2022 4% 2 HEaT (55 16 il H AR HE RS it 0 JH & 5873999

A 22— T F— A
HARBESEA 2 O TF FoEEAH 2013 (AL L CER

o % H ol |

220ARY 1721,10mg/ TC
220ARYI 17t125mgl TC)
220ARY 17t1,50mg TC/

GCICLOSPORIN
SHORRY AT

#l T | #kh 7 eHl

f#loF oo O X | BIEE, MFEERS FEEEMEOLFEICLVERATSZL)
H TN 10ng 1 1 BT EAFERIEFG 7 0 AR > 10mg &4

W & B | e 28ng: 1 AT EAFAAER S 7 0 AR L 25ng EH
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I. BEICE9 5IEB

1.

FFEDRER

2 ARY L1970 4, BEEE T richodema polysporum DEEEEIR LV IEGT-, 1114

DT ) BEINDIRDR Y RXTF R ThH D, BHHUEWE & U THRET SR, RICHE

HilF e LR b, P

P aARY AT A0ng [1C), ¥ v AR 7L 2mg [1C], v 7 v AKRY >

A7 50mg [TC) I3AFIEIE & U CIEIEFEE 481 5 CEAL 1144 H 8 A) [ZHSE,

JURE R OSBRI R A 3, IERER, RSB 21T GEHIFE 2 FEhE L, 25mg

TR, 5omg B TR MIIRGEALE [T~ KT 7L 25mg), 7~ KF %7 &L 50mg)

& LT 2005 4F 3 AICHEFRAMT, 200547 Al EfiLiz, F£7-. 10mg I 7 E/LWiHiRGE4

[ 7<= RKZ07%/N 10mg] &£ LT 200642 AIZAGRES T, 2006457 A kLl

2006 4 10 A2 TFARRMEL (EE) . REFHREE] OBNBINEITo7, (7 r AR

Uy H 7N 28ng [1C), 7 aARY 7%/l 50mg [1C))

F72, 2007 2 AT Tx7 v —Bifehf GEEHRENG HWVIEAT v A Rt E R~

BE) | OWSEMEIT 57,

RIZ, 2009F8 B IS TR ESEf e (MBI ORIV T, AT rA RRID#

ENEA+SY, ITRWERIZ L 0 WR55) | OmIsBINETT 72,

201IAR10 LTl LLehi, Biiehe, IBERICI01T D HERERIS O] OBERBINAAT -7,

20132 R12iE VNI I8 D HEMEEOG OB OBERSBINEAT > 72,

20133 AICIE 17 b B —PER G (BRI T e RS H 2 B3 | s En

BT 572,

201347 ALZIE TIREGe: 5 &9 R (B FIBR CORA 3 Ch 0 . HANKToRZERD

& DILENED PRI U EBOFEEYES £ D BERIZIRD) | OB ETT 572,

2014412 A I RS LR OB B RGE4 & 127 v AR Y 71 71 /110mg [TC) |,
[ r7a AR A 7wn285mg [TCy), [ a AR 720 50mg [TC)) \[ZEF LT,

2017 CIIFEEAED THARRMEE ) OBRBINEAT o7,

202252 1213 THISEASREL A 5 S0 SOSOHNH DmIEINZ1T 72,

2.

SR DR - R
FHIEE

HASE, WUV TN T DX )b 7e < ZE LT-RBIREAS B s & 9 3kat Shi-ikon
TENAITH D,
U o SERICRE LRI TS AR L. SR 2o b e %o, 2
WIHE - ZhRIE
RN, TR, OB, RSAE. WEREHE. /NIBRREIC IS DAEREEOS ORI
ERERE 3517 2 HEAGRE B OV kb1 83 O il
N—F =y M EROBHD5E) . KO OMOIEGES L 5 IR BEARR
THRRTDTH Y, MK T OBEND B 2 FEEME D RIS % O HRYe:
SEIERITIRD)
FHVEHE (BB EH D 30%LL LIk .S 0H D WIEREMEOSE) . It
fiit, FOREVEALEOE, PAEEMERRE
FAERRMEAN, AREEERE;
X7 u—VREGRE ERIFRR S 5 \VNIAT A RICEPEZ R~ 55)
SERIEER A E (BB % ORI\ T, AT A REIOR G A+
4y, SUFRWERIC X 0 IR 354)
7 bR AR T8 RMG S i)
HARRSAEILZ A © Fod SO D Hi)
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BKUA VAL, SRR, Aty N E RS, iR, Vs R
FRRE, FEMEY LR, U SIS R, 2 U — B ST
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0. &¥#ICETHIER

