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0 (J L L L L L ] 0 CI 1 1 1 ]
0 20 40 60 80 100 120 0 30 60 90 120
SHER R IR (5) SRERRIRERERR (9)

BRI« pH4. 0(100rpm) [HIEEYE . @]

120 r

100

80

60

AR (%)

—O—0OYLERERESELDI =F0)
—o— 1ZHERUK (§2H. 12.5mg)
2R8I D IE : 61

0 10 20 30 40 50 60
SRR EREREFE (43)

40

20

O HzEHE)
aH vk RECGEELD T=F0) 1%, HARFERHFEEMLERICED N LE B 7 A -
tRazZoaF 7Y FEOIRHBICEAS L TWDAZ EXHRIN TV,
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(2)v¥ e REASEND [=Fn) ©
OVEHZEh O [F) 2%
Rk 24 4F 2 B 29 AAHSEAERASE 0229 55 10 S/RAITEE EIE A REAE B R (1%
SIS DA FAREMRBR T A BT A VB IEICOW T I8 5 TEENERA
%% 0 E AN O A RIEMERBR T A R4 ) 125D &5,
RERTVE . THR) —RRBRIERHRRE OSFLik)
AR & 0 900mL
AERIE DIREE : 371+0.5C
[Fl#x% : 50rpm (pHL. 2. pH4.0. pH6.8. 7K) . 100rpm (pH4.0)
ARERK - pHL. 2= THR ) EHBERE K
pH4. 0= 7=McI1vaine DFEMEIR
pH6. 8= [H/m ¥ HRERE 2K
K
HEHAE - 2 TOBEHBRBRSEIFICB N T, LT () KO Q) o EITHEET 5 & &, iz
HRFETH D LHET D,
(1) i
O LERF 231655 AN 4859 LA LS H§ 5B 6
FERILA 231553 DANIZ - I85% LA E¥RHI T 5 2>, T 15531281 2 3R
FH O SERE S HH =R AN AT HE B D -2 s HH =R £ 10% D #GH
OFEAERIFNH315~3047 1 8% LN B3 256
TEAERLF O SRV R D3 60% K U8E% & 72 % 1 2 72 2R sl l2 B8\ T, 3lBR
BN D P2 SR DA R D S 2R = 10% DO FEPHIZ 8 2 7>, XUE 2
R DB R0, ETH 5,
OIEHERIAN 33045y AN IZ SEH85% L, EESH L 72V VGE
b. BUE S L7 A BRI T o W\ THE AR RLUA 0 - 3R 53 50% LA [-85% 12 12
L7puy & & REHERIAI S BLE S 7o BRI IC B8 1) 2 PRI ER D 1/2
DL IR 2 R T Y 22 R, R OWLE ShosBisficlsnc, &
B ) 0D SRR SR S R VR oD SRS SR £ 8B DEFHIC o H 20>, XU
C2RE DAEABBLL ETH B,

(2) il = D HER
He A& L IRE s 36 1T 2 BRBR LA O 2 OV HERIZ OV T, DL OREEIZEH S
‘@"éo

a. EEVERLA| O SRV R85 L FIZEET 5 & & BBRELAI O R H =R &
15%DFIPAZ 2 5 O 12T UELLT T, £25%D i 288 2 5 b D53
AN
b. EEHERLA O SRR A 50%LL EIZFE L 8B%IZE L 72 & & BRBREAI D
SRR 1200 FIA A B2 5 5O 12 fld 1 LT T, +£20%0 il
A DHDDIRNN,
f L I HRIHE R IO E S L,
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B (%)

FRHE M)

120

100

80

60

40

20

120

100

80

60

40

20

<a¥iHoHhY ThL>
AERE  pHL. 2 [HIEHENE . (D®@b, (2)b]

FERE : pH4. 0(50rpm) [HIEEYE . (DO, (2)a]

- 120
—O0— AYLEREEA SEHDI =F01 100
i —e— ZHEHF| (O )LERERA§ELDI =F0)) i . o o o . o °
85% ) 1P S - s ' o
| 80 |
_______ son s W
L Mean=8% % 4 60
334511 —O— OY LERFEE&FEHDI =F0)
L = a0 L —e— TR EF| (O LERER & §ELDI =0 ))
------- 85%
- 20t - 60%
Mean=10%
L L L ] 0 (J L L L L L ]
0 30 60 90 120 0 60 120 180 240 300 360
SHER R IR AR (5) SHER IR AR (4)
BRI - pH6. 8 CHERYE - (DO, (2)a] PERIR - K CHERELE : (D@, (2a]
r 120
L - ~ o —f 100 - ; g;&;#o_ 0
- jﬂ 80 f /ﬁ
® 60 r
—O— O LERE A SHD =70 B —O— O LERE A SHD =70
r —o— IZHEMF (DY LERBASLDI=FL) 40 | —o— IEAHK|(OHLERER A 4ELDI =F11)
------- 85% ------- 85%
e 60% P10 I N —— 60%
Mean=+10% Mean=10%

O L L L ! 06 L L | )
0 30 60 90 120 0 30 60 90 120
SLER R IR ERRERE (4) SHERRIR B (93)

BRI - pH4. 0(100rpm) [HIEIREYE . (DD, (2)a]

120
100 *I,_.—e—e ® ® ° ® ®
n__ﬂ-fo__—o—o—__o—o
S
H
K
—O0— OY JLEREE & SEHDI =F0 )
—e— IZERF(OYLEFER A LD =F11)
------- 85%
0 60 120 180 240 300 360
SHER IR AR (5)
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TR E (%)

TR (%)

<bv FRmzZonF7y K>
FRERK : pHIL. 2 [HIERAE - (D @b, (2)b]

PERIE - pH4. 0(50rpm) [HIEHRYE : (D@, (2)a]

120 120
—Oo— OY JLEREE A EHDI =70
100 —o— ZEHF(OY )LEFER & LD =701) 100
------- 85% —0
80 F T e 50% R
Mean=8% S\:
60 ﬁ 60
& —O0— O JLERERS $EHDI =#0)
40 40t —e— iZHEHF| (DY )LERER & $ELDM =F11)
------- 85%
20 20 H e 60%
Mean=10%
0 L L L ] 0 (J L L L 1 L ]
0 30 60 90 12 0 60 120 180 240 300 360
SRER IR BB R (53) SRERRIRENEERE (43)
BRI - pH6. 8 [HIEHRYE . (D@, (2)a] ABRE Kk PHIERHE . (DO, (2)a]
120 120
100 I . - — 100 | o —n
80 [ %/I ~ 80 ~
60 T {;.;t 60
—O— O JLEREEASEHDI =F1) o —O0— OHY LERER & §EHDI =F1 ]
40 - —e— 1ZAEBFI(OY LERE A SELDI =F11) 40 - —o— IZH#EF|(OY )LEREE & #ELDI =F01)
_______ 85% sessss 85%
20 -4 e 60% 20rg 0 e 60%
Mean=10% Mean=10%
0C L L L ] 00O L L L |
0 30 60 920 120 0 30 60 90 120
SHER R IR AR (9) SER R IRENRERE (5)
BRI - pH4. 0(100rpm) [HIEIREYE . (DD, (2)a]
120
100 ?3:O=o=o=c ~ o 's, 0
80
1 I
34_]] 60
a0 b —O0— O LERER & §EHDI =71
—o— IZHHF| (O )LERER & LD =701)
2 0 e 85%
0 O L 1 L L |
0 60 120 180 240 300 360
SHER IR AR (5)
Ot ZE)

aHve RECGEEHD T=F0) 1%, HARERBHEEMEFRICED N2 ) 7 A -
tRazoaF 7Y FEOIRHBKICHEAS L TWAZ ENHRIN TV,
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10. &% 8%
(1) FENDELGER - 8K, NENRRCERE - SEICET H1EFH
A% L0

