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BRI R DLW AN RISERE A A P74 v CEEREAETE 0229 55 10 5. 2012 42 A 29
H) w7~y MicasE 2 % [TCK] GREREAD) A7 2z vy FERGHE 2 F (BEdER
#l) & OBEHBE O Z T - 4R, 2T oBHRBREF s CHAEERBA 4 F 74
v DR ORI O HE A IHEA L 72,

it
@7 LuTryRyUNEEE
OpH 1.2 (484y 50 [045), pH 6.8 (185> 75 [ElHE, 455 100 [A]4E)
AR BRI S OEEHE R o P IR 1% 15 70 BANIC 85%LA B T°H o 72,
OpH 5.0 (F5:47 50 [al#iz) . 7K (443 50 [A]#x)
fEHE R O IR R DS 60% K% O 85%HE & 72 23824 72 2 Wisl (15 43 RN 3043) (<
BT, BB 0 V-7 R I AFHE R o IR R £ 15% O #iPHIC B o 72,

I IS 15 R L B2, HAFI4 vichto CHEMRSZ 1508 LAl
2B D P % 1T - 77,

TLAAYEYRYIVERIE

A (%)

N HIE - . 1 FEEEEo
iR SR ) AT axy MEGEE | Ty MEAE = (%)
2% 2% [TCKJ
pH1.2 | 50 [ElHE/4) 15 97.8 97.6 AR P
15 82.1 90.8 AR P
pH5.0 | 50 [l#5/4
30 87.8 94.5 AR P
pH6.8 | 75 [aldE/45y 15 99.7 99.6 AR P
15 75.7 81.9 AR P
7K 50 [aldiz/ >
30 85.5 83.5 PR P
pH 6.8 | 100 [El#5/5 15 98.6 97.5 HPH AN
(n=12)
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AR (9)

(n=12)
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O Il Il I
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AR (9)

(n=12)
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pH 5.0 (%> 50 [Al#5)

—e— 77Ty FEREIE2E

[TCK] (LB EY
NUILEEIE)
—o— hT 2Ty FEREH2E

15 30 45
R (9)

(n=12)

K (FE5y 50 [AlHiE)

—e— T vII Ty MEEETR2E

[TCK]J

T IVERIE)
—o—HT 1Ty FEREEE2E

(7LBEYEYR

15 30 45 60
R (9)

(n=12)

-—— BHEE 5%
HEFAE D
T £ 8



@7 FAANRRFVANY T LK)

OpH 1.2 (7857 50 [ml§5) . 7K (75> 50 [A]Hz)
THERIF O SR R DS 60% 2 Y 85% T & 7 B3 7 2 sk (15 43 R TN 3043) I
BT, GBRELA] 0 V-7 R I AFHE R o VIR R £ 15% 0 #iPHIC B o 72,

OpH 5.0 (#5:57 50 [E]Hi)

T E B D SV HIR 28 40% [ OF 85% T & 70 B 8 70 2 W (15 90 [N 45 43) I
BT, BB O P R IIARHERLF] o SR IR + 15% D #EEFH IC B - 7=,
OpH 6.8 (#8457 75 [El#5) . pH 5.0 (%43 100 [A]#x)

PR B S O HERIH o SR IR 13 15 0 AT 85% LA ETH - 72,

) WIS 150 KiL b2, A4 K74 Vichto CHERKSZ 1508 LTAR
2B D P % 1T - 77,

T FILNZRZF > HILT g LK

A (%)

) 5 R FEEHED
N A2, = W PaNg-=3 w AN =1
AR SR 4) AT axy FEETE Tz y AT £ (o)
2% 2% [TCKJ
15 73.4 80.0 HEFE M
pH1.2 | 50 [Al#E/45y
30 88.0 89.6 HFE M
15 75.6 89.6 HIFE M
pH5.0 | 50 [Al#E/45y
45 85.6 94.2 HFE M
pH6.8 | 75 [aldE/4y 15 99.0 104.1 PR P
15 76.4 88.6 HFE M
7K 50 [a]¥5/5y
30 89.6 91.1 PN
pH 5.0 | 100 [El¥z5/5) 15 101.6 102.9 HPH A
(n=12)
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@7 ~vrxTy FilGEE3 & [TCK] 7

BREHE R O LY AR 4 F 74 v CGERFEETE 0229 55 10 5. 2012 42 A 29
H) cftw7r~rxy MicasE 3 % [TCK] GREREAD) A7 2z vy FEGHE 3 HF (HEdER
#) & OEHZEB O IR E T o 2 /ER. & CoOBEHRBEF s CREERBA A F 74
v DR ORI O HE A IHEA L 72,

il

@7 LuTryRyUNEEE

OpH 1.2 (5457 50 [9ldi5) . pH 5.0 (5> 100 [B]H%)
AR A S OBEHE R D P HIER 1% 15 0 BANIC 85%LA B CT°H o 72,

OpH 5.0 (457 50 [aldiz)
T HEBIH] D PR R DS 40% K 8 85% (T & 72 2502 72 2 AT (5 20 X TN 240 43) ICH W
T ARBRERLH o P57 HER AR HE AR o P R £ 15% D HIBHIC B 5 72,

OpH 6.8 (f5:57 50 [al#iz) . 7K (4543 50 [A]#x)
BRI DI BUE & 072 BBRIRERE I 35 1) 2 I HE O 172 O IR % 7R 3752 7o IRf i