1. BR5E4 1) 4%
v aARY TN 10mg [TC)
v ARY BTN 25mg [TC)
v aARY v h 7N 50mg [TC)
2) #*4
CICLOSPORIN CAPSULES 10mg [TC]
CICLOSPORIN CAPSULES 25mg [TC]
CICLOSPORIN CAPSULES 50mg [TC]
3) &MOHE%
WA TR 17 429 A 22 ASRAFRAF 0922001 5] 1IZHS&Mma L,
2. —H& 1) & @EE

vruARY Y (JAN)
2) #& (@

Ciclosporin (J AN, INN)
3 RTL

B

3. HWEARILRHER

Ala-D —Ala-MeLeu—MeLeu—MeVaI—Il\T Abu-MeGly-MeLeu-Val-MeLeu

CH, O

Abu=(2 S)-2-7 3 / EiER
MeGly=N-AF N7
MeLeu=N-AFumaA v
MeVal=N-AF /LY

4 HNFHARUAFE

C62H111N11012 1 1202. 61

5. {L%& (@&ik)

cyelo{-[(2 S, 3R, 4R, 6 E)-3-Hydroxy-4-methyl-2-methylaminooct—6—
enoyl]-L—2-aminobutanoyl- N-methylglycyl- N-methyl-L-leucyl-L-
valyl-N-methyl-L-leucyl-L-alanyl-D-alanyl—- N-methyl-L-leucyl—
N-methyl-L-leucyl- N-methyl-L-valyl-}

6. 1ER&, B4 BS,

SRS

AR A 7 AR VA

1. CAS ZHiZ&ES

59865-13-3




M. H¥ES<EYT HEE

1. RS 1 548 - IK

HEDHRTHD,

2) R
TRl AASER S AR
TER=RYL TR TERIT 9
AR )= R THIToT W
xX /) —\ (95) FdD TEIT R0
JrF LT —T ) RS WA
K F& A EET R0

3) Bt
REAERIR L

4) ®MR (OB, Ba EER

AR A 143°C (B R —flliRiss - lusilETs)
5 BAEEMMEN
& L
6) SBCIREK
BCHER R L
D Z0fDELREE
WY (o] 3 - —185~1937 (WMMNCHGE LT=H 0 0. 1g, A%/ —/L, 20mL, 100mm)”

2. BAUMMADEEEY | AT L
TITB T HREN

3. AMEOOMETSHERE | AASES V7 n 2R v HaEEBRIAC L D
SN AR S VELEDRAC T U T LEEAIE)

4. BRI DEEE AASES (v 7aAR) v EEECLD
(HPLC)




V. HEIZFHI 5I1ER

1.

Filfz

FIROXF, SRR UMK
@/ uxRY TR 10mg [TC)
HE~RE A EBDOSRO B D8 7 VA TRERICB VR &
Do
N B W | EO~BEEOEROMROE TR DV BRARICBORH D,
O F£ K 8mm 4% 49 5m

I : 147, bmg

@ /AR H TN 25mg [TC)
HE~RE A BONROH D80 T VA CTRERICB VR &
2

(S~ IR T DR O

O L

@/ uARY AT &/ 50mg [TC]
HE~REAAONR DD 50 7 AFITREZRICBWA ®
ol

A~ EAEP ORI TR SV BRRICBV A H D,

a " C) FAR 49 18m R : £96. 5mm
A
| HiE : 568mg

HEIDYE
AR
ARERIE A ARSI — MR, AERBREIC L VR T 5 & & ZUCHEAT D,
B B
AT AR — AR, B RRAARBIEIC L VR D L& ZUCEE T2,
BAlO—F
v uaARY U H TR 10mg [TC) : TC32 (P TP — b hicii#)
Yy u AR AT 28mg [TC) : TC33 (P TP — b EIZEEH)
Py aRRY AT 50mg [TC) : TC34 (P TP — b LIZEH)
pH, RBEEL, #E, LE EROSERUREY HiEZE
RMER R L

TSR B R BORH S,
9 10mm AR < K 6. 8mm
£ 301. 4mg

5

B BX

2.