(2) %
oL e RECASELD [=Fn1) : 1008E (PTP10$EX 10, HZMEAIAD) |
5008 (/N7 HLEAIAD)
oYL RECASERD [ =F1) : 10088 (PTP10SEX 10, #ZMRAIAY )

(3) FREE
YL

(4

~

BHROME

<PTP 12>

PTP : WUk E =/ RIVEE =V T EET 1 VA, TII=U LT
Ea—: 7AI=UA - R)VZF LT IR— T 40 A (FEAIAD)
NRoTF 407 Ry Tae Ly

EEERE « K
<NTEdE>

Fyv 7 R)Tav Ly (EEITX)

AR R)=FL v

EAEH - HE

11. BlgigitESh 2 EME
AP

12. £
A RSAN
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V. JARICEAYI HIEEB

1. MEERITHE
= I fiE

2. MMEXIIHRICEEY HEE
5.

DEXIIHRICEET HEE
WERMERTOBENEND D | AFlzmllERROE R L L2 &,

3. RiERUVHE
(1) AERUVRAEDHESR
BRNICIZT H 118 (9 ZrBYya/e ks 7Y FELT 50mg/12. 5mg XX
100mg/12. 5mg) Z#EAEHT 5,
ARFN L MLEVEHR D5 —1EPK & L THW R,

(2) AR UREORERE - BRI
U L

4. RERUVAEICEHEYT 5IE

1. RERUVAZICEET HEE
JRANE LT, m s oAU v b 50mg THRATHDRGECa LA ) UL/ Ray
nuF7 Y RE LT 50mg/12. bmg D G-%2, v¥ iz H Y 7 A 100mg Xz Y
JA/b FnzuonF Ty RELT 50mg/12.5mg CRHRA SR BACaYyLE B 7L/
Ekrseesd 7Y RE LT 100mg/12. 5mg DEH T2 2 &, [8.1 2]

5. bR
(1 ERT— 5/ r—3
AR L

(2) EREREREERB
AR L

(3) AR RGRRHR
MR L

(4) AR BR
1) B EEEBR
OF 11k IR =17 3=dt (&
HARNZX G E L —HEREKRRICBW . e L¥ B Y vA/E RarzaaF T
¥ N 50mg/12. bmg lZm /2 U U L 50mg &G L0 A BEITENTZEEDRPIRBD 5
o BEHZNVRHIEE 154 B 5 BAEZR) GRoRMIMEA 90mmHg A2 i3 10mmHg LX
AT L7 &oHE S fEfIE 112 6] (73%) Th ol
- 16 -



oY) A/ KeraaF 7Y R 50mg/12. bmg A5G I L7 B T HMRE
ROBERRHE S0 155 B 14 1 (9.0%) TH Y, EREWERIZFEIED £
W5 I (3.2%), D 2 ] (1.3%) Thoto, o, HRREMOBNWERNHE S -
DL 155 il 22 f51] (14. 2%) T v | ERERRRAEMEORIVER I, FREEHN 8 #1 (5. 3%) .
ALT $3A0, CK ¥EAN4% 3 1 (2.0%) . ZARMEEA, ~~ F 27 Uy Mid, ~EZ7mEr
Wb AST S0, BUN #9042 5l (1.3%) Th o7,

Fro, v AE ) A/ R arF T Y R 50mg/12. bng O FEIERAFEEFIL
TERLRRECTHT2 7,

@ [ENFE AH — B R
aY s 1) A 100mg 2 RAZICIE = > h e — VB3 AR+5Th o 7o BHARAAREM:
m I EAE B 2 kG & LB —EERBRIcBW T, nhvg ) v a/e kay
HH%T/Flwmﬂz&gim#w&/ﬁijUMmﬁﬁi@% $e 5. 8 D1y
& Z 7 AN R ORI £ 3L 12 . A EICENTZEED R A R~ LTz (p<0.001), #
5.8 WRFIZ f6$ﬁF77$umf®m~274/#%®ﬁki%%l_T¢

#1 oY h) A 100mg THRASREMEERE 255 L LB TcoF
B) N T T HIIEDR—Z T A S0 ET (mmlg)

5 8 WD LT
S A HA -5.4 (1.0)
N 1 — §
oYL A A 100mg (N=170) e 56 (0.6)
oY) A/E KnsaoaF 7 YR S A HA -14.5 (1.0)
100mg/12. 5mg (N=166) & PR HA -8.7 (0.6)

T/ CIFOEYE (BEUERRZE) . § EEFHMIIAE O FAS AT 5451
oY ELHY A/ FueZaaF 7Y R 100mg/12. 5mg N5 S v - BE CEIVEA
DNERA - o1k 166 il 16 5] (9.6%) Th-o7- 9,

2) ReMHER
OE W AR R #5305k

HANZSRICEM oW 2 BE L SIERRIcB T a2 o) v A/ R
o/ uang 7Y R 50mg/12. bmg AEEE STz B T HMRBIEROBIERARZHE Sh-o
15200 5 HR 28 441 (14. 0%) T v | L7 RIVERNITHUR 6 61 (3. 0%) \ FBIPED F 441 (2. 0%)
FH7 a7, %ﬁ\ﬁ%m\=f%%2%(1%)f&okoik\%%ﬁﬁﬁwﬁ
TER N HAS S 721X 200 FIlF 26 61 (13.0%) THY ., T/ABERAMEORIVERIX
W6 B (3.0%) . ALT #0105 61 (2. 5%) . AST Hih0, ﬁ)ﬁAﬁ9%4&(2%)ﬁmL
BE D, ~~ b2V M 3B (1.5%) . FIMERESIN, ~F 27 o e B, LDH
N, CK A, JRHIRMEREES 2 B (1.0%) Tho7e?,

@ [E N M 5 MR & DR W15 5505

oYL B Y A/ Kusand 7Y K50mg/12. 5mg & SIEMARMAZICE= Y b e
— VIR0 T o 7o B AR NAREM: @ ML ESE B 250t R R M2 2 2 314l L 72 55 A
Ao —EHERY (8 HE) IZBWT, mfrZ B vA/E ReZaunF TV R
IWMAZMgiD%N&/ﬁ)?A/EFD7DD?79F5MQH5Méﬂh*f #

WREOILE) 7 AR IR E TIXRIRRE OB ER R Z R L, &5 8 ROy
%77$uﬂﬁﬁmrfii%ﬁ@hf@%%rbto&58 RFICISIT D - T 7
A MJEDR—RA T A b Db EAF 2 1R,
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xz2 oY AF o) yA/vE RualZaoF 7 Y K 50mg/12. bmg TRIEAR 4375 5 M ESE £
FaRB L LR TOYE N T 7AMIMEDR—Z T A b OZE k& T (nmHg)

el 8 IO AL
aHLZr BV yL/e KesaeeF 7 YR g -6.2 (1.0)
50mg/12. 5mg (N=144) § I -5.3 (0.7)
g ALZLHY A/ RersaaF T PR IS 3 -8.5 (1.0)
100mg/12. 5mg (N=134) § JEIEH -5.0 (0.7)

T E/ N REIME (EYERRZE) . § FAS fiRHT k4451

Fio, v F YT A/e R zaaF 7Y R 100mg/12. 5mg OFEEDRIL, I
R ORaEMIM 4612 52 R W CH R Le, —HERSH 8 @) 2w\,
aY gy A/e KrsaadF 7Y K 100mg/12. bmg 35 S i- B3 CRIEA
DR SN 134 Bl 7B (5.2%) ThHoiz ¥,

(5) B% - HEFHR
U L

(6) safRHE
1) ERAEEE (—REARERE, HEEARERE EARELRBE), RERTRT
—8R—ZBE, WERTEERABRONE
AR L

) RBEBHELTERFENOARXITER L-HAE - ABOBME
BA=RPAA

(7) 2Dt
LR L
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VI.

2.

RIME

HE(CE T HIEE

. EEZHICEEH HELEMNITILEYEE

TV dT o S RS

HTHNE L RTINSV E S TIPS FNAFLE S A REY
I ANNPNL T INHIL

F7V FRMPREE

RN ZBaRAAF TR RoFLe FerzeaF 7P R A 423 8 &

EE : BEDH DB O UTNREL, BHOEBEFIRLeSRT L &,

KB

(1) YERERLL - FERHF

AHNOBLERN D T Hr I NE T ) 7 AT ARG ZRELHITRIN S 4L, £ O—H2FER
M THD VR UBRIRCER S NS, BV R OH VR VBRI, Wb AR AE
WETHLT VAT 0 (AL PMEMRT 255K (AT ZA5) 12hie Tay Bt 4
AL, ADOERZRIIICIEEPIT 5 2 LI K VRBEREZRET 2 0, adhrx i, 1=
Ve TrTF TR RAS) BIEHALENTND E L= R E T T VIS B W TER 722
BEERD AR L 112 2 RAS DGV WME L = S IEE T U BT S BEES R

FWZ ERHLNTWD 2, OGRS THHE FurzanF 7Y Rit, 7Y KRD
BEERRIETH D, £ FrrmaF7 Y FORBEHRFICE L X, RIEICBT2FT M) UL
FRIGmHIERIC X 2R MR EBAERNEZ 2 DTS P, £/ e karaeFTy
RixZ OFRIERIC L W RAS OIFMELZE Z 417,

L7235 T, AAIX RAS TEMEALIRIE CE I e BRI E R 2 R m YL &2 o b RAS ZiEME L &S H 5
ERkrZaard 7Y REORARITH DO, BkD OO RG34 BAIR G2 i L X0 B8
ERBIERERTEBEZ D,

(2) RN ERMT HHABRRAE

W E AR

HARFIERIME 7 » MZIBWT, MG CHEEOREME (W 15mHg (X F) Zx L7-H
%@m%w&ykiﬁ&ﬁfi%ﬁ%%ﬁ@w%hﬁﬂokm%@tmemm%TVF%
JFREEEG 352 Lick Y, ERRBEDR () 30mHg KT) 23D biviz, P& GHEC
D BEEN RIS B GO R L B LAE ThH -T2 1Y,

(3) YE IR - Friahsfd

MR L
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VIL.

1.

EYEREICET S1RE

meEEDHERS
(1) AELEDLTOPEE
MM EEe L

(2) BB CTHRIN-OPRE
1) Ha& b
R A ICa L Z o) A/ Fr s aaF 7Y Fo0mg/12. bngh HER OG- 5 &,
BN ROTNRBERIL, ZNENRGRL 4R O3, TR R @ A IR (Coax)
WCEEL, THIERH (Te) 1L 7TROS. 8REEICIHA L7z, B Rr 2z ruF 7 Y KoMt
FEIZ, B5142. SHEH CCudTE L, Tiuld7. 9 CTh - 7219 (3,
F OREERANCBITA YA E Y A/ Fr s aaF T Y R50mg/12. bng % HiAlRE O
B H5#% O3B e T X — X

oY Z ) T ABng/t ResZaaF 72 K 12, bng
=V FIVIR R = =/ =R = VAN
Coax (ng/mL) 291.0+96.9 592.9+137.4 95.9420. 9
Tuax () 1.4%+0.8 3.7£1.2 2.8%0.9
AUCy- (ng * h/mL) 504. 8+180. 2 3674. 1+680. 2 516.2+89.8
Tiz (h) 1.7+0.6 5.8%1.1 7.9%1.2

n:11\ Meanis~ D~ (Cmax\ AUC . %{E‘I‘I{Zi@\ Tmax : %ﬁ-\fqzi/}j\ T1/2 : g}%%ﬂqzi@)

2) KRG
BIE & OV SE O ARBEME B I EERF e vy o)V s/ RasanF 7 YR
50mg/12. bmgZ 1 H 1[E14 A IRER 05 LM, Mg oz o hLR Ak OV e
FezaadF 7Y ROWTIUC S ERMEERRD SR - 7217,

3) AW [ S R

Ou¥/re RELAHELD T=F1) ©

SRR 24 4E 2 A 29 AATEREHRATE 0229 45 10 SIE/EIEE EIRA N R A S PR WA
(#3835 D AW R RV MR T A BT A VO — I EIZ DWW T 1L S & Ei,
e REGEELD [=F1) &7 L I3y MNEAEELDENENIEE (R X ) T L
ELThmg, B RrrouaF 7Y RELTI2.5mg) %224 DEFER A BIEIZ Y v 24—
AN—EIZ LY K200mL E & b ICHERHERR ARG L, PR MARRE (g R
ZALEE e Re sz aaF7 Y RREMEK) ZLC/MS/MSIEIZ TRIE L7,
<y >

BonT-aY L o OEYENEE T A —& (AUC) 12DV T0%(E HE K ] 12 CHe EHiaaT
BAT o TGS L AUCo- 240 D XA D SEHIE D 22 0D 90%(E #H X i 1 X 10g (0. 9412) ~1og (1. 0755)
TV log(0.80) ~1log(l.25) DEPFANTH o7, F£7-. EMENAE/ R T X —H (Cpay) 1T
N THREGHIRHT 24T 2 7ok R Coax D XHUE D - PIE D 7573 10g (0. 9162) T Y 1og (0. 90)
~log(1. 11) DHFEFAN T, 22, IWHEER CHET 2T X TOLRMETHEHZEE A FLL L T
W Z e b A A R D R S ATz,
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BT A —

BENT A—H

AUCo-24n (ng * h/mL)

Crax (ng/mL)

Tnax (h) Ti/z (h)

2L e RECEHE LD =Fi )

451.89+154. 61

199. 38£99. 70

1.68%1.00 | 2.42%£0.90

LI Ry MEEASELD

440. 08+133. 84

216.21%+107. 16

1.65%0.97 | 2.22%£0.51

(ne/ml)
300

:

A\ e =G 0BEE
8

(Mean=®S.D. n=22)

—0— OYILE REE#ELDI=H,
—— 7L Ex>EE#ELD

Mean+5.D.(n=22)

12
5% O RE

o
24(n)

e IE TS AUC, Cuux B D/3T A — 5 1, R DR, ARIROBIREISK - ] %
DRI L > TERARDAREMERD S,

<v RmZmousdryy K>

Bofice RerzaaF7 Y ROFEYBIHE T A —& (AUC, Cuy) (22N TI0NE FE X H]
B THEGHIRMT 24T 2 7o 3. AUCo-2an M UNCoa O S BRI 0D 11511 0D 72 D 90%{ 5 #H X FH] 1.
ZFNZFN10g(0.9354) ~1og (1. 0256) K *1og (0. 8891) ~1log(1.0544) T v . 1og(0.80)
~log(1.25) DFFHANIZH D Z L6, WAIOEYFHIFREEI R S,

i ST A —4

BENTA—H

AUC0*24h (Hg * h/mL> Cmax (Hg/mL) Tmax (h) T1/2 (h)
oY b RECESELDI =Fn) | 530.14+102.95 90.83%£24.80 | 2.77%£0.95 | 7.91%=1.55
7L MidEEELD 542.49+124. 12 94.54+24.99 | 2.95%£0.94 | 8.14=%1.50

(ne/mL)
150

1001

=N O OGO wrBEE

(Mean=S.D. n=22)

—O— Ok REEE#ELDI =1,
—o— L=z MESRELD

Mean+S.D.(n=22)
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i SR CUT AUC, G B OD/ST A — 5 1%, MR OIRIR, (RIEDERIR IS - W%
DRBRGAT L > TR D REMER & 5.