(547) . BROKUE & 7z BRIFHE] (360 43) 13T, FRBRELHA o 35 748 H 3R (A HE

Fl D IR £ 12% 0 HEIPH I H - 7,

T LAYE YR )LERE

FERAHE (%)
) 5 R FEEHED
B HERBR S AT aTy bEEHE | Terzy FEEAHE
R 49 - : a % (%)
3% 3% [TCK/
pH1.2 | 50 [ElHE/4) 15 95.4 95.9 AR P
5 50.2 59.5 HFE M
pH5.0 | 50 [l#5/4
240 83.3 91.3 HFE M
5 47.8 53.5 HFE M
pH 6.8 | 50 [Al#5/5
360 75.3 85.6 HFE M
5 479 51.8 HFE M
7K 50 [a]¥5/5y
360 722 74.5 AN
pH 5.0 | 100 [El¥z5/5) 15 100.5 100.8 HPH A
(n=12)
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@7 NV ARREF vhNT Y LK)

OpH 1.2 (4857 50 [B]#%)
THERIF O IR DS 60% K% U8 85%FIE & 7 23 Y 7 2 B (10 43 &R T8 30 43) Tk W
T akBAELH o P57 R (AR HE B 0 P VA K £ 15% D HIBHIC B 5 72,

OpH 4.0 (57 50 [91Hiz)
EHE R O IR R DS 40% K% DY 85%FE & 72 22 72 2 iR (10 43 R TN 240 43) o3
VT, GRERELE] 0 -V R AR HE R o TR R £ 15% 0 #iPH I B o 7z,

OpH 6.8 (457 50 [H1Hiz)
BRI DS BUE & 072 BBRIRERE IS 35 1) 2 IR O 172 O PR 2 7R 37582 7o IRf e
(547). KROBUE & /-5 BRI (360 27) 18T BRBRELH] o iR 3K LA el
H DR R £ 12% D HFHH I H - 72,

Ok (#4550 [Hldiz)
EHERIH] O F IR R DS 40% K% Y 85%HT & 72 232 72 2 iR (543 RN 270 49) ITH
T BRI o T R I AT HE B 0 P IE HEE £ 15% D #iFH I B - 72,

OpH 4.0 (4847 100 [61#x)
AR S OVEEHE B o A R IT 15 S ANIC 85% LA ETH o 72,

T FILNZRZF VAL LK)

FERAHE (%)
B I ————— PR
VALY S ) AF a2z +EEIE Ty tELEHE = (%)
3% 3% [TCKJ
10 69.4 71.8 AN
pH 12 | 50 [l#5/4
30 88.6 86.8 AN
10 42.6 50.1 AN
pH4.0 | 50 [Al#5/4
240 85.8 80.9 AN
5 39.6 41.5 AN
pH 6.8 | 50 [Al#5/5
360 71.5 80.6 AN
5 432 39.8 PN
7K 50 [BldE/ 5y
270 85.3 84.8 AN
pH4.0 | 100 [El#5/5 15 90.5 86.5 HPH AN
(n=12)
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@7 ~vrxTy FilAHE4FE [TCK] ®

BRI R DLW AN RISERE A A P74 v CEEREAETE 0229 55 10 5. 2012 42 A 29
H) w7~y MiLAsE 4 % [TCK] GRERELAD AT 2z vy FERIGHE 4 7F (BEdER
#l) & OEHEE O LI 1T - 725 R, & CoBEHREBRSEF T B CRI%SWRBRT A F 7 4
v DR ORI O HE A IHEA L 72,

il
@7 LuTryRyUNEEE
OpH 1.2 (5457 50 [9ldi5) . pH 5.0 (5> 100 [B]Hx)

AR A S OBEHE R o P IR 1T 15 0 BANIC 85%LA B CT°H o 72,
OpH 5.0 (457 50 [eli)

e R D IR R DS 40% K% O 85%HE & 72 232 7n 2 s (15 43 TN 120 47) 1T
BT, GlBRELH] o P R I ATHE B o IS + 15% O #HiFHIC B - 72,
OpH 6.8 (7357 50 [ml§5) . 7K (75> 50 [A]Hz)

SHERIF HHLE & 7 BRI IS 351 2 AR O 172 O VAR % R 35 e Rf e

(15 58) | OHBUE & 7= sl BRIRERE] (360 79) 1235\, FRBRELH 0 3 3 1 LA E
BIF| DR HE R 12%DHEPHICH - 72,

) SR 150 RiE 2720, 4 K74 Vichto CHEERSZ 1508 LTAR
288 O F-Al % 17 - 72,

T LAY EYRYIVERIE

FEREHE (%)
) 58 R FHEHEED
v AR ER S AT 2Ly b ELAEE T~y AT
Rt 49) . . % (%)
4% 4% [TCKJ
pH1.2 | 50 [ElHE/4) 15 96.2 98.2 AR P
15 75.6 72.9 HFE M
pH5.0 | 50 [l#5/4
120 85.2 87.3 HFE M
15 66.1 68.4 HFE M
pH 6.8 | 50 [Al#5/5
360 72.8 76.4 HFE M
15 65.5 72.1 HFE M
7K 50 [a]¥5/4y
360 77.5 74.0 AN
pH 5.0 | 100 [El§5/5) 15 99.4 100.5 HH N
(n=12)
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@7 NV ARREF vhNT Y LK)
OpH 1.2 (4857 50 [B]#%)
THERIF O IR R DS 40% K U8 85%FFIE & 7 B3 7 2 B (15 9 KRN 4543) I
BT, BB 0 V-7 R I AFHE R o IR I £ 15% O #iPHIC B o 7=,
OpH 5.0 (857 50 [A]#x)
THERIF O IR R DS 40% K U8 85% T & 7 23 Y 7 2 WA (15 49 KU 180 4)) 1T
BT, BB 0 V-7 R I AFHE R o I £ 15% O #iPHIC B o 72,
OpH 6.8 (4857 50 [A]#x)
FEHERLF D3 HUE X 72 s BRI I 3515 2 PR HIER O 172 O PEE R %2 R 3758 2 70 RF
(15 531%) . TR OHUE X 1725 BRI (360 47) 1B\, aBREA o 37 R I3
BIF| DR HE R 12%DHEPHICH - 72,
Ok (857 50 [H1HE)
AR O IR RS 40% % Y 85%(HIT & 72 238 70 2 Bis (15 010 49 R TN 120 43)
ICHB T, BB o P27 R AR HE R o IR R £ 15% D #iFH I B 5 72,
OpH 5.0 (4857 100 [F1#x)
AR BRI S OEEHE R D P IR 1T 15 0 LANIC 85%LA B T°H o 72,