BFIDFERL

ARG CEERS) OEE

Y u AR U H T 10mg [TC) 1 1 B 7 EAFARERST S 7 0 AR - 10mg
P aARY AT 2Bng [1C] 1 1 BT RAHFHARER S 7 o 2R Y - 25mg
v raARY TN B0mg [TC) 1 1 7 AR 7 1 AR Y 50mg
g

Tt L7 ) a—VRIHBT ATV, KU AF b~ U 2 oy
ATCNKIKCE T F o, W7V o R"ITRVLERERTT N, R"TAF L
BEBRT v, BbFF . harzo—LFET AT

Z Dt

% L7R0




AR, KOS R | K Laen
IS DR

WA DRSBTS | @NaEr 9 0
BT PREM AT A4t IR | A | SR

I ARY v
B 7% 10mg [TCJ

el L

I ARY IRJE 40°C(£1°0) PTP/

o ! 658 | AL
BT %5mg 110 | WHETS%RII(E5%) | & o—/apks -

vraARY v
J1 7L 50mg [TCJ
HERTEE R, MR, EERARBR, R, MERER (7 'L 10mg DR |

Zfela L

=K
L==N

&l
EW.L

@ EHizeetigr v » 9

5e4 RIS PRAFIERE | (RAEHIM | ARBRAE R
I BaARY
kL
B 10mg [1C) i
TruaARY v PTP/
=i 36 % H b7z L
H 7L 25mg [TC| o —ak .
vraARY v
) Beia L
J1 7L 50mg [TCJ

BRI - MRIK, WHEER, AAEE, HEFEARR, R, R

REERWBERED | 724 Lo
REM

fthF & DEEEIE DA RN
(MR HIZEAL)




1.

e d

@ /xR AT EN 10mg [TC) 7

— ML IEEIL O PRI EMRR T A BT A 2] PRk 13425 H 31 H
ISR FE LR 786 5
RS | NRUE 50rpm (pHI1. 2, 5.0, 6.8, 7K). 100rpm(pH5. 0)
ABREEL | 12y

<50rpm : pHI1. 2>

2 HERURN O IR R DY 60% (15 43) TN 85% (30 43) 1D 2 BE IR TL

BRI D

R R AR ERA DR AR 15% OFIHIZ - 72,

<50rpm : pHb5. 0>

2 HERURN O IR R DY 40% (15 43) MUY 85% (45 43) F1HED 2 B SIZHUTL

BRI D

R SR AR ERA DR AR 15% OFIHIZ - 72,

<50rpm : pH6. 8>

I YERIAI O IR RN 40% (15 43) BTN 85% (45 43) AHL oD 2 BRAIZ R T

BRI D

R R AR ERA DR AR 1% OFIHIZ - 72,

<50rpm : 7K>

I YERIAI OO IR RN 60% (15 43) BTN 85% (30 43) LoD 2 Bz T

BRI D

TR R AR IERA D AR 1% OFIHIZ - 72,

<100rpm : pHb5. 0>

i YERIAI OO IR RN 40% (15 43) BN 85% (45 43) AHL oD 2 BRAIZ R T,

BRI D

R R AR IERA DR AR 1% OFIHIZ - 72,

LLEDRER I Y | MEFIOEHEAEEIIRETH L Sk Lz,

S
<50rpm :pH1.2> <50rpm :pH5.0>
(%) (%)
120 120
100 f 100 L
o 0 QT e 80 |
BN L A L
i 60 i 60
® a0t . - o4 |
-0~ HARKYUHