 Hf% MRS, MRIE S ENT 2 BRA L, =05 78 GH 3 (8], fFH)
FEAT L722s, ShR B3I o 7o, FIRFIZAT oA ROV Rk % B
L7z,

Wik 79 B Mg, Mg 4 S0 L 7=,

Hk 83 Hi% FEFEPEM A NEEE (DIC) & 589E L7z,

Mk 92 H#% BN S5 E AR (ARDS) % &9 L 7=,

Fk 98 H# FFPERGSE © TT-300

Wik 99 H# SEPIREMRRLT DT BELE LT,
SRR ETH Y | FIRET RISBNE & (AL FRpEEEsE, Ia
H D o) T ASILEILASEIC & ARuE, KEEMERZ%R Th o7,

ERREEIE
&5148%1 | &514188 thitb A% thiE26H #% thiE54H % thik98H #%

T-Bil (mg/dL) 0. 40 0.94 2.99 22. 84 22.73 20. 20
AST (IU/L) 23 738 1060 693 931 -
ALT (IU/L) 18 912 1239 509 364 37
PT-P (%) — — 103 66 38 31
HPT (%) — — 80 47 22 26
PLT (X 10*/mm®) — — 17.1 16.1 11.2 4.8
NH; (ug/dL) — — — — 118 139

BRI (FRRUBBEMMETER) « 7 MASREF U ALY 2ok, TaFy F A
i - ERE

VITL. %4t (R EomEs) CBysmEa



11.1. 2 [ERNOREF#HE I THMERED MR 238 2%,

s, BAZERE K OVKRRA 6 £EFH O I Bl A (PR A0 T H)
PG SN TEY . /MR ) 13 ShTunu,
£ ERTIREOT Lo DB VRIS ARG (R 2 & Te)

Tid, ALEREA (i) 141 (0. 01%)

[ZBWT, RARBRZGET

T RWEE R IR EIE NI ST WD,
HANZ X B MR ERE & OV A I ERED O MR & UCTiE, BRIk T 2L 2385< 7225 2

LTk, ERoOEE, B, IR, EFOBEMER ERRLND, FHIO8 GBI &5 AE DB
FRIE. IRABRARIERE D HEy ARICHOEND b DR Ekx Th D, %ﬂ/ﬂ;ﬁﬁﬂdﬁ%w&) Y7

LofgEZER RSN EBHICRHZTIEL, 38CLLLORAE AT-SHEIL, FUEMEOKRE
O R ALE 21T D
—J7. /i *ﬁ(ﬂi&‘@%ﬂﬂ;ﬁr%}: Ui, s R OSRBE D e 2 < . —#BOSEF] Tidd i, &

WL ER3 A DD, —RANC, IRAIBAATR .. AEIRAEN D £ TOMRITEBEMN O, $n AT
D, WHERITKASNZ D, EHIZARM Z F 1k LRI BCE R /VE > OG0 ML 72 £ o
E) 7R ILiE AT S Y,

(AASRBEEEAINT S e SRR EIERIRLEE O 72 8 O IRFEFTENE WA L 0 Hk)

[ 2 ]
g (& ) # 5 BARUVLE
| @i 2. bmg MEBRIBRIE. M/NMRBAE
301% | (IgABYE) 1177 AR | #5559 4 £ TgA BHE & W S iz, BT 2 505 LR ERE 2 Bldh L7z,
MFEFER T U, RRHCEARIKT, W27 L7 F=fEIKT
oL, BREOWE LS TV,
B 559 2 4Rl AT RIKF OB % BRMG LT,
5. 189 H i BTN E L X FALOFKGERIE LT,
545 A l\ﬂeﬁ/ DU A UIVERE . fIMREEIEI D7 Y 5P S
WKF OB 5% BRtAE LTz, ATV R K o534
ﬁﬂ/to
5133 [T TEN T VIIVIERE O 5% Rih LT,
B 5Btk B ML %) U CARH 2. 5mg/ B D% 52 Bk L7z, A HE L
T, TEASYAERE SR LT,
5 1174 H H LR, REHERSHELL 7,
¥5. 1177 A H LR, SRR L T e, AMmEREIR T, i
(#5FI1EH) IR T 2 R 7o, B BE AN C IR ERE & 2 S iz,
AHF, REVFS VU AVNEE, hoFHALEy VLT
NEROY T ¥ TR Ko & ok Lz,
FHEBRIZT A NT T AF LREIZI DUEN ST,
diik 4 A% MEDRIERAE , i/ IMEIRAME X [E118 U7,
k7 B EEERINEL 3 Oy
SRBRERE
&5 &5 &5 &5 113&;;}5 thit4H% thit7TH%
203 B & 105188 10798 B 11218 8 (EE e )
RBC (/mm?) 4510000 4290000 4460000 4620000 4480000 4580000 —
Hb (g/dL) 12.3 12.1 12.0 12.6 12.2 12.7 —
Ht (%) 37.7 35.7 37.5 39.3 37.5 38.5 —
WBC (/mm®) 5000 2500 4100 3800 1200 6400 5200
Neu (%) — 47.3 63.6 58. 4 0 36 63
Lym (%) — 41.7 29.6 33.1 71.5 32.0 25.0
PLT (/mm®) 188000 142000 178000 165000 83000 142000 169000
CRP (mg/dL) 0.05 — — — 1.35 — 0.05
OHRSE (FRUIIOFAREESS) « RV VL RAVVBIE, h TN E Yy VLRt F ), P78 TIEBEKIY.
ATV RKF, 7 A 7Y VIERRE
e =

VIII.