o) ISR 150 RiL k2720, A4 K74 Vichto CHERKSZ 1508 LTAaR
2B D P % 1T - 77,

T FILNZZF > ALy LAY

FEREHE (%)
) 5 R FHEHEED
N A2, = w a1 “ PaNg: =4
B AR ) ATFazy FEAETE T7T~rTy FELAESE = (%)
4 7% 4% TTCKJ
15 68.0 74.9 AN
pH1.2 | 50 [Al#E/45y
45 87.2 90.2 AN
15 66.6 67.4 AN
pH5.0 | 50 [Al#E/45y
180 87.5 88.3 AN
15 61.2 66.3 AN
pH6.8 | 50 [Hl#E/45y
360 68.9 77.3 AN
15 61.8 73.5 PN
7K 50 [BldE/ 5y
120 88.1 86.6 AN
pH 5.0 | 100 [El#5/5 15 95.0 100.4 HPH A
(n=12)
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10. B - 9%
(1) FEPVLELRRER - B, NEIEHRLES - G%ICET 515K
M ER R L
(2) a%
<7wnrxzv bEAHE 1 [TCK] >
100 $& (10 §& (PTP) X10. HZMEAIA D)
<T7wrTy MERAEHE2F [TCK] >
100 §& (10 §&8 (PTP) x 10, HZHEAIA D)
<T7TwrTy MERAEHE3F [TCK] >
100 §& (10 8 (PTP) x10. HZMEAIAY)
<T7TwrzTy MEAEHE4F [TCK] >
100 #& (10 #& (PTP) x 10, SZHEFIAY)
(3) FHEEE
BRI AR
(4) RBOME

(ZEESA e
R 7oLy T 4L
Ty LS
PTP &% R . .
TNIZYL FRI)ZFLVYIIF—FTA4NA
FRACIK SR A PRz 1575

1. BIERHEINDEME
L

12. Z DOty
HMER L
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V. BEICEET BIEH

1. BEEX IR
XE (7LRIPEY « TRUNRZFUVEREGHE]) 1. 7LAPEYROT PILANZZF VI
LB ERBENMEYTHIUTOEEICERT 5,

SMEEXIIHEMVES., HALATA—)LVMEXIIREYHSIL X TFA—LVIMEEHREL T
W3 EE

BRE TLAVEYVET MANRZREZF Y OMEE - SHRIIUTOEEY TH 5B,
(FLO>EY)

O M/EfiE

OFfE

(T RILIRZRRZF V)
O aL XFAa— /LM
OFXEMESIL X T A —I)LIE

2. BhEEXIIBhRICEEEY 558

5. WMEEX I RICEIET 2FR

54 JFHIL LT, 72ul v RUOT FAARNZRRZRF Vv EHFH, D20 iTnwEhr—H %
HLTwaEaic, AfloffA2MET2 2L, ks, MAMETOVTA»r—%
AL T2 BFICARIZ T 25613, BEORELZ HICEELE LT, 5§
Ao X 0 b RF oG 58] CHh 2 »EEICH T2 2 L,

52 7 A0 Y VIR IBEIRTD 5 720, AFZBARBEL BT 2 RLEPE
ICIERNR B HAREC Z 72w,

53 BEHOHIIC T amELEmML, 2L X7Fu—IE. FEEEI L 272 —ul
JETH 25 & 2ERL - ECAKIOERAZEE TS C &,

5.4 KM a L A7 v —VIHES EHEAEKICOWTIILDL-7 7 = L — v REDJEREY)
FEOHIBI L LT, &5 0IdZ b DIREREr EMARE L& ICARI O %2 EE 5
52k,
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3. AERUVHE
(1) AERUVAEDRED
KEl (Trmyey « T hANZZFVRAEHD X0 1 H 1 EREOKSS T2, s, UT
DT LYy T FARNREFyORE - HEICE SR, BFBICHEZRO L,
- 7LaYEY
(BIMELE)
WHL, A7 vy LT 25~5mg % 1 H 1 BEO#%KEG$ %, &k, fERIiC
J& B EIERT 2 3 hEA 0 R GAICE 1T H 1[0 10mg £ CHET S22 ERTE %,
(BRADVEE)
HE, KACE 7Yy LCsmg% 1 H1EROKS T %, &b, RIS CHE
HIGH T 5,
T hWRREZF v
(&3 L X5 Aa—/LMjE)
WH, AT ANz ZF v e LT lomg % 1 H 1 REOKREG S 3,
¥, . BRI X VEEER T 22, EEOHAIX 1 H 20mg ¥ THETE %,
(RIEMS I L X7 0 —IJLILSE)
WHL. AT bAoA~z zF v e LTlomg % 1 H 1 HEO&KS T2,
. . BRI X VEEERT 22, EEOHAIX 1 H 40mg  THETE %,
(2) BERUVAEDHRERE - R
FRUER L