@uibe RELESEHD [ =Fn) 19

mH Lk RECGSEHD [=Fn) 1%, (S &S ELR 580 B RAI O A 9500 [F) PR 7
A RTA L PRk 24 42 H 29 HIEEFEAIE 0229 55 10 75) | (IS, m¥re Fid
BEELD [=F1) ZAEvERH L Lo L &, BN E L, AWFRICRE L R SN
77

(3) sl
AR L

(4)BZE - GiRAEOEE

1) BEOKE
RN L Z ) U A/BE R arF 7Y R 50mg/12. bmg # B%xGT5 & %
JERER B C e _ T2y . IARVEBAEROE Rz oaF 7Y ROWER b il
HEh R R B ERER (Toa) AMIRIE (0. 7T~1.7 BERE) L. w¥u& o i rf i B -ip e dh i
TS (AUC) 1ZZEMR 2o T2b DD, HIVRUVEEAR e KurZaaF 7Y RO AUC 3%
NN NTRR N 22%K T L7223, BEIR ERIE E 72 B2 WRRE Th o 72 19020,

2) D&
RN L2 B ) U L/e FrsraF TP R 50mg/12. 5ng Z HEIRE A5 L7z
porYL L IVRUBREROE FryanF T Y FOmERRET, &R 5%
LIEBRL, v AF e RazaaF T Y R EOEYBIEN 2 B IER TR0 bk
Moo 9 MIMIRB N T, B E LV ATV T ) SNV ER =L T T 7 U
VIR Y s haf YA ROE Y Ar A vl O EERICOVWTHRE L,
FHb AR RS & 722 5 2R R A A ERIIRR bRz, n vz L) 7y
ey (IREIEEEFEA) LML, v L2 U ROIIVR CFRIEDIHRINE L
0. FNSOACIEE Lim, £, g AL LT raF s —u (CYP2C9 DFLEH)
OB L B IVIR VBRI D Coax S ONAUC 23800 L7223 1 v & o @ AUC IS L 72 20,

2. EUEERINT A—F
(1) fBHT 3%
MR L

(2) RUNEE E
REERRL

(3)HRREESH
mH e FECGEE LD [ =Fn)
oL H L kel=0.310+0.075 (h'') (Mean+S.D. n=22)
tReZooF7 PR kel=0.091+0.017 (h') (Mean+S.D. n=22)
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()0 U755 VR
AR L

(5) N HRIE
MM EEe L

(6) FDih
MM ERe L

3. BEE GKEaL—3>) @
(1) A%
TR L

(2)/85 A — 8 EHER
AR L

4. RN
MMEER L

5. 9%
(1) M xE—AXBEFY @t
LB E R L

(2) i %—Rs BERAFT @A
[VII. 6. (5) iFhs | DIESHR

() EA~DBITH
[VII. 6. (6) FZFLhw) DOIESR

(4) BEBADBITHE
MR L

(5) TDMDIEBADBTH
MR L

(6) MIREAIFEEER

b MZBITD e o RO IIVR RO MEEAEERIT, Wb 99% A ETH -7,
tRazonF 7Y Roe MLEEABERIT 2% TH o722,
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6.
(1) KB R UK BERR
t MZBWT, a P 3T e LTHARVBE~RE S, ZoR#EIcE, T LT
CYP2C9 3B 5- L7z,
E MIBWTE FrZzeaeF 7Y RiFEEAER@EnRroz ™, (IVIL 7. FE/EM) OHE
Z M)

(2)RBIZBEAE5T HEE CYPEHE) OHFiE FHE
aY LB Y T A FEYREEESE T 7 o — 4 P450 209 (CYP2C9) TR 3A4 (CYP3A4)

(3) NEBBHNEOHRRUZOHE
AR L

(4) KBEMOFEDEERWE L, FHELhER
RPN T T BRI O R CBE S r 2 ) UL LRBEOTEEE T 210,

7. BEit
ERM AN eI Z ) UL/ ey raF T Y R 50mg/12. bng 4 HIRIRE 1 # 54 48 i
T, v YA DNVRCBREKR D FrrzaaF 7Y RR RPIZEhTh&GED 3. 7%,
7. T TN 66. 6% X7z 19,

8. h5URK—5—IZET HIEE
LR L

0. FHFILIREE
TR L

10. BENDERZHITHEE
(1) BreleERE
SRR E 2 0E O mIEAERE (ME 2 V7 F =8 1. 5~2.5mg/dL) (CaH X0 7k
/b RmzmarF7 Y R 50mg/12.5mg & 1 H 1[0 7 AR ERAFS LKoo $ 2 o kY
TIVIR VBRIED Coux 15, BHEBEIEH BB ICHA L2 55 < AUCoom 1 1. 5~1. 7 fFE -T2,
ERrZarF T Y RO Cu KO AUCronm 1d, ZNENEHBIERBED 1.4 5K 2.2 f%,
By YT T AL 2T T T2,

(2) ElnE
gAY A/E RazaeaF 7Y R50mg/12.5mg 2 1 H 18] 7 HEKERDEGHZO
2L E RO VR RO MAE TR, S L e e kR T T Y RO
WY & FEE R LN o7 2D BREAT— ),

11. 2D
P - Y AN
-24-



VI &t (FALOIES) 1Y 4EE

ERNBEFNDEH
E I TN

L

SREEZTDER

N
"||)+

.’\3

¥%(&®$%(@Eﬁbtm‘a

A ERHN DR L BUE O BEAEE D & 2 B

2F 7Y RREANUIFOEPLEY WziErarZ ) RUBOANLT 507 2 RiFER)
(ZxE D B EUE OB RE D & 2 B

ZSﬂ%Riﬂ%waéﬂ EMED & DM [9.5 ]

2.4 EERITFHEREO S 5B [9.3.1 ]

25%ﬁ®$%Xi EHTEE [9.2.1 2R]

2

2

NN

B AMEEEEORE [9.2.2 3]

TEEFOFT R DL - BV TABRHLNIED L TWADESE R N U AMGE, &8 D
AMIEFEOERERF LTSI BENRH D] [9.1.2, 11.1.7, 11.1. 15 ]
287 U AX VLU EBRGFORRAEESE (2L, oBEERREET>ChRBMED 2 h o

—NVinE LI ARDBEEZIRS) [10.1 8]

2.9 7 AT L VERRHUKRIY (BIECH 3 RIS IRIC & 5 RIBIR) %1% 5 5o [10.1
B

3. MRENTIHRICEET HEE L ETDER
(V.2 BRE ST RICBIE T DR 2252 &,

4. BZERUVHEZICEET 5 FEEZTDERH
(V. 4. FHEROHEICBEET2EE] 223752 L,

5. EELGERMIE L ENEH

8. EELERMIE

8.1 KRNI /LY A 50mg HHVME100mg & & FrZrnaF7 Y K 12, 5ng DELAEHIT
b, v Vst FnroaF 7Y KGFORWEANEE T EBENRH Y |
HUNZAA OB 2 Etd 52 &, (7. 58]

8.2 —HMEDMIEIRT (22 v 7k, Bk, W%l%%%&ﬁ)%@:#k%hﬁ%é@
T, AFEGFITEME (558 2 WL, ZER - B 1 BRE) CiEDE=X
Vo7 %aFmT 52 &,

8.IAKIDM Ay ThHhLHE FrsuaF T Y FHEN ) v AMIEZEZ T2 LRHMbATVND, 1
g HYVTA/E FarzaaF T Y RE LT 50mg/12. 5mg 23 5 S vz [E N R RERIC
BT, yEH VU AMETE T EZ R L, £72ED U U AMIEDORBSEE L& U v Al
JEL Y bEnoTo, LEN-> T, KA Y U AMEORKEIAN L VBEINDGOT, MiEH ) v
DMEDE=FV 7 HEMANCE R L, BlEa o075 28, [9.1.2, 11.1.7Z ]