ZAME (W LOERS) (T 5HA o



11.1.3 @& (omg) 52 EZTHIHRBR L OEMR SRR TEET7 1 v 7 ORI BE ST,

BET Ty 7 OPHPER & U TIRIR, DFEV, K ERRO N5, —ICIRIE 50/ F
DEARE 72D . DRWVIEERIETH D, LEXEOFTR X OHETZK N SN, [REEEOREIC
IV TENNEDER7 vy 7 IpHans, IEERRET 0 v 7 CliEREEITEEICER Sh
GERBEET v v 7)) LDEELENENZIVME O Y XA TEET S, #IHERIFED S, L&
M LV HEEZWR RSN OE IR ZMIE L, BEARLEZITH, M EREE B2
[ EREET Ty 7 ORBITIBRI CTH O IEEOME LT 52008, DEEEDI T L7 ER Tid~t—
ARA—=N—DEIGEIRD N D, BERET O v 7 BE T 5 Wik TR A RIPEN R
ENTVDHDIERL, XA A= — D 2 IABNME—DH N IERIETH D,

(FEERE : 2001 KL 4 B ORK Vol. 11 X v Hcky)

.14 ERHREDOT Lv P e XU RIS ARA CRA) 1280\ T, IRRBEFRZ G ETERVE
T 7R BRI RIBIE DV STV D,

A FARAPAE L B S A D R . BEBEA 0 AR ER 20 3 R h A~ L7 JRReCh 5, ARAER &
LTI OB, JER, LU, A, FRBERRENRH Y, BREFTRE LTI, mh - R
F 7 v diEns, CK, AST, ALT, LDH, 7 /v K7 —BEO Mkl Rito28 s EA-SEO b,
CK IZ 10001IU/L LA Lo @EfEE 72D, Z DA, RFHCAEBEEEZMET 22082, ZUTE
BICKEDO I A7 0 BV BNIRMEICAM SNDREREBEZLNTND ™,

KA < RERE L LI o bk & L B IR IEE1T Y., -, BHEEMET LTV
BOIIIBIT O TN LE L 2255055 9,

(i B2 ]
£2E EI1ER
| mmmm | CooE .
P (&) “EHM BiERUVLE
| EIE 10mg TR R AR
700 | CHEIRY ., Wi 6 H REMLPERGZE . ATE AR OREERED & - 72,
NNy i G P =7 = VL RIEER IR L, AH 10ng/ BICETE Lz,
JiE, MAEZE) 5.6 A H W TR B, AT L 72 o 72, WIS BIEE o5 &
(L R) DIRR U L, W ARBRD B 7.5 < SIEE ST T T4 AR
Ji < Tp oo, ARANC K D IERIWERRRE & B 2 . AFIZH 1k
L. =7 = VEUVIRBEEICEE LT,
ik 3 B ETEDOS-1E0EITH D b DD, il FELDOIRY ViE 2 12 AFH
HUE IR L C & 703 2 NI O PR ORR 7o T A FE 725%
STWz, M bk 25X 5RE T ThH T,
RS (R ROBFEIEERD T, ROBMISIFRETH >,
ERPRIRE (B
&5 ®E5 ®E5 ®E5
2038 A 105128 10798 B 112188
AST (IU/L) 26 37 38 30
ALT (IU/L) 19 26 27 23
LDH (IU/L) 238 231 247 227
sMb (ng/mL) — 388.6 160. 5 144
BUN (mg/dL) 28.6 25.3 21.9 20.9
Cr (mg/dL) 1. 10 1.25 1. 14 1.19
CRP (mg/dL) 0. 74 0.15 0.15 0.12
CK (IU/L) - 465 332 192
CPK-MB (IU/L) - 12.4 9.8 5.1
Aldolase (IU/L) — 5.8 6.0 4.3
BEFISE . =7 =V, A IXTYNERER, SAHALZ Y Frub O UEBIE, w ANZREF U R LT L
% WS

VITL. 4t (M EoEES) I+ 55HA




(2) ZDthoEI1EH

1.2 ZDHDEIEA

& BIHEIALAE) | B
B MmERT

XiFEET 7
(ERIENNFE I EURES N
BAlR

0. 1~1%A5 "2 0. 1% A AHE ANH
J ik ALT, AST @ E&-. | vy -GTP E&-| A 7K
FéReERRE &, ALP, LDH
o L5
TEER 25 TRIEEY AETO (B | o, BISMIGHE, TR | ARAR

Rt - iR

WEW 550X TH
Jf - BHE

HRA, IRk, R s

[

KorEE, AR, HER
SHEEAER

HibE

O i . R, TR
o Mg

08, HIERE,

T - WRAE PR
s, DNk, IEERE
. HIBK

ek

i - AR

IR, O,
#5iii

PRI, A

WK+ AETE s

BUN 5.

s LT F=r bR
PR - BTRIBEIR . PRAE &
. R MLEE, PR
A

PP PRIRFE

(A IE Y

\|

MmE=2 L 27—
EH. K E&H. &ifn
B BEIRIA, IR TR
U REGTE

&

FRIMLER, ~E7 v
v AMEROFED . B
MEREEIN, 465

RN %

ZOFE. CARRS,
e BUE

LIALHE, MEA. i
IR

e

GHEMIC L Y) AR

< DAl

L O, Bl 7088, B,
S, PR EE . UK
g5, W, FEEN, R
HL PR R B
LN 20 S b )
N

AL ELE, B, &
P IREHEIN, AR
bR, BEEE

E1) HELT1ing 25 LZHAIC. BmWEE TR 6N (9.3, 17. 1.2 8]] |
T 2) FEEBEE 136 A AR 2 & T,

VITL. %4t (R EoREs) CHTaEE




S EBARERRBFEHEERVERREEREE &

522 i R ORAE D R EF
ates HAGRRRZOFA (CERR54E10H 1H ~ 7
SERS114E9H 30 )

FAHI 5 1,103 10, 475 11,578

I VE FH RS BUE (51144 93 436 529

BIVE R BL L 146 549 695

BIVEHRBIEFIE (%) 8.43 4.16 4.57

BIVER OFEE BIVEA B (%)

& - G R EE 5 (0.45) 23 (0.22) 28 (0.24)
H Yt — 1 (0.01) 1 (0.01)
I OF) — 1 (0.01) 1 (0.01)
E- 77323 — 1 (0.01) 1 (0.01)
JRE (F) — 5 (0.05) 5 (0.04)
F5 5 (0.45) 15 (0. 14) 20 (0.17)

- BRREE — 2 (0.02) 2 (0.02)
SAERIA — 2 (0.02) 2 (0.02)

HRR - R R BE 20 (1.81) 131 (1.25) 151 (1.30)
i e A 1 (0.09) 1 (0.01) 2 (0.02)
7 7 R — 1 (0.01) 1 (0.01)
B2V 1 (0.09) 2 (0.02) 3 (0.03)
A 2 (0.18) 3 (0.03) 5 (0.04)
AILONE B 720 — 1 (0.01) 1 (0.01)
H 9 A D IRKE — 1 (0.01) 1 (0.01)
PRk — 1 (0.01) 1 (0.01)
FHaREE — 1 (0.01) 1 (0.01)
b 9 (0.82) 45 (0. 43) 54 (0.47)
gAE ()8 1 (0.09) 12 (0.11) 13 (0.11)
HLO — 1 (0.01) 1 (0.01)
FHRLUN (R 1 (0.09) 1 (0.01) 2 (0.02)
ERELOR (&) — 1 (0.01) 1 (0.01)
LU (%) — 1 (0.01) 1 (0.01)
THELOR (R — 1 (0.01) 1 (0.01)
BEE L O (%) — 1 (0.01) 1 (0.01)
HDE N 4 (0. 36) 24 (0.23) 28 (0.24)
HHDSDL DX — 1 (0.01) 1 (0.01)
MHL B A — 10 (0.10) 10 (0.09)
SHox () 2 (0.18) 25 (0. 24) 27 (0.23)
55505 () — 6 (0.06) 6 (0.05)
Sbsb (&) — 1 (0.01) 1 (0.01)
HRH R - 1 (0.01) 1 (0.01)
B R E — 1 (0.01) 1 (0.01)

R REE 1 (0.09) 4 (0.04) 5 (0.04)
AR R — 1 (0.01) 1 (0.01)
AR BR A B 7 1. 1 (0.09) 2 (0.02) 3 (0.03)
(EWAE ¥y — 1 (0.01) 1 (0.01)
IS B M i - 1 (0.01) 1 (0.01)
IBobbox — 1 (0.01) 1 (0.01)

R - mipEREE 1 (0.09) 1 (0.01) 2 (0.02)
Hig 1 (0.09) 1 (0.01) 2 (0.02)

Z OO Rk R R E — 2 (0.02) 2 (0.02)
B B — 2 (0.02) 2 (0.02)

T b 2 (0. 18) 10 (0.10) 12 (0.10)
fEE AR 1 (0.09) — 1 (0.01)
IR 1 (0.09) 7 (0.07) 8 (0.07)
Rz — 1 (0.01) 1 (0.01)
TR — 3 (0.03) 3 (0.03)

VITL. %4t (R EoREs) CBTaEE



HEAEMVERERBER VEREEEREE -8 (03F)

5 fif F AR DO FRAE D B 5
FAGRERZ OFA (CERRSHELOH 1H ~ i

x5 FRk114E9 A 30H)

BIVER OFEE BIEA R B (%)
LB R 15 (1.36) 47 (0. 45) 62 (0.54)
T 4 (0. 36) 6 (0.06) 10 (0.09)
Mg I 1 (0.09) — 1 (0.01)
1Y) 2 (0.18) 4 (0.04) 6 (0.05)
T 2 (0.18) — 2 (0.02)
HN% — 1 (0.01) 1 (0.01)
A AR — 3 (0.03) 3 (0.03)
H i 2% — 1 (0.01) 1 (0.01)
HILR R — 3 (0.03) 3 (0.03)
g <o1F — 3 (0.03) 3 (0.03)
BIER — 1 (0.01) 1 (0.01)
BEAE - 3 (0.03) 3 (0.03)
£ 1 (0.09) 1 (0.01) 2 (0.02)
ERNIIR — 5 (0.05) 5 (0.04)
H — 1 (0.01) 1 (0.01)
IR AS R 1 (0.09) 1 (0.01) 2 (0.02)
LN R 1 (0.09) 2 (0.02) 3 (0.03)
H E — 1 (0.01) 1 (0.01)
{5 F 3 (0.27) 9 (0.09) 12 (0.10)
JVE T i e — 1 (0.01) 1 (0.01)
jEepr) — 1 (0.01) 1 (0.01)
S K — 1 (0.01) 1 (0.01)
H g hE — 2 (0.02) 2 (0.02)
JiFig: - R4S R 21 (1.90) 40 (0. 38) 61 (0.53)
R REEE L — 1 (0.01) 1 (0.01)
JFHRE IR A S — 1 (0.01) 1 (0.01)
iR 3 (0.27) 17 (0. 16) 20 (0.17)
AST (GOT) k& 13 (1.18) 11 (0.11) 24 (0.21)
ALT (GTP) E&- 21 (1.90) 14 (0.13) 35 (0. 30)
UL E M S — 1 (0.01) 1 (0.01)
v —GTP k5 1 (0.09) 6 (0.06) 7 (0.06)
R - s hEE 16 (1.45) 24 (0. 23) 40 (0. 35)
Al-P 5 9 (0.82) 7 (0.07) 16 (0.14)
LDH k5 6 (0.54) 10 (0.10) 16 (0.14)
CK (CPK) & 1 (0.09) 3 (0.03) 4 (0.03)
migH v oL LR 1 (0.09) — 1 (0.01)
& Ik — 2 (0.02) 2 (0.02)
oL AT a—/VE — 1 (0.01) 1 (0.01)
miF= L A5 a—L kg 1 (0.09) 3 (0.03) 4 (0.03)
1R R 128 1 — 1 (0.01) 1 (0.01)
1 RS B 2 (0.18) — 2 (0.02)
KAV 7 A ME — 1 (0.01) 1 (0.01)
1K A e — 1 (0.01) 1 (0.01)
L - IMAEREE (%) — 26 (0. 25) 26 (0.22)
L NP I T — 2 (0.02) 2 (0.02)
IDARA 1 (0.01) 1 (0.01)
KT 23 (0.22) 23 (0. 20)
D < DR - D5 - FpEREE — 1 (0.01) 1 (0.01)
INES — 1 (0.01) 1 (0.01)
DA 0V X AREE 5 (0.45) 40 (0. 38) 45 (0. 39)
HASMLAE — 1 (0.01) 1 (0.01)
L MRS — 1 (0.01) 1 (0.01)
=M AENR — 2 (0.02) 2 (0.02)
Tlfe 1k — 1 (0.01) 1 (0.01)
LMETLE — 2 (0.02) 2 (0.02)
SN - 1 (0.01) 1 (0.01)
[O)LES 4 (0.36) 27 (0.26) 31 (0.27)
L ) — 1 (0.01) 1 (0.01)
| EMEH AN — 1 (0.01) 1 (0.01)
HAAR — 3 (0.03) 3 (0.03)
WEZ7a v s 1 (0.09) — 1 (0.01)

VIII. %4ttt (A EoFES) (B4 55EE




BHEAEMVERERBER VEEREEEREE—E (03F)

FREHA fE R OFAE D R EF
TRRRPBZOFRA (SFRR5AE10H 1H ~ 7

Rt 5 FRL1IAE9 A 30 H)

BIVEH o BIERZEBSE (%)
e GLEsL) BEE — 4 (0.04) 4 (0.03)
A ZE — 4 (0.04) 4 (0.03)
IR 5 Y R — 4 (0.04) 4 (0.03)
NI S S — 1 (0.01) 1 (0.01)
BEELW — 1 (0.01) 1 (0.01)
% - 2 (0.02) 2 (0.02)
MM — 1 (0.01) 1 (0.01)
AR ER — 3 (0.03) 3 (0.03)
2. — 3 (0.03) 3 (0.03)
HfER - HENRbEE 5 (0.45) 3 (0.03) 8 (0.07)
IFlsEktE 2 (F) 4 (0.36) 1 (0.01) 5 (0.04)
H ik (E) — 1 (0.01) 1 (0.01)
HifnEkEE % GE) — 1 (0.01) 1 (0.01)
U BRI 1 (0.09) — 1 (0.01)
ek (F) 1 (0.09) — 1 (0.01)
WAR AR R E 4 (0. 36) 14 (0.13) 18 (0. 16)
Mz Lv7F=r L& 4 (0. 36) 3 (0.03) 7 (0. 06)
e L — 1 (0.01) 1 (0.01)
Bk RekEE — 1 (0.01) 1 (0.01)
B RERE E O IR — 1 (0.01) 1 (0.01)
JREE F G 1 (0.09) 1 (0.01) 2 (0.02)
SR H 1 (0.09) — 1 (0.01)
BUN_E & 2 (0.18) 7 (0.07) 9 (0.08)
B R — 2 (0.02) 2 (0.02)
— R EE 23 (2.09) 127 (1.21) 150 (1.30)
AEFE — 1 (0.01) 1 (0.01)
STl — 1 (0.01) 1 (0.01)
E I A - 3 (0.03) 3 (0.03)
fiaps - 1 (0.01) 1 (0.01)
508 2 2 S — 1 (0.01) 1 (0.01)
RN RS — 4 (0.04) 4 (0.03)
FEEN 1 (0.09) — 1 (0.01)
it — 1 (0.01) 1 (0.01)
Ty 57 I 1 (0.09) — 1 (0.01)
EE () 1 (0.09) 9 (0.09) 10 (0.09)
KRB 1 (0.09) 3 (0.03) 4 (0.03)
EHBE (JK) 3 (0.27) 7 (0.07) 10 (0.09)
BAELR — 1 (0.01) 1 (0.01)
T — 8 (0.08) 8 (0.07)
1TTYH 2 (0.18) 17 (0.16) 19 (0.16)
% 1 (0.09) 4 (0.04) 5 (0.04)
BEOIETY 2 (0.18) 26 (0. 25) 28 (0. 24)
PR AL 8 (0.73) 31 (0.30) 39 (0.34)
EETEAYR - 1 (0.01) 1 (0.01)
DIFE () - 1 (0.01) 1 (0.01)
TR 2 (0.18) 7 (0.07) 9 (0.08)
P - 1 (0.01) 1 (0.01)
T R — 1 (0.01) 1 (0.01)
B (%) 1 (0.09) 2 (0.02) 3 (0.03)
TR AE 1 (0.09) 2 (0.02) 3 (0.03)