4, BERVOHBEICEEY 558
7. BERUVAZICEEYT 3R

KH| (TLamyey - T EAANRRXT VEAEH]) 1RO 4 WA D 5,

1% 7248 YYY25mg/ 7 P NRAXTF YV Smg

2% 7 LBYEY25mg/ T FANRET Y 10mg

3F 7 LuYEY Smg/ T PAANRXTF VY Smg

4% 7 LBV 5Smg/ T FANZRZF Y 10mg
ERRAHEUNOMEZHKES T 2561, o7 Lv v v VBT b roSz X
FVEFIERVL L RTE IR, ZNENOS ORI - HEO#IN TG 35 Z
Eo
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5. BRARERIE
(1) BRT =gy 5=
HUER L
(2) BERPRIEIEHER
HUER L
(3) AERSERHAR
EUER L
(4) RIEAIEAER
1) BhHEREEER
FUER L
2) REeMRER
M ER L
(5) BE - HmRERIHR
FRUBER L
(6) AERER
1) FERARERE (—RERARERE. FEFERARERET. FARELERT). BERT
BR—2AE, WERTERBERAROANR
HUBER L
2) AREHFL L TEEFEOABRXITER L -RBE - RBROBME
FALen
(7) Zoft
(BIMELE)
E R I8 ER
TLuYeye LTsmg % 1 H 1R 8HEMKG#ZIC, IGHEIAIMESS 140mmHg LA %783
BE30501% 2 BEICH T, TAauP ey e LT 10mg Xid Smg % 1 H 1[0 8 B[ 5 L
72 & 2 OIGHERIAIMIED R — 2 7 4 v 56 OZALEOFIfEIZ, 10mg # T 13.7mmHg DK
T, Smg #£C 7.0mmHg DX T CTH O, WHEHEICHEIVICHEREDS AL N7,
FEAR A AR %2 SO EIEH O FIHRIZ, Smg BETIX 3.9% (6/154 #) ic. 10mg FETIZ
9.9% (15/151 i) KRR L7z, mHE (10mg) 5 RHICTHIEA WS CRE®D b 1,
10mg BET33%TH o729,
Toic, ikl e LCEL 2RI GHEB Ty onyvr v e LT 10mg % 1 H 1 8@
HL TSRS LB IEHITE D R =2 7 4 v 5 6 0 Z{L 'O fEIX, 15.6mmHg
DK FZERLA 19, [11.2 ZE]
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VI, ExhEEI(CEET 5IEE
1, B ICEES DL AM T BB

AN LFENE =72y, ALV VIERE, =Y vIERRE Y
HMG-CoA ZEITHLZHEH : 77 NREZF Vv F P)V T L, EARNZAXF VAN T L, TIL
NRRARF VAN T L &

2. FIBEA

(1) YERERL - 1EFRKER

1) 7 vV IO BRI Ao 7 L F % v 2 IR RIS A L MR
~D CaDFAZRA &5 2 Lic kv, BIMELKMME O FHfhziiE s 22, #
Ny LEETUERORBUIERCTH D | FithITd 5, F 7. OWEIER XSS <. I
EIRWERED bNT VB 1D 1D,

2)7 PAARNZEZF VRN O3 L AT v —vEx T 2 EEKER T H 2 Ko HMG-
CoA BILEER # IR 2 OBATNICHE L, 7 b2 2 F v L RABREOIEEEEHT 2
R e L bic, o aLv 27 e —AGRENHT 2, ZOE, T hrzxFv
IO LDL ZAKEAMMNE &, 2220 ) FEADWEIFIT 2 2 &ic X v g
BEEETEIR2, T/, TEANRZF Vv IMPREHEZREL T, HaLATH—
JVIIE 1 5 BIIRREAL o FIE & Ml 5 2 19,

(2) FEhxEfT 2 HBRAE

EUER L

(3) TEFRIRMFR - ks

HUER L
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VII,

1.

i}

C

EYEREICEE T AIEE

M EEDHR

(1) BELEWALFRE
HRUER L

(2) BRERRBR TR IN-OFRE
EYF I EE R

@7 vy MELGHE 2 [TCK]

EYPERRIZE R A K o4 v GEEERI 02295 10 5

201242 H29 H)

TNy FtGHE2%E [TCK] A7 a2z y MidGiE2FEZ, Z7r 24— "=k kb
ZNEN 1§ (TL2arPey e LT 25mg KT PAANREF v E LT 10mg) A
B ERERFO#S L R 2 HE L, 535 W73y @Eie <7 2 —% (AUC,
Cmax) IZDOWCTHEH#ITZ 1T o720 ZDFER, 724 u Y ¥ VICEWTIE, AUC KU Cmax
1D TRHELE D I ED 7 D 90%FFAX A3 log (0.80) ~log (1.25) DHIFHANTH - 7z,

720 T P AANZRZF ITENGT, AUC I TIENEUE D A1l D 7 D 90%(= 1 [X [ A3
log (0.80) ~log (1.25) D&IFANTH v . Cmax IC D V> T 1N EE D FEME D 7 23 log (0.90)

~log (1.11) DHPFANT, 2 DEHZEEHIBLIL T2 Z & h b, Mo EYEr RS

PR X 7 19,
(7L EY)

HIENNT A =2 BENT X=X
AUCo-72nr Cmax Tmax T
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenzy MighE
58.47+14.76 1.6230+0.3935 7.8+1.7 41.39+10.15
2% [TCK/
HTFazy b
. 61.60+16.12 1.6815+0.4156 7.8+41.2 41.10+8.35
abE 2 &
(Mean®=S.D., n=24)
(ng/mL)
2.5
2 T
% ﬂi T - 7Ty MilASE2E [TCK]
Y i 1 -0~ NF2TyNREH2E
7 1.57 Mean+S.D., n=24
A Y
a T
V : T
SRRy !
v 1 =
b} i T
3 Seoo T
0.59 | ==
0 T T T T T 1
6 12 24 36 48 72
B (hr)
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(T RILNRZZFV)

HENT A= SENT A =R
AUCo-36hr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenzy MidhE
37.70+13.53 5.6267+2.8216 1.000£1.118 9.79+1.55
2 7% [TCK]
HTFrazy bid
R 37.27+11.38 4.8213+1.9969 1.375+1.238 10.05+1.84
AE2

(Mean£S.D., n=24)

6 - 7L Iy EHE2% [TCK]
-o- hTF 2Ty ATE2HE
Mean#S.D., n=24

MR INSE BB

36
F#fd (hr)

@7 vy MiLAHE3 & [TCK]
AP ERRIEERER A F 4 v CGERHEEF 02295 105 201242 A 29 H)
Ty PilAHE3H [TCK] ¢AhT7 a2y PG IEL, 78R4 —"—3KICk D
ENZEN1EHE (TLrI Yy e LT Smg KT FAANZRZF v e LT Smg) HBERART
IS EEERL BRSO 5 L CIAE IR 2 HIE L 15 5 W= Sy Ehie < Z X — % (AUC. Cmax)
12D T 90% S FE X FEEIC CHERHIANT % 17 - 72 K5 5. log (0.80) ~log (1.25) DHiFAHN T
H Y. WEI DAY RIS X Lz 19,

(7LOYEY)

HENRXT A =& BENT A =X
AUCo-72nr Cmax Tmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenrzy MighE
120.2433.0 3.3240+0.7886 7.4+1.4 43.41+10.84
3% [TCK/
AT 2Ty MEE
. 117.7+£30.7 3.2508+0.7379 7.4+1.6 40.3349.26
e 3 &

(Mean*S.D., n=24)
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(ng/mL)
4,51
4.
i 357 - 7YILIyMEa$E3% [TCK]
G -o- A7 TyNREHIE
Z 2.5 iiﬂi 3 Mean=S.D., n=24
g il
P4 24
= R
¥ . :
% 15 . i ]
ook * DT
0.51 .
O T T T T T 1
6 12 24 36 48 72
¢ (hr)
(7 RILARREZF V)
HIENNT A =2 SENRT A =L
AUCo-36hr Cmax Tmax Tip
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenrzy MidhE
16.37+4.91 1.931840.5573 1.333+£1.539 9.83+2.61
3% [TCK/
HTFazy b
. 16.27+£5.62 2.0398+0.9570 0.740+0.365 9.72+2 .81
HbE 3 &
(Mean®=S.D., n=24)
(ng/mL)
3.
2.5 .
- 77LIyMELE$E3% [TCK]
5 -o- AF2TyMILAHEIE

WEE VRN TN EESE

Mean=S.D.,

n=24
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@7 vy MiLGHE 47 [TCK]
AEVERIRIGEERER AT A F I 4 v GEREEEFR 02295 105 201242 H29 H)
TNy btGHE 4% [TCK] AT a2z y MidGiE4FEZ, 7 r 24— "—kic kb
ZNEN18E (TP e LT Smg ROT FPAANRXF v e LT 10mg) AR
TICHERER RS L CmEPREZHE L, &5 72 EYHiE-xJ 1 —% (AUC,
Cmax) X2V CHEHEIT 21T 072, Z DR, 7L Y vV ICBWTIE, AUC KU Cmax
1D W TRHEUE O FHAE D 7 D 90% IS HEIX [ 23 log (0.80) ~log (1.25) DHEIFHNTH - 7z,
72, 7T P AANZRZF ITE T, AUC 18D TIENEUE D A1l D 7 D 90%(= 1 [X i A3
log (0.80) ~log (1.25) D&IFANTH v . Cmax IC D V> T IZHEE D FHMED 7 2 log (0.90)
~log (1.11) DHPANT, 2 DFEHZEFBELL T2 2 &6 WD RV £ R
DHER X N7z 10,

(7LAYEY)

HIENT X — 2 SENT A= X&
AUCo-72nr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenrzy MidhE
108.0+37.1 3.1404+1.0101 6.7+1.4 40.70+8.59
4% [TCK/J
AT 2Ty Mg
. 109.9+33.2 3.1582+0.9611 7.0£1.0 40.95+10.93
i 4 %
(Mean*S.D., n=23)
(ng/mL)
4.51
4.

i 357 T - 7VLIyMEASEA%E [TCK]

Y 3 -o- A7 2Ty MEAAE

Z 251 o Mean=S.D., n=23

IS8

v

v

v

#

=3

72
iz f (hr)
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VAV ZAVE &%

HIENNT A =2 SENRT A =R
AUCo-36hr Cmax Tmax Tin
(ng * hr/mL) (ng/mL) (hr) (hr)
Tenzy MidhE
29.34+12.09 4.1257+1.5689 1.076£0.610 8.67+1.39
4 7% [TCK]
HTFrazy bid
R 31.83+14.87 4.6222+2.8007 1.337+1.326 8.72+1.54
A 47

(Mean£tS.D., n=23)

(ng/mL)
7.
o
1l |
5 5_.’F - 7VILIyMNiiESEAE [ TCK]
i i o~ AT TYNREHAE
)'I: 44 i; Mean+£S.D., n=23
N '
A
%
%
M
b
B
i
O' T T T 1
6 12 24 36
R (hr)

AR R ONIC AUC, Cmax FFED 8T X — 2 1%, #ibRE OFEIR, AR 0 BRAURIEL - FefE
DRSS I L > TR BAREEDR D 5,
(3) &
Bk L
4) BE - HRAEOXE
(VI 7. t#HE/EH] oEESHT 5L,

. EYREFRIY/NNT A — X
(1) BirAE
M ER R L
(2) RUGEREE E
M ERR L
(3) HEAEETEH
M ER R L
@) 7V75v%
M ERR L
(5) HHEE
M ER R L
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(6) s
M ER L

3. BEMH (KralL—33v) @
(1) 7%
AU ER R L
(2) "5 XA —REBHER
AU ER R L

4. BRIX
AU ER R L

5 o
(1) Mk - P EEY
MR L
(2) Mk - BRIERPT @B
MR L
(3) At~0BITIE
MR L
(4) BER~DBITIE
MR L
(5) % DiDEM~DBITIE
MR L
(6) MPFEABAE
MR L

6. X
(1) BB MR SRR
ERUER L
(2) R#ICBEET28E (CYPE) onFE, FE5X
T EANZZFE, Ee LRGSR CYP3A4 IC X W@ E N5, £72. P-HE
EAYE (P-gp). FUEMTEEH (BCRP), AT =4~ b 7 v 2K — % — (OATP) 1B1,/1B3
DHETHZ, TLrryvyofF#HicizE e L CEYEESR CYP3A4 G LT3 &
EibhTw3,
(3) MEEEMROEERVZDEE
FRUER L
(4) REYOFEOEEROEEL, FELLE
FRUER L
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7. HEt
AU ER R L

8. FIVvRR—K—ICETZER
[VIL 6. (2) fRiHicBE5 3 3% (CYPE) o1, 5% olEH2SB+T3 L,

9. BIFEICL BRER
HeliEEhh s L

10. HEDERZETHEE

FriperEE 2 &

1) 7LAYEYEMEESTORE
JFEEZE 8% (Child 9748 AB) 5HlicT v P vy 2.5mg # Haf% G L 72455, BB IC
L., 85 72 Ko M RESHEIC EF L, Tins AUCL-1CCHEELZ R L2 EE
ZEAAED LN o717, [932 BH]

2) 7 hUNRZRRTFVEMEETORE
R A S OSFFREZE R 8 3D 1c 7 b AN 2 X F 10mg % 1 H 1 18] 14 HRE S E#R S5 L
7= & & HFREZS BE C IR 1T B~ T Child-Pugh A B85 X UF Child-Pugh B B3 I B\
Ty Coax TEEZNZN S5 KU 144 5, AUCoan TIZZNZ N 4.4 5K 9.8 5084,
Twax TEWTND 12 DEHMEDED HNZH Tip FIFEAEE LD o72, T2, MLk
BEICN T 2 EAICIEZZER e 272 1 BHEAT— %), [2.2,93.1,93.3 ]

A

1) 7LAY Y EMESTORE
I B 6 B CEYILERE 79.7 %) ICT7 v P ¥y Smg Z#n, kU8 HEKER
5 U 74550, HEMEEE CF22.3 %) 12 L. Cua AUCoasn (3 EICEEZ R L 7228,
TR CHEEEIIRD ONER2 7219, [98 ]

2) 7 hNRZRRFVEMEETORE
fR RS (66~73 %) 6 Bl NHEEE (20~227%) 6 Hlic, T FANZRXF v 10mg %
ZEHEIRFIC BB G L 72 A5 SR, SR 13 R 1T R T Conax X TN AUC . 134 2 5138 L
7223, Toax KO Tip ICEIZED bind o722, [9.8 7]

11. Z Dty
Y ER R L
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VIII, 221 (EFREDIES) (CEEd 51EH

1. EERNRE ZDERH
HEINTWHR N

2. ZERNR L ZDEH

2. 22 (ROBHEICIFBRELAWI L)
21 AHlOEHXIEy e Fu e ) &y REAYNIT LEHUE D BHEEO 5 2 B
22 HRHEEMET L T2 EZONILUTDO L) REH

AMERFAR. B R o B EE, 2, . %8 [9.3.1,16.6.1 S
2.3 ISR L C v B AR 0 B B Lt R ORI [9.5.,9.6 SR ]
24 L ATLEL - ¥ LV R ZREARES T EE [10.1 BH]

3. MEEXIIMRICEET BFE & £ DEH
BRICBT 2 A 22T 2 L,

4. MERUVHEICEEY 2 F8 L £ OEH
BRRICBT 2 HE] 22T 2L,

5, BERELERNIR L ZDER

8. ERELEANER

HHrZEICHETS L, [11. ZH]
H B 0 EE G R A £ 5 B 2 R E T A BiciiiEEm s e 52 Lk,
T, AFIEG R IER IO EER 2@ AT 2 & i3, AR IG5 HREC

R EBHEORELHHE L 2P oHEIKEG TS5 L,

8.5 G IEE % EIHMICHRE L, BB 2 KGR0 bk \»i
S%xhikdsz e,
86 T M ANZXF VIEHGILXVEIENREDODHRELEDHLDONDEZ EHRH L DT,

LR EIN CEAIC 1 [I%) ICiMREmRAE 2175 2 &, [11.1.7 2]

81 AANI. 7L Y 25mgH B0 E5mg & T FANZAXFV 5mg H 5\ 10mg &
DEAFITH Y, TLrul vy T bANZEF Vv RITOREIERAHRIT 2 320

82 72u v volEEERAICESS DT VWERLLDLNE I LD EDT, EHEE.