8.4 AAIDKS) T%ét%uauu%T/%imﬁ&mr%%ﬁéﬁék%n@%émf AF
B G-I EMIC MG IRBIEDOE =2V > 7 &2 L, BlE8% +012179 2 &, [9. 1. 8 ]
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8.5 AAID S CThdE KrrmuaF 7 Y RiTmbEHE EAE L < I3FERBEME OB ENN B D
DT, BEE+IATO 2 &, [9. 1.8 H]

8.6 AAIDH Ay Th e FurunF 7Y NIFEERMKEELZBRHIELB8ZNNHDHDT,
EHRNCHREZ E T 572 EBIE 2 1012479 2 &, [11.1.10 /]

8. THEENERIZE SO EY, S60XRHLDLNDLZ ENHDHDT, ETEX, HENFEOER
LESEIRZE O B A B E T DRI S L 2 &,

8.8 TFANAT 24 BEENIIHZG LW Z ENEE LV, T o o4 T v v DR FIREGHIE S o B
Fix, R OFRPIc L=« T oV T o R OMEWERIC X 5 & R R T A
ZTBEADRH D,

8.9 KANDI y Z Ble T U F T v v IR FEGAI G- HIT ETITF R O HEE AR IR E D
oLl DREND D, TEREREZEHET 570, B2 0470, BENRD S
NG G &2 R Ik 57 PO E AT Z &,

8. 10 RAIDEHIZ XV FIRIENZIRICH DD Z ENHHDOT, BRFEIM, MK+

BETHI L,
8. 11 WM DIRE DRI B 72 BF L, W OHERZRET D720, FRTHICHERGTDHZ ENEFE
LW,

8. 12 AKKIDMIy ChHe Ruz a7 ¥ NIZaMEtl, PAZEMARNME, DRSS H 2 33 S
BTN RHLDT, QRO TOIRE SO R T80 b EEITIE, EBIZIR
BEODEZZIT 5L 5, BEITIEET L2 L, [11.1. 16 ZH]

6. RENDEREZHI HBEICHTIERE
(1) BHHE - BERFOHLBE

9.1 EHHE-BEREEDHLEE

9. 1.1 MAIEBHIREEDHSBEEXIIAECEBMRBEREOH S EE
B LR 2B E Il SN2 564 E , RIS 5 2 &, BiitE&oRd ok
ERIRAEEDIK M IC LV GBS 2 B8EZNRH D,

9.1.2MFA)VLEEREDESE
KAV o AMGEIE A Y v AEZREZ dTennd s, [2.7, 8.3, 9.1.3, 11. 1.7
Z ]

9.1.38A VY LMEDESE
B LR 2GR I SN 2564 mE, AT 52 L, RAIDORRS ThH 1
BBV TN, GV U AEEEEIELBENLRH S,
Fro. BHREREE, 20 b — L RROFERFEICI D MIED U U MMERE L 20 0T
WREE T, &PV U AMENBRT2B8ZNWNHLOT, MiFH Y 7 AMEOE=4Y
VI EREMICERL, BEEL 5T 28, [9.1.2, 11. 1.7 B

9.1 4MEREOHDEE
WEEDREENIKIE R 2L EE L, WL ElIE2B8ZL1H 5,

L1 KRBRENBELLTLEEE (KAMERMOR+ALEE, BEOFEFELTLSHESE)
—EMEOMERTZ2E - TB8EnrdH s, [11.1.5 5]

9. 1.6 RIEFEETDESE
K P U AMIEZE ZTRBENNH D, RIS, BERBIRERETOBRE TIX, —@&k
DIMFR FERTBEANH D, [11. 1.5, 11. 1. 15 ]
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9.1. 7T EELHEEARELE X (SR EIRELED H 5 BH
BIBBARD S b GE, Sl MR | MR 2k L, AR TERSE 2 355
TEHBENRD D,

9. 1.8 AAXRFHEH. RBIHER. BRFEDHLHEBE. RUBREMEDHSEE
ERBRILE, & MAE 22k L. JRE, HERAE O BYECBEM b s 2 nnid %, [8.4, 8.5
Z M

9. 1.9 TH. BUHDHDEE
BIFERHN O ODNDBENNH D,

9. 1.10 /AN LlnfE. BIFIKIREEETTEED HDHEE
MiFH VT Lz ERSEDIRBENRH D,

9. 1. 11 B RBUIREBDOESE
AFNDBEEERP RSN LIBENDRD 5,

(2) BHaEEERE

9.2 1 BIROBEEXIEEMESE
Bh LWz &, [2.5 2]

9.2.2 2aBREEORE
BhHLWZ &, BlELr BB 28NN H D, [2.6 B3]

9.2 3 BHREEERE (ILFY L7 F=21E 2. Omg/dL #8)
B LR 2SRV E I SN GG ERE, HITRTSZ2L, e RrZrrFTY
RIZE W BmMBEEMET L, e g o h ) oAk ) BEERENSELT 28200
Hb,

9.2 A BHEEETEE (IFYLT7F=E1.5~2 Omg/dL)
AAEB G- PIXEMRZ GG 7 V7 F = AE R ML IRRIEDE =2 U 7 &3 i L, Bl
BETIATOI 2L, G777 F =8 LA KR OMIERBE EHOBZENRH 5,

(3) it RElEE RS

9.3 FHRelEERE

9.3. 1 ERLIHHEEEDOHIEE
BhHLRWZ L, [2.4, 9.3.2 8]

9.3. 2 FHEEEERIZZDREFDHIEE (L. EELHHERETOHLBEZR)
SMENZFBWNT, B - PEEDOT L a— WA BE IZ e b2 o) 7 A 50mg & H
AR O 2 &, BRI L Cad Ly v oOEKEENEBIEL, vy K
OB VR CBRIRO MEFRENZ N ENR 5 LU 2 I E7T2 2 s asnT
W5, £72, B FrzeaF7 Y NEIHEEELFE T 2820035 5, [9.3. 1 ]
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(4)4TERRERT 2F

9.4 HhEREEHT HE

9.4.1 1HRI HAIREM D H A&
HIR LTS Z ERMREINT T v U4 T vy VBRI ER LT AT v
VN ZRIREEAI S U, BRI - FAERA~ORE (R4, - il - BOBRARE,
FETCE) DR BN FINHE ST D 2%
AR OE G D, RFEOFIEE S BE L CAARGOLER A EEICHREF L, 6
W ORI ERIEE ERID LM SN D EAICOREEE T2 L, F, BERL
BRGAIIROFEEFHICEET 22 L, [9.5 3]

(1) AR G-BHGANIEIR L TR W2 2R T2 2 &0 AATEG T & HIRL Tuhvgn

ZEEEMMOICHGET S Z b BHPICMRS B L2GA1ICE, BEbic&E e ik

HT L,
(2) ROFIHIZHOWT, AR GERERHCBEICHAT 2 2 &, F2, 5P LMEIIST
B R

CAEIRTICAF 2 ER LA, B - BAERICEEEZ RET IR BH 5 L,
AEIRDVHIB L7 U3 EEDN 25813, MY EICHR T 5 2 &,
IR ZFTE T DA, HEEICHRT L 2 L,

(5) 4Ei&

9.5 147

TE0 SUTIENR LT D ATREVED & 2 ZPEICIT S Lisn 2 & B G- HICIERE M L 7= 45
AIE BEBIC&RG 2 RIET 5 2 &, HIRT IR OKRINCT VAT o R AR L E
RISUET T v v MR B WEETA 2 5 ST BE CHKEE, IR - BraR o
L. HAERORMNE, BAe, ZlEa e, HEOBMAER CFEAKBIEIC L D &
W 405 DU O ¥, BRI O A, MiOIRIRER & b bl & OWEN & H, 7235,
F7 Y RRERI AR SUTLIRICE E U v e U IE, /MBI ESE 2R -2 &
bb, o, FURDFICES  MIFERD . KRG, 5 - BROLEERD RS 5o
L2 ENBD, [2.3, 9.4.1 B

(6) #=7L4%

9.6 1=ZELIR

LAV EREE LY, Ty FORAERRCERABICE I AL Z o T A
Img/kg/day/t FuZauaF7 Y K 0. 26mg/kg/day~a L% Y 7 L 50mg/kg/day/ b
FrzwvaF 7Y R 12.5mg/kg/day Z#& G5 L= BRICEBWT, vhr X B Y 7L
50mg/kg/day/t Fm 27 mwF7 ¥ K12, bmg/kg/day Ff CRERAKE DA K U DI BRAHAR
RN SN, Fo, v WVRUEBEAKR O ez aaF T Y RO
BATHE bl Shulc, ARBROPEVIC KT D BEMEEII e L2 1 U U L 10mg/kg/day/
bt RrerrueF 7Y R 2.5mg/kg/day THo7c, B Rurzuusd 7Y Rid, & ML A~
DOBATINHRE STV D,
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(7)/NR

9.7/hNRE
INREE Akt & U TR ERBRIT E M L T ey, FURITEME AN T AR TR0,

(8) EtnE

9.8 HnE

9.8. 1 —fiRIZAEMKENMET LTV D,

9.8.2 —RICEBEDEEITHFE LSRN ESNTND, MEEENEZ 2800 H 5,

9.8.3 @l E TORYILF A ) U LM GRS 2 FMERERER T, nY Lz ROV
RN UBRRDOIMAETIRE D I E R E IR TEd o7 GEmlnE i L Trd L2 K
O VIR AR D R IR EEDS T E A 2 5K O 1.3 52 EF),

9.8. 4 QL AIRIZIMIE R DORA 2ok L, Bk, EILEFICIDILHEL HH, HEV, Kb
HEZTZENDH D,

9.8.5 FrICLRMETEED H 2 miln# CTIRRIM AR IZE0E 72 A & WD & Mk %
kU, MEZEEOMRERIELHETL2BEN1H D,

9.8.6 1K MU D AMSE, BA U U AMAENH ORIV,

7. MHEEAR

10. tHE1ERA
AKRNDOR T N2 T ) U NE FYEHEERET ~ 7 o — 24 P450 209 (CYP2C9) K
O 304 (CYP3A4) IC X 0 iEMERBW TH D VR VEBRIKICRE SN D, B, KFIOKS T
bore Frr7raF7 Y RE FEAERBMEIND Z LRRPICHRt SN D, [16.4 B

()RR EZTDER

10.1 BERES BFRALGWLI L)

HRAN 4 WEERAE IR « HEE 515 R - fERRIK
TUAXRL FEBBEMIN AR | BEERREE, (L= - T VT R
TR B4 U AE R OME I o | BREVE A A3 HE 58 S 45 Rk

(BERIFBFICHEHT 25|V A 7B HRE SN TH | Bd D,
Ho 122 L, MOBREREL | 5,
fToTbRrBmEDa L R
—NABRELARDEE Z Bk
<.)

(2.8 ]
TAES LV BT KT R U AMIERREBR T S | W BT R U A MER

T=U A b BENARH D, T L2BENDRD D,

(BHEIZR T DEMZIRIC K
%R MHEIR)

(2.9 & ]
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(2)tRZE L TDER

10.2 GEREE (BFRICSEET S &)

SR FIAL 5

EEAER - FRE Tk

B&FE - faRRIN

71 U 0 DERFRFERIRA
Avnmw /)77 b
MU T AT L
7V T LKA
R [ )R
N A NTY AEARA
ANT 7 A NFH S —)L -

M{FD V¥ LA EF7A$ 558
TNRD D,

AFNDOSGrToH DK
AV LEOHHICLY Y
U LRTRETER R 2 B
nrb s, BEEREEDOD D
BEICITRFICERT D2 &,

) Z oL AFT o NEE
[11. 1.5 &M]

FURARTY L
R e FE A —IEPE DR T 2 Z 93 | FRBEEA TR 22 T Ty
7rtEIFR R AWIRY S 5 ATV = RN T

LTWHEEDNE S AHIH
LT,

TIYAXFL

EHEREFETE . & U U A E
S QON NI NS e I SE b g Wil
& %, eGFR 7% 60mL/min/1. 73m’
it O B REREFEE D & 5 B
~DOT IV AX L DRI
DWVTIE, W BT 24572
VN &I S D A A bR X b
FHZ L,

TV T Y AR SER

EHAl

BREREREE . w0 U U A UE
Fe OMERILE 282 Z kT v s
b5,

L=y T F TR
FHEAE R 23S 58 < AU 5 rlREME
BH5,

LB — LR R

HAALT T a A RRFFRIE

7L a—

EENZMERIIMLEA R E N D Z
LD D,

Z S O HFN O ARSI
EARANDORIST THDHE Fu s
rRFT Y RORBEERICK
60

AFIOKSTHHE Krrna
nFTYREHSNAT VI B
A FORER G- TlE TR
bobildZ ERHEINT
W5,

AHDOIyChDHE R RB
nF7 YR & MELREH %
B+ H7ra—)Lenftiic
X0 BEEER AR S L5 ]
REMEDR D 5,
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FEHN4 F BRARSESR - 518 7 1E Fery -« SRk -+
FIET IV FIET IV OEREEET 5 | AKFIOR Sy ThoHE Rnsn
VT KLU ZEMD D, mFT Y RERET I Tkt
7 RLFY v FAF AT O BE AT 2 5|3 2 MEEDSUSHEZIR T S

B AKHN D — RS D AL E
BT HI L,

A5 ENWEINTNS,

YRV ROFEOFEE
MWE -

YR Z 0 AR R
KF

YART Z U v RONEDFELIE
FAWE O FREAE R A2 ¥R T 5
ZERDHD, FiETOBEIC
T 256, AAlO—RFHR
WEOWELZHET H L,

AREIDR S THhDHE Fr s n
BF7YRICELMET Y Y
LMMEDIKTIZLY, Zhbd
SEHNOFRE « FHBEWT R 2 18
BT EEZXLNTVD,

WEIEFE I 2479 % D SEA -
B I A1
=hrZUEY

B AR 2R DB 2
b5, BEER O M EMEIEIC
EETLHZ L,

VERBE D572 5 B EVER I
X OAEWICHIIBICERT
50

XYY AH
vaRvy

S SISOV - Tiab s e X (2
MZEmL, NEREZ
TIEDRDD, MIFEHY UL
Eic+aEET D2 L,

ARSI THhDH e Rr s
nFTYRIZLLMET YT
LAMEDKTIZEY ZEDO T X
& U 280 Na—K ATPase (Z
e L DI /G 5R & A EE
R Z B, 7 %227 LMK
T b REEROIER 27,

LT R U v A

F 7Y RRIEANT L DA
ThIa—v A KDY U A
MAEZHTRT D Z &R H D,

ARDORSThDHE Rrrn
aFT7 Y ROH Y 7 AP E
RIZE VRS Y o AffERR
BT L HE— v ANRE X
TENDZERBD, TILH
VkAICH L HBET N Y 7 A
DOOFRIE Z OARAE 2 TGI8
5,

UFULhEmimEshTn
Do MV F U LAREICER
THI L,

KRNDORGSTHDrINVE
VURVIN Y al RN |3 (2
HIZEY, VFULOERFEN
EZAHEZBZBNTND,

I, W baRERE, VT
LT EZHBT L LN D
o MK Y F U LREICER
THZ L,

AEIDORSy ChDHE KRB
aF7 Y REFICBTHY F
U LADOFRINAEEL, VT
U LAOMPREE® B S
5o

Fill B BB S 8 A
ACTH

KAV 7 SMFERFEHRS S Z
LD D,

AREIOR Y THDHE Fasn
a0 F7 Y KL ORI B R
FHK| ACTH & b4 Y 7 L8
MAER 2 5o,
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A%

AR - FRE Tk

B&FE - faRRIN

7 U F ) F 8|

MiEA Y 7 LEOIK TS 5
LI <25,

7V F NI F oBHNIE S U
U AMSEAE EE LcT v
[Nl = IV R B 3 i ik
ERBD, Lo TRAD
Koy CThoire KnrzoaF T
TREZVFLYFUREF D
DFAC L VKD U o AIfE %
HTRT 2 rREtE & 5

HEPRIP AL -
SU Al
AR
WA 2 o

e

SEe
SER

BRI A O 22 L < 36
PITDHZLNDHD,

FEFF I BHHE Tl 72y, AHA
DSy CThoHe RrrraF
TYRICED N U LERIC
£V g B DA A Y
VMR T TS LB 6
TWa,

AL AFTIV

FT 2 RRIEAND 1E 3RS
THZEWDHD,

AL AFT I OWEERIC
LOAERKDO 3 ThHDHE R
suaaF7 Y KON HE
ENDHIERDD,

FEAT oA RPEHEREIRA]
A RRAHB

BEEAER I S DB
VAL YR

Fa AR T 5D DA
EERICLY . ARENORETENE
295 S8 25 AR H
50

BT L TV D EE T
I, S HICBEEENELT S
BTN DH D,

T AR T YDA
EERICLY . BiijgE& K
TT27=0tEB206Nn5,

F T2 RRIEANDOVE DN
TLZENDHD,

AT v A RPN KSR A O
TORET T D AR
FREMEHIC LY, BAT 72
BTT BN, K
T FU U LOENIFERAT
TARBDORR Sy ThdEe R
nuF 7Y NOER &Y
Do

T —T TN =2 —RA

M EER AN Es SN H B E
WD, AFOEGHIXT L
— TN Y 2 — ADIEH
T D 2 &,

TL—F TN =T a2 —R|C
EENDESTD CYP3AM BAE
TERNZ L0 AR OF LR T
RN =t A /) Ry NP
PEAE O ifn H R EEAMK T3
D728 ARFNOBEEE AR
FSNDBENRH D,
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. BlEA

1. 8I¥EM
WROBWER B H bbD Z ENHDHDT, BlEZ T7IATV, REDPRD b HGE I3
Gk %72 SR EZIT O 2 L,

(1) EXGEIER & HER

1.1 EXGEIER

NANTF7FI7453F%>— BEEARY)
AP, DN, BT, SRS, RIRE, 2HEiL, BEE S b, 2 L
N5,

11.1. 2 MEHFE GHERH)
B, NE, WeEH, FE0EIRP S b2 Lnb b, £70. B, K. M,
TR A IHE MEERER D Sbihvd Z ERd 5,

11.1.3 2HFRUIBIGER 2% (O b BHEA)

1. 1.4 2HBEE BEEAH)

M.1.52avy, &, BEEEX (WTR b HEEARR)
I M BERREREN S D oG A IR, BEDICEY e E 2175 2 &, [9. 1.5,
9.1.6, 10.2 ZM]

11.1. 6 tERNARRRARAE (BHEEAHA)
P, B, K ER m ROYRT I A7 a v R R T2 RO AR T
W OLONIGEIIE, EE5A2PIE L, MWORLAEZITO 2 L, £70. BEUHMARIE
IZ L DR EEORIEICEETH L,

M LTEAY DLME, &HYVLME (WT7HHERH)
M7 Y 7 MEORFEEEN LD, BRE, B, NEIRENH bbid Z L ib
%o [2.7. 8.3, 9.1.2, 9.1.3 ]

11.1.8 &R (BHEARH)
DEMEHISMNGH, OFEMENEO RENRD S LD Z LD D,

11.1. 9 R mBkiE A, BmEkiEd . m/pMRiELD (O3 b 5 A)

M LI0BAERRHEMm, FmERMmM (W34 8 RB)
(8.6 ]

1111 RIEMME R BEARH)

.1 12 B MR, fKIE. 2UEMFRESEEERE (W30 b SHE AR
MMM, HAERH Db ZERH D, £z, E FuraaF 7 ¥ FRH%.,
oy D> B AR AN B R 85 B SEERE S S BL L T2 & OEN H 5 20,

M.1L.1325HT)TI b—TROEL FEERH)

1114 MmAE (BEERB)
Wi, Z2MEEE. miT. FOEZA. BPET, K8 EREEENL O oG
I, EE2 IR L, YR LE AT O 2 L BERFIRIRT OBRE TH Lbhed ),

1.1 15{€F b U o LG (BEEEARH)
ISR, BACRIR, RS, MR, R ERRPEESZ LT M v AMERH B
NLHZENnHD, (2.7, 9.1.6 ]
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11.1.16 2Ma®R. FAERBAKARE. IRKIESH (O3 LHEE R
ST (T, SR TEE2E ), PAZEBARNE, IEEZ2HERS bbb 2 &
N5, [8.12 ]

(2) ZDfbDEIER

1.2 Z DD EI1ERA

0. 1~5%A™ HEEE RN
PR R | D FEV, FIEE, IRK. 5EE RN RIS
fEsRER R | RME, ESMRmE, BhiE AR (BENRSE) . MadE
Hib AR M - 0 5 AN, TR, AAK, Bk
1B, MEEBALRE ., MEJE. MERARZE . fE
R, BACRER, AR, 18
JHF ik PR, ITREREREE (AST B&-. ALT b
5. LDH [ 5-%%)
R BUN LA, 7 L7 F=r 5
B B, FHRE ZIGHLEE, JeRpmig, ALEE, ALBE,
Z O, BRI, EE=Y T~ h—
T A
IfiL 7% 2, ARMERBEEI, FROEREGD | AFEREREIEN, 4 ek E sy R 8m, Y
~v 77Uy MEF A~ 27U v | 8Bk
LS ~EZ e, BBk
0. U L REREE N
Z OAth, B, CK LA ®IREEMIE, @i | FE BRERE, LoWuk, IER (O
BERE, FEERELFOES, 20, BHIR. CRP | 34, BFES) . SAUE, ETH, %
BN, R T RO BERGE, IRERMER | B, AR, Sk, (K~ 2 kv A
BE I PR B IERBS R R R ARG TE, | E, K7 e — A ET L e — X
BNP B4 1 AN T DM, A VRT AL &
TV AE & £ 9 IR bR
ket BAMR., SPA. SREE. PELIA
. miERRE RN, LM eI

Hyay Lo b)Y oA/ ResaaeF 7Y KE LT 100mg/12. 5mg. 50mg/12. bmg .,
50mg/6. 25mg. 25mg/6. 25mg 5 UK RER 2 S,

. BRRERRICRETZE
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9.6 RELIF
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Img/kg/day/ & RKa 7 oo F7 ¥ K0.25mg/kg/day~ma HL 4 9 1 7 A50mg/kg/day/ &
FermanuF7 Y K12 bmg/kg/dayz &5 L7z RBRICB T, v Ay oV oA
50mg/kg/day/t K7 v F7 ¥ N12. bmg/kg/dayff CrE VLK OJD K OV O BEAH
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S
gz C
FDA : Pregnancy Category ERes/7euefF 7Y R :B
(2008 4£)
A —A N7 U T O%5%A : An Australian categorisation of risk of E‘Hiﬂ/g <D L
drug use in preg;;ncy ) ERrzuuFroR:C
(2025 4 8 H BIE)

2% OB

<FDA : Pregnancy Category>

C:

Either studies in animals have revealed adverse effects on the fetus (teratogenic or
embryocidal or other) and there are no controlled studies in women or studies in women
and animals are not available. Drugs should be given only if the potential benefit
justifies the potential risk to the fetus.
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(B2 AW WFFE Tl I edrBrt, £2i3kR GF) BSEERREH SN TR, &
M Eh T OXREEBAT 22X E M S TWRWE D, HDWIEE MEw, B & bICHFZER A
FTERVHD, ]

B : Either animal-reproduction studies have not demonstrated a fetal risk but there are
no controlled studies in pregnant women or animal-reproduction studies have shown an
adverse effect (other than a decrease in fertility)that was not confirmed in controlled
studies in women in the Ist trimester(and there is no evidence of a risk in later
trimesters).

[E4 % TN TR e TR IR~ ORI ES N TS, LA LR 6, b MEmIZET 5
SRR TRIZFE I SN TR Wb D, &5 VNE, B a O ie THEERDGER S
TWDM, & M O R ELEAFE TIXFEZRES LR 2 T2 b O, B O IS 230 67,
SRR I L7258 ORI~ OEED FEEMEIT ) TV TH A5 o b o, ]
<A—ARNZ U T D54 : An Australian categorisation of risk of drug use in pregnancy>

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an
increased incidence of human fetal malformations or irreversible damage. These drugs
may also have adverse pharmacological effects

(& MRIEOFROARN AR EEOREME LT, i3, T Libnsd, £idzo
JRR EHE SN DEE, TN bDFITE T, AFREHMEMRH 5006 Livevy, ]

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected
of causing, harmful effects on the human fetus or neonate without causing malformations.
These effects may be reversible

[ DRI L - T, RIL-OHERICAFENZ5I I L, FRIIAEERZIISED
TZENBEDNDIEN, AREGEREITZ LT, TNOOMRITAFENRILE L
%o ]

A (L) (2B AUEAME SR (WHODFEHL & RHMA O 3 1 B 2 i) *0
AKIBIZB T HDEFIRLOREDYE A2 A T HBREICETHER 19,5000 9. 682 H ] D
HOFHITFHED LB THY . WHODFZFL & BHADIRMEIEIC BT 28115 & 135872 5,

<WHODIZHL & REA DI FEIZ BT 280 (20024F) >
ERkermeF7roR Mooy e L
Compatible with breastfeeding
[(REFLIRE LWL TE D, ]

-42-



XI. {§&
1. FA%l - REXZIEBICIE L CEREKHERETS(2H-> TDSERFR
(1) 8

ZEFERIZOVTL, BRICEHOMNEDOERDIENICBRET 52 L,

(2) iR - BANRUREREF1—TJ0E AN
ZEFERIZOWVTL, BRICEHOMWNEDOERDIEINCBET 52 &,

2. ZTOMOBEEE

BE R ADAE
7o OFT o N RIS HUEE ARB 2 IR 32 D BB S A~ (A6 hi, 1 1 10 Koz 0 |
2023 4£ 5 H{ERL)

TP IATU U NIRBBIEINE

ARB zEERT3XEDBEZAA

BT IBRERREESSMIAEETL

YEMRR MR L TV S TTHEE DS S5
EMMICHEBL TS,

IHEPICERAUCES. bR - ERCREERET
TEEEA B ET .

SHESHALZBERERONZIES (AREE.
DOWER, BREREARELTLSIESIEERD
FEad) 3, EMCERL TS,

- HRESHEY 31883 EMICIBML TILEE L,

EEfild. COHEEBRETAICKHECHERLT
WHELTWET., EMICHRIESSREOERE
PUEFTESEDHEVESICHBOLET.

IRPPIERFLOHOHECAT HERBOE LT EpnE
YR BT 9] FPHUET,
ERCEEREI—3255 » [ETE

et SAEPARR

-43-



	ロサルヒド配合錠LD・HD「三和」インタビューフォーム
	目　　次
	Ⅰ．概要に関する項目
	１． 開発の経緯
	２． 製品の治療学的特性
	３． 製品の製剤学的特性
	４． 適正使用に関して周知すべき特性
	５． 承認条件及び流通・使用上の制限事項
	６． ＲＭＰの概要

	Ⅱ．名称に関する項目
	１． 販売名
	２． 一般名
	３． 構造式又は示性式
	４． 分子式及び分子量
	５． 化学名（命名法）又は本質
	６． 慣用名，別名，略号，記号番号

	Ⅲ．有効成分に関する項目
	１． 物理化学的性質
	２． 有効成分の各種条件下における安定性
	３． 有効成分の確認試験法，定量法

	Ⅳ．製剤に関する項目
	１． 剤形
	２． 製剤の組成
	３． 添付溶解液の組成及び容量
	４． 力価
	５． 混入する可能性のある夾雑物
	６． 製剤の各種条件下における安定性
	７． 調製法及び溶解後の安定性
	８． 他剤との配合変化（物理化学的変化）
	９． 溶出性
	１０． 容器・包装
	１１． 別途提供される資材類
	１２． その他

	Ⅴ．治療に関する項目
	１． 効能又は効果
	２． 効能又は効果に関連する注意
	３． 用法及び用量
	(１) 用法及び用量の解説
	(２) 用法及び用量の設定経緯・根拠

	４． 用法及び用量に関連する注意
	５． 臨床成績
	(１) 臨床データパッケージ
	(２) 臨床薬理試験
	(３) 用量反応探索試験
	(４) 検証的試験
	(５) 患者・病態別試験
	(６) 治療的使用
	(７) その他


	Ⅵ．薬効薬理に関する項目
	１． 薬理学的に関連ある化合物又は化合物群
	２． 薬理作用

	Ⅶ．薬物動態に関する項目
	１． 血中濃度の推移
	２． 薬物速度論的パラメータ
	３． 母集団（ポピュレーション）解析
	４． 吸収
	５． 分布
	６． 代謝
	７． 排泄
	８． トランスポーターに関する情報
	９． 透析等による除去率
	１０． 特定の背景を有する患者
	１１． その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	１． 警告内容とその理由
	２． 禁忌内容とその理由
	３． 効能又は効果に関連する注意とその理由
	４． 用法及び用量に関連する注意とその理由
	５． 重要な基本的注意とその理由
	６． 特定の背景を有する患者に関する注意
	７． 相互作用
	８． 副作用
	９． 臨床検査結果に及ぼす影響
	１０． 過量投与
	１１． 適用上の注意
	１２． その他の注意

	Ⅸ．非臨床試験に関する項目
	１． 薬理試験
	２． 毒性試験

	Ⅹ．管理的事項に関する項目
	１． 規制区分
	２． 有効期間
	３． 包装状態での貯法
	４． 取扱い上の注意
	５． 患者向け資材
	６． 同一成分・同効薬
	７． 国際誕生年月日
	８． 製造販売承認年月日及び承認番号，薬価基準収載年月日，販売開始年月日
	９． 効能又は効果追加，用法及び用量変更追加等の年月日及びその内容
	１０． 再審査結果，再評価結果公表年月日及びその内容
	１１． 再審査期間
	１２． 投薬期間制限に関する情報
	１３． 各種コード
	１４． 保険給付上の注意

	ⅩⅠ．文献
	１． 引用文献
	２． その他の参考文献

	ⅩⅡ．参考資料
	１． 主な外国での発売状況
	２． 海外における臨床支援情報

	ⅩⅢ．備考
	１． 調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	２． その他の関連資料