VITL. %4t (R EoREs) CBTaEE 4



SAE (I0mg) BERZSCFNHEARRUVRAREHBROBMERRERERE RRBREE—HERFREH)

o 11T FHERBR FEi Rk
A7 Y — 5mg 10mg e EMEEHM | —EERE %
=7 | (CEHEERE) | CEERED N (44 38 1H) & e 52 IR
TR 356 154 151 356 134 134
RIVER FBUERIEK 23 6 15 43 27 33
BIVER RBEMEE 30 8 18 56 35 43
RIVERZBIELIE (%) 6. 46 3. 90 9.93 12.08 20. 15 24. 63
N ) S 1 (B (ZEBLER | () | & B |1F (B]) (8B | () | R BLE (1F (1) | B8 ERR | (B) [ BB
KRB R ROERHRE ol | % L ew | % | ow | m Lo | s | o) | % |
JH gk AP E5- 20 1.32 2| 0.56 1| 0.75
JH ik iR TEE 1| 0.28 2| 1.30 1| 0.66 4| 1.12 2| 1.49 3| 2.24
(s %gé\%ﬁmﬂ%) 6| 1.69 6| 1.69 1| 0.75 1| 0.75
LR on IR 1| 0.28 1| 0.28 1| 0.75 1| 0.75
GBS Jiokg 2| 0.56 2| 0.56 1| 0.75 1| 0.75
(S ESi 1| 0.66 1| 0.28 1| 0.75 1| 0.75
(s N 1| 0.66 1| 0.28 1| 0.75
PEER R hiE 1| 0.28 1| 0.28 1| 0.75 1| 0.75
E B JfE IR 1| 0.75 1| 0.75
(S HEXERET ey 1| 0.75 1| 0.75
(s ARETE R OE 1| 0.75 1| 0.75
TG B sn TEIE 1| 0.28 1| 0.65 5| 3.31 7| 1.97 12| 8.96 14| 10.45
E B AL IE 1| 0.75 1| 0.75
FEth - R |9Em - B 2| 0.56 1| 0.65 3| 0.84 2| 1.49 2| 1.49
TR - AP REE AR E 1| 0.28 1| 0.28
A - R IR SO X 4] 1.12 4| 1.12 4| 2.99 4| 2.99
Hibas ELCES 1| 0.28 1| 0.28
ks R - R 1| 0.28 1| 0.28
WHikas 8 1| 0.28 1| 0.28
ki D 1| 0.66 1| 0.28
Hibas HE(E BN 1| 0.28 1| 0.28
ks R A 1| 0.66 1| 0.28 1| 0.75
MEk %S (EEA 1| 0.75 1| 0.75
N L P 1| 0.66 1| 0.28
ER  |ER 1| 0.28 1| 0.28
R Gl [IRER A 1| 0.65 1| 0.28 1| 0.75
AR AR B | PR IES k5 1| 0.28 1| 0.28
R A G PR B 1| 0.65 1| 0.66 2| 0.56
RETEE RS 1| 0.66 1| 0.28 1| 0.75 1| 0.75
REE  |RTP7 FUbEk 1| 0.65 1| 0.28
JIRE3 £ 1im ER B4 1| 0.66 1| 0.28
B RCE B2 1| 0.28 1| 0.28
Z Dfih, LU 1| 0.66 1| 0.28 20 1.49 3| 2.24
Z O % 1| 0.65 1| 0.28
Z DAt s U o LD 1| 0.75 1| 0.75
Z DOl Hi5 1| 0.28 1| 0.28
Z Ol 2T 1| 0.28 1| 0.28
Z DA % 1| 0.28 1| 0.28
Z DAt o Xastiiik 1| 0.66 1| 0.28 1| 0.75 1| 0.75
Z Dl R 1| 0.28 1| 0.28
%¢bmg & 5-IF¥

VIII. ZZatt (A EoEES

) (BT HIHA



ERER. AHE. EEERVFHOAESFERADRERREEE

;%ﬁ = & L E Y e lE Y
e L:! 3.68 (81/2203) 3.34 (12/359)
LS 3.87 (101/2612) 1.56 (4/257)
A i 40 % AT 3.64 (4/110) 0.00 (0/4)
40~50 FEAT 3.80 (20/526) 0.00 (0/56)
50~60 A 4.29 (47/1096) 2.50 (3/120)
60~70 % AT 4.22 (65/1541) 2.14 (4/187)
70~80 Jf A il 3.15 (36/1143) 3.87 (7/181)
80 5% LA_E 2.51 (10/399) 2.94 (2/68)
A PHE il 3.66 (71/1940) 3.05 (5/164)
H 3.86 (111/2873) 2.43 (11/452)
OF 3 s 3.76 (69/1836) 1.92 (2/104)
il 3.79 (113/2979) 2.73 (14/512)
—HERREG & 1.25 0.00 (0/1)
(mg) 2.5 | 4.93 (29/588) 2.13 (1/47)
5 | 3.59 (140/3895) 2.95 (15/508)
7.5 | 5.88 (2/34) 0.00 (0/5)
10 | 3.74 (11/294) 0.00 (0/55)
15 | 0.00 (0/3) 0.00 (0/1)