8.3 7 4w P VRIS R G IR b RIR R FETERIR SR D o b D

84 HoLL®EIL AT u— VIMEREDOIARTH 2 BEEE LTV, HIGHBIEESL
BT, BUEZEDEMEIERED Y R 7 7 7 X — @%ﬁ£%+\%f?6 o

EH- . BEEEDREIRYE D b b -G icidA Kz ik L, ERZEICEKT 2 L5 8
FicigE L3z, BRI EGHEYITEER LY 128 cofflic 1 BE, #
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8.7 T b NAXTF v HEIC X0 MEERIERAE, PLMERIBAME, I/ IMRBAED B & b 2
TEDBHLZDOT, EMNHRELZIT) R &P AaBliE%2iro> 2k, [11.1.9 SH]
8.8 7 b ANRXF VG XY EILE, HIREAHObNE LD LZDT, iE, M
R, EBRREOERORBICER T2 L b, THNICREZITY 2+ 7%k

BEE{T> 2k, [11.1.11 3]

6. BENERZHTIEZEICHTIER
(1) AGHE - IEEZDH 2 B8E

9.1 AHHE - BIEES 0 H 2 EH
9.1.1 BEICHMEDNEVEE
TruvvrrvEHicky, SHRMEMETT2EZNLH 5,
9.1.2 HERFEDEHE
T IANZRZFUEGICLY, FERFEZE(NI 228D 5,
0.1.3 EREBRBEAH OONPT VWEDRENHIUTOEE
- RS RE R TE 0 B3
CEEMOFEER (YA ta 74 —%) XN3ZoKEEDOH 5 EBH
- BHIEDHIEEDBHEED b 5 B
- T7Tra—LdhED R
[10.2,11.1.5 ]
914 BEEMHENEXIZZOHEEEOH 2 EH
T MRS ARF G XY EEGHEOE (R, 258 2B I3HERT
52 lHHB, [11.1.13 ]

(2) BHEEREERE

9.2 BHREEEEE

921 BEELBHREEEO0HIEE
TLuY eI XBFEICECERESKT T2 L5 5,

922 BEEXIIZOBEFEEOH 5EE
T R ANZRRF G X B R RMEIE DR EHI 0% B EEREEREE AT
ZEETH Y, T 7o, EERUHBMRLE I > T AR BREE0 B2y b hTn
%, [11.1.5 Sig]

923 BHEREEREDHDEE
KElE 7 4 77— REAEHHT 25510 BREELDEB RV LTS L
BB DORMRTEE, T IARNREFVET 4 75— ZEF 2T 3
&L AR ERRREEAL 2 O BIRUTRIAIE S B D b e T v, LU R RTINS
LGECiE, EIC BB AE S L L. BEAER (B, B o%
B, CK E&. M RORp I Aoy ERECIIMEZ L7 5= v ERZ%o
BHEEO B L zR o 58 Eb kG2 R332 &, [102,11.1.5 2]

54



(3) FrikpeRERE

9.3 FFlREREERE

9.31 FRBENMETLTWARLEEZONBZLUTOL S BEE
SRR, BEFAOSUBE, FEE. FE. &E
BH LA &, 7T EANRET v OISERRED ER U, BIfERH O FESEE 2
BT 2820055, £7-. 7T FANZZ2F Vi3 EICHIKIC B CER LIAH
Thaoc, WEEZ2ELS S22 H 5, (22,1661 ZH]

9.3.2 fftRElEERE
BEEICITEEICRS T 22, ToanYEvEAE (10mg) KB CEWER®
FIREN T E DRSS D 5. AFNFEICHF CRET SN2 720, AP EE R
DRE R K I R - AT AR T THIRE (AUC) KT 22 e 03H %, [166.1 5
i

9.3.3 FFEEXIIZOEEREDH HEE (931 ICHEUT2EEZIRL)
T IANZRZFEFICHECECTER LR SN2 o C, FEHE2 BT ¢
2EBZNDDH D, [16.6.1 B

(4) &IEREAF T D H
FEINTWARWN
(5) 11im

9.5 1%
IR IR L T 3 AMREME D & 2 Kt i3k G L vz &, T oau P v v oY)
FERIC BT EIRRIIC S 3 2 LATIRIAR R O I NIE R 3 5 & & 23R
LT3 2, T PAANZRXF Y OEPERICE T, HAERBOREAD K O,
FHICHT 2 HENRD L, BIBICHEFEREKT L REWHLARD 5N T» 5,
¥ 7z, 7 v Mo HMG-CoA &Il RHEA % KRS L 256 R R o gk dr
oG ENnCTws, HIiZ, & b Tl fttd HMG-CoA IR AEA <. MK 3
AHECOMICIRALZE &, IRBICERETFELRS bbbzt OWMELH 5,
[2.3 &H#]

~~

6) XILIE

9.6 B
WhH LA, TrauYEvide MRIFUPICBTT 2 2 L3I T3 2,
T EASZ 2T OBMER (T 1) KB nT, Lt 5 C L oG &
nTwz, [23 2E]

(7) NRE

9.7 NEZ
NREEZNR & U BRI L T,
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(8) =&

9.8 EHIE
— I AEFEEEAE T L THB Y, 740 P Y T P AR 2 F v DI HEREE 5
Windszernds o,
TouYeyiHEHE QSmgH) o5 %A 2 CEEOREEZBIRL
BOERERICKEGT 2L, —RIGBEORERIFE LI AVnE INTWD,
BIVER R L 2581352 ik 324 L, BYIRNEZTTY 2 &, EilE T
I, T P AANRRZF ARG X ) BBUTRIEIED H b b T vl OWERH 5,
[11.1.5,16.6.2 Zl#]

. 1BEEA

10. HE1ERA
T EANZ2F v, Fe LT OIS CYP3A4 IC XV @fidhs, £/,
P-HEEME (P-gp). FUEMMEEE (BCRP), HHT =4 v + 7 v 2K —%— (OATP)
1B1,/1B3 HETH 3, 7LrudvyofR#EiicizI e L CEYRHIESE CYP3A4 28
BIG LT3 eE2ZLNTND

(1) BRARRE ZDEH

101. HEERET BHRELAEWVWZ L)

HF 4 5 BRAIEIR - H5 BT W - falRRT
FLATLERL-E | FSLATLEAL - ¥ L Y | HFE: LA T L EAD OATPIBI
TLVERAE N Z AL (400mg + 120mg) | /1B3 KU BCRP [HE, v 7L v

(=7 4L ) | EOPHICE Y, 7 hAs | ZZE LD OATPIB1 XU BCRP
[2.4 8] AXF v D AUC A 828 | HEICEOKIFHIC L 2b 0

. Coax 5220 f5ICEHL | 26N T3
7L DWEDD B, KH D
MR ES L. BIfEH
DRFELL I ndBZ
nnd s,
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(2) tAREE L ZDEH

(7 LAYEY)

102 HHAEE (HFRBICEET S L)

S 4 55 HRARAEIR - $HIE TR bR - fEkRA T
MEFEHZAT S | BEFAPEBRINS S | HACEHZE®RT 2520055
il 0D 5, %,

CYP3A4 [HEHA
Ty Ru<qfv
v
NFT L
JyrFen
—r=rL Ay
U bFEN
ArY7a3Fry—

Par
IVEE

TR A VY ROY
NFTELEDHICX
D, TLuIE YOl
EREFL 72L&
B 5,

7 aurvey ofREsEarICiH
EINDOEEEREZ LN D,

CYP3A4 FHEHA|
A S SN

ey
~3

T rudvryolildtiEE
PETTE2BFN0H 5,

TorurvrryofEsigEInsg
AREMERE Z b N B,

L —=7T7—="

T rudvryolEEER

L =TT N—=VICEETN DB

DIMFEEL EH L, B
EEDL 70 ) LRADH|
FRBHE T 25200
H5, PFHEFICIEZ 78 Y
LADIMHPIRE % € = X
— L., RECIGL T
VLAADORHEBEZHEST 2
&,

Va—RA DB INDEIBZNED | BT P ryofGHE2HEL,
%, 7 au Py olbiEEs EA T

AR E 2 b D,
27w Y LR HHAICX Y2 7v ) AR | Taryeverral) LA,

F & LTCYP3A4 I X hfR#fxh
2720, ffHICE Y 2 7m ) LR
DRHHEE & B A[REMEDSE £
bihd,
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(T RILNRZREZF V)

S 4%

HRARAEIR - $HIE TR

W - el T

74 77— FRHE
#l
74T T =
e
[9.1.3,9.2.3 ,11.1.5
]

= a5 v R
=%k btuE—
Jarax
=5

[11.1.5 8]

AR, iR, CK B
Mk CRp I A7 e
v ERBRBLE L, 2k
BB RE SEAL & £ S BB
AEIE 25 5 b b P §
LDWEDD B,

Wit 74 77— R¥EH L
HMG-CoA =TGR HZEA & D E
TERFEFYEOMHMERA 2R X 11
Tw3,

PRI BHEEE ICBE T 2 IR
BIEICHRE D b 5 BE

Wy =25 viEEA L HMG-
CoA =TTl R A FE A & o BIfE S
FYEOHMER 2 RE I T
%,

yen S s i e

NIl
S rmaRAFRY v
%

[11.1.5 8]

1) M. B, CK k
T S QON e SN =
vy ERZREE L. 28
75 B R RE AL & 1 5 B
FElfRIED b b e
W EDIRERD B,

2) Y7 RAEY P
Fick b, 7 bz zxs
¥ D AUCqan 28 8.7 fiF1C 1
FLizLomELRD 5,

B 1) v 7 uxKY v HMG-
CoA =TTl R HFE A & o @IS
FEOMHMEM. 2) > 27 v 2K
VT X 5 HMG-CoA &yt & E
Al AR - R RN 3 2 35
AIREFICHES CHAEM. 3) 7
ORXRY VICKBET FAARNRE T
v ORF~DELY AARBHE ICHD <
MAEHADPRB I TV,
fabR 7« B pRe R

TV = RITER

SEZ
£

ArZ7ary—
JVEE
Ty zxa~wAf v
[11.1.5 ZIE]

AR, iR, CK B
Mk R I A7 e
v ERERRBLE L, 2k
BB RE SEAL & £ S BB
AEE 25 5 b b P §
LDWEDLD B,

W 7 -V RPIERFE LT
Yyzu<Af D CYP3A ICXF
2HEFEFH»AEZEZ N TV 5,
fERA T - B RREREE

7o) z2u<fv
v

7 FANZRZF VDI
hEYIBREOFE R B
(Ciax : +55.9%. AUC-Tlast *
+81.8%) B3 H 57z,

E: 279 )2a~42v0
CYP3A4 134 2 HEER R # 2
LNTW3,

HIV a5 7—%
RH A
=Rl < PN B

F L

geFen-e ) hFed
DHEFHICE Y 7 bR
£ F v D AUC 7 5.88 fiFIc
LRI OWMEDD B,

MR oo oA I B
CYP3A4 DIHENRZ 2 b T
5,
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S 4 55

HRARAEIR - $HIE TR

W - el T

== hrLAENL-
JrFENL

AL T Pz 4
F v oI E 2 A
L2BENDBDH B, T FaAN
22 F v OEIVEH 258
L3 hdBxnsrd
5729, TR RBIEZITY
BHRLEEICEKEG L, L&
G U CHE P KRIEE D
WY EELZHT 22 L

BIE 7 Az x5 v ofRE%
HMANICHET =D EEZLN
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DRED DB 5
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11.1.11 S0k (0.1%K0) . ERE GEHEA)

(8.8 Z:Hi]

11.1.12 FEMR% GHEAR)

RIAG ©h o Td ., FE L, PERREE, Foil X SREFEED b 56
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11.1.13 EEMHBEAE FEARH)

HIEHEE (IR, 258) 2BEX BT 22355, [9.1.4 ]
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Jee SRR MR
AR

a) AHIENERREERC B\ TG X - EIE
b) ToauI e vEEIH LI (RY) T sz xF RIS S 2RIEH
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