i) FAR REIE)  FEEEK 52 (12) : 1553, 2003
ii) FAR RBIED  FEEEEAR 53 (3) @233, 2004

9. BRRBRERBRICRIFIHE

BRE I TV

10. BEXRE
13. BEKRE
13.1 fEIR
WEEORMMEILRICEY, v a v/ EaEE LWITEE T & KFMEHEIREEZ T2 EnH 5,
F7-. FEOFEMERAIED . AFIOBERG D 24~48 BHZICRIT A Z b b, B, HE
e, DA ERERFZ B L Lo RaEE (iR o Aans) NEE 25N H 5,
13.2 &
ESENShAY &S A SAN AN Kﬂi%é#éﬁﬁﬁwtb B X ABREITERTITR N,
F o AKEIRABERZIIEER &2 355 L2500 RKEIO AUC 1X 99% 30 L, IRA 2 REf#% TiX 49%
ﬁ&bk:&ﬁ%\$ﬁﬂi&5%®wﬂmﬁ%%eLfﬁﬁr&ﬁﬂﬁﬂf%ékﬁ%énf
11\5 61) .

VITL. Zedxtt (0 EofEES) I+ 55HA 63




<BESKEORM LEIZIT TRORLELH 5,

- 250mg IRAVER] : SERZ2 L, ABRIZ L o7z,

- 120mg IRAERF] : APt L. BEEHEZ =, EFMEEZHER LT,

- 105mg ARAER] : ABE L, MKIE (90/50mmHg) T o723, Wi 554 i 13 E s i BliE Lz,

-mm%%ﬁwzﬁﬁﬁﬁﬁNyfVT%HV%ﬁ(%W%T%)kTAm?Hme%%ﬁ &
IO g vy 7 2RI L, BREE, TR OT7 P REOREE I
HE72miEZ R LT,

. BALOEE

4. ERLEDZFE

141 EXFRAMNBFOIE

(gE)

14.1.1 3ERITFEDIHERTH 2 &, EIRICEAT 25 5121E, a0 E30 HUNIZHERT %
Z L,

(0D £&)

14.1.2 ERITEDIHERT 2 Z &, DEBRSSDESTRET HHAIC
FTnZ &,

14.2 EHXRFEHOFE

(BF| &)

1421HP@%®%ﬂimP/~F#%ﬁ@ﬁbf%ﬁ?éij%%¢é L. PTP v — h DFAAK

TR EWELAE RIEREA~RIA L BT E B T U CHIERR TR 2 % O B e & OHE & OF
%E*ﬂ“é_ LD D,

ESR T SSINED RS i PGS

(0D £&)
14.2.2 &A% PTP ¥ — b UTHEHEY H L TRIET 2561, BX. X2l CTREFETDH LD
BETHZ L,

14.2.3 AFNIEDO LICOE THEREZRESE 5 LRHET S0, KL TIRHATETH 5, £z,
KTRATLHZEHTED,

12. ZDMDEE
(1) BREREEAICE D C1ER

15.1 BREREERICE D <153

KERBAGRIZIA & TRV, AFNC K DB PO ZECAREIR (D=EHEmE &) A b
NI L DWERH %,

(2) JERGEREAERICE D 1B
BRE I LTV

VITL. 4t (M EoEES) I+ 55HA



IX. FFERPREABRICRE ¥ SRR

=2

(1) Z3NFEEHAER
VI SEOHERICBIS 5 HE ) OHEM

(2) ReMEEHAR
TAa VRO REEEH A~ T A, Ty b, BTy b, FaZHVERR L,

1) FPRARRE R
~ U AZBNT 10mg/kg LA EOEMETHREIES), 25mg/kg THBEIRE O, B AR TR,
40mg/kg LA b THAREE) O LLANH], MEARIER 23580 SV, FURIAAER, 80 1ERIE DN S
[EREFTEI~ DRI 50mg/kg DHBETHRO b RinoTe,

2) HEEmRR
bmg/kg UL EOMETT v b OFEDWEK OV NEBHERE T EIIE SN, ~ v AR
T MBI ZUATKR L CiE 40mg/kg LA EDOHETHEEITRD b o T,

3) e
Y XPRE RN v FFEOBEREENE 10 %/nl THIH L. 10%g/nl TELE > MRS K OWIRES O
FIPLER o 2 NG 2 4 L7,

4) MIREEER (T3
Z v M 50mg/kg RO E L72BE. 70 bo B UM ORERERENREO b, £7-. T4
O A5 M T MI/MED 25— 4 B A 50% 3] LT~

5) PR — R RIET R
7 v b O E RIS & D P IS L. 7 A e U bng/kg DFFIRNERGITREE &
EE ot

6) KM OVEMERHHC KT T L
7w b OKAR) IZBWT, 7 Y E Y 10mg/kg DR AHEEIZ LV JREKZOPRH Na™ JEtt &0
NI BT,

7) PLRIELER
Ty NI T = RPREIEICR L, T Ar Y E L 10mg/kg ORRARE TITEEL KT T,
25mg/kg LA b CEEEE 2 M E M 278 L7z,

8) JIATRREMEH
ENTy MERKFIZH L, 74282082 0. 25% 0 ESIRITEEEZ MIFS o1,

9) B M ONILIFAEE I M IE 9 2
T Au T E Y 50mg/kg DRXAEG1ET v b OILKE, MGk VAT a— UELEOLE R 7Y K
B A2 RIE S 2o T2,

) ZOMOEERB
AR L

IX. FERGRARBRICBT 5 TEHH 65



2. HHEHER

(1) BERZxESEHRR®
(LD5() . mg/kg)

B RS M JEIERN BT
EnkZ) 1 e i3 e 1 e
ICR~ 7 A 37 48 31 34 36 37
SD*Z v b 393 636 45 42 1158 678

%k Sprague—Dawley

(2) REERSEMHHAR
1) WAk o
Fv MZT A YEY 3, 10, 30mg/kg/H%E 3 » AR AO®KS Lz, 30mg/ke/ H # 58 CHEE 7
(RESINENE], G OPIE & OE &R, HOKEOHIN, R & & OWR s g Pk & ok
. MiEEMRE O T, BUN OEEEERIINAGED HAv, I T/ NEE OB EELR « Db (A Bl
OEEFEHAN, 2 ORIB B BRI O EALE RS D=, WO 5HTHECHITR0

>77,
FEARIEL » H B OGERAEMEIZIWLT IS SHHRRE & Z BRI 720 o T2, KFN O B KA EE 1T Smg/kg/
HERRIND,

2) 1BEEE oY
v M7 LAm ey 2, 10, 25mg/kg/H% 12 5 AR O &G L7z, 25mg/kg #E T, FELHID A
DAL, REEEINING], BEEEORERD . BOKEOEIN, JRPEMREYREEOREI, JRinEkE,
~NES B E RO, BUN, BEAEOBERN, 77 OB, miEERE O
FEARTT . DR EAE - B EE OB, MBE OYLE, BIE BB O ILE B 2

Sz,
2mg/kg FETIIWT N OMBEIEE TH IR b, RA DR KEREE T 2ng/ke/ B & A7
END,

(3) EEBEHR
KR L

(4) MARMEER
SD AT v ba Wiz 24 » ARGHEBRE D ICR %~ U A& W 24 5 ABRGRBIZRE N T, IR
PETRRO BTz,

(5) HEFEFEESMERER 7
7 v N COMYRRT R OUEIROIII B 55088 TlX 26mg/kg £ CTHG- L THRBHE ZMHE L QIR TR
FORBIRBD N o T, RIEGERAMERGARICEWTI, 7y RO TIFIZONT
26mg/kg F TG L TREBREIT 27208, WTFHOEMITIWTHAAFI G- IZR KT % w05 41372
< METRAERIZZ2 WS 0 LHlfr sz, 72, I8 IRIREBZEERI R OREOREICKIZTTRES 2
biviainoto, 7y b TOJEPEM M ORI 5305k Tl 10mg/kg THOMRFRIOLER . HAR, HA
B EFRDIR TR A LN,

IX. FERGRARBRICBT 5 TEHH 66



(6) BARIMIERER
R L

() ZothotsksEH

1) Bk
ENAE Y NEFWET 7 4 T X —R B, ~ U R IgE HUREARBRIE NS 7 FHiMiE Iz 2\ T
WRESE, PCA IS, ARIMBREEERS 2 Miat L7 S, WIhoRBRICB W THLHUFEMEERED 5
IR o7,

2) 2RI 7
PR % N T AR IR 22 R A8 SR BR . W FLBE OB B M A2 AW o B R R SRR K O~ 7 2 & v
T/ MZRRBR & Jehi L 7oAl SR, ZBRIFEVEITRD b7z,

IX. JEERHRRER T B .



X. EEMFHEICHYT SEE

1. HREX
B Kl 2 VN A7 BE 2. bmg, bmg. 10mg, //L/NZ 2 0D $E 2. 5mg. 5mg. 10mg
1P U AV
BEESY : BR 7Aa v RIS
JE 3K
) EE-ERSOLTECIVERTLZ L

2. BxhEAR
$E 2. bmg + bmg 4 4F
&€ 10mg 3 4F
OD £ 2. 5mg * bmg * 10mg 3 4F

3. AERETHOIE
FEIRRAF

4. RFWLEDEE

20. MWL EDFEE

(0D 2>

20.1 7V o —PHEMRIRR R 48T ThRFT 5 2 &,
20. 2 ROBHERITIRR, Sea k) THRIFT S Z &,

5. BERITEM
BEMERLTAR /Y
<ThoLEY . FHY
FOMOBEMTEM : BV (JARRT EFRASNLEF I AN)
( IXI-2. ZOoOBEEEE DIESM)

6. R—H% - RzhE
[l—RRSy « 782 88 2. bmg, bmg, 10mg, 7 A= L 0D BE 2. 5mg. Smg. 10mg ((ERK 7 7——~)

Ml Zh 3. =70y, TEL=UE Y, AP VHEREE, =LYy, ~=U v e
W, RV UERBEREDOTE Ra ' o0 5% Ca fiPrsk
1. ERSEEERR

198943 H 8 H («~L¥F—)

X. FHPVFHEICEITHEAB 68



8. WERFAIDFABRVARES. EMEERHFFAR., REMIKEAR

9.

10.

11.

12.

13.

744 HEEEAGREER B KRE = SMEMENGEAEA B | IGeBRAG4ER H
JANZTEED. Bng | 19934E 10 4 1 H | 20500AMZ00550
SRS SyEIBE) 1996 1993 4E 11 H 26 H | 1993 4E 12 A 3 A
/ 7§t bng (r#IgE) | 2050041200551 i F

A0 15 A

J LS A 7 BE 10mg 201045 7 A 15 H | 22200AMX00424 | 2010 4E 11 A 19 H | 20104E 12 A 14 H
J LSA 7 ODEE2. B 22000AMX00051

: ST 0008 4E 2 A 14 20084 7/ 4 H | 20084 7 A 4 H
J LS A OD £E 5mg 22000AMX00052
JLSAZ ODEE 10mg | 2010 4E 7 A 15 B | 22200AMX00728 | 2010 4E 11 A 19 H | 20104E 12 A 14 A

BUEAR7E— AT AGREA B 1 2009 4E 2 A 23 B (L - lIE&EEIZL D)

(e L FESiE)

2012456 A 22 A (NEDEIILESE)
( TV-3. AELKOHE] OESHR)

BEEHR. BIIMERAXREABRUVZOAR
HRAREBmAA : 2002428 A 8 A
FEAALE  KEEE 4 & 2L ORRIERFER) onThicbizy Ly

BEEHM

MEEXIZNREM., REARVAZZEEMEOEABRUVZOAR
JHYE - FHESBI : 200948 2 H 23 H

JIVINA Y BE 2. bmg, HE Smg : 1993 410 H 1 H~1999 49 H 30 H (#7T)

JIVNA T BE 10mg, /LN A2 0D $E 2. bmg, OD #E 5mg, OD #E 10mg :

REHRFIRICET H1FH

BALYYA

AFNL, B EE SRE 107 5 (CER 1843 A 6 HAD) 2k 2 THEEREAMIC ERARIT ATV D
EI ] ITITEEY LA,

£Ea—F

B 4 IRAETHIVRREE | BRI F | o o g | VBT MERAA
R a— | (0] 23— k) TN

J VN T BE 2. 5mg 2171022F1029 2171022F1029 103297002 612170709

JIVIN A T BE bmg 2171022F2025 2171022F2025 103299402 612170710

J VIR AT EE 10mg 2171022F5032 2171022F5032 120027002 622002701

J IV A 7 0D EE 2. bmg 2171022F3048 2171022F3048 118318402 620008040

VN7 0D BE 5mg 2171022F4044 2171022F4044 118319102 620008041
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9.6 2313

TR DA AR ORI R DA IS B8 L AL ORI A R 5 2 b, b R
~BATT B T L BEESH T,

tHi RN
KE DR SCE Pregnancy
(202342 A) Risk Summary

The 1imited available data based on post—marketing reports with NORVASC use
in pregnant women are not sufficient to inform a drug-associated risk for
major birth defects and miscarriage. There are risks to the mother and fetus
associated with poorly controlled hypertension in pregnancy. In animal

reproduction studies, there was no evidence of adverse developmental effects
when pregnant rats and rabbits were treated orally with amlodipine maleate
during organogenesis at doses approximately 10 and 20-times the maximum
recommended human dose (MRHD), respectively. However for rats, litter size
was significantly decreased (by about 50%) and the number of intrauterine
deaths was significantly increased (about 5-fold). Amlodipine has been shown
to prolong both the gestation period and the duration of labor in rats at

this dose.
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The estimated background risk of major birth defects and miscarriage for
the indicated population is unknown. All pregnancies have a background risk
of birth defect, loss or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2%—4% and 15%—20%,

respectively

Lactation

Risk Summary

Limited available data from a published clinical lactation study reports
that amlodipine is present in human milk at an estimated median relative
infant dose of 4. 2%. No adverse effects of amlodipine on the breastfed infant
have been observed. There is no available information on the effects of

amlodipine on milk production.

(The Australian

for prescribing

F—A LT YT ONE | C (202448 )

<BE  PEOME>

categorisation system F—A N U T O

C : Drugs which, owing to their pharmacological effects, have caused or may

medicines in pregnancy) be suspected of causing, harmful effects on the human fetus or neonate

without causing malformations. These effects may be reversible

Accompanying texts should be consulted for further details.

(2) NRFIZEHT HEEH

KN BITHDEEDE 2B THREICETH EENLT IMNEFE OHEOTHIIUTOLELY THY

KEAASCE, JEE SPC LixRn s,

9. RENERERHIHBEICHT IR

9.7 /pNR

R AARER, BrAR, IR SUT 6 ARm DS I 255 & U IR RERBR L 320 L TV 72w,

Hi FERNEA
SKE O FRAF S Pediatric Use
(2023 %2 H) NORVASC (2.5 to 5 mg daily) is effective in lowering blood pressure in patients
6 to 17 years
Effect of NORVASC on blood pressure in patients less than 6 years of age is not
known
Te[E DR S Paediatric population
(2023 4£ 10 A) Children and adolescents with hypertension from 6 years to 17 years of age

The recommended antihypertensive oral dose in paediatric patients ages 617 years
is 2.5 mg once daily as a starting dose, up—titrated to 5 mg once daily if blood
pressure goal is not achieved after 4 weeks. Doses in excess of 5 mg daily have
not been studied in paediatric patients.

Children under 6 years old

No data are available.
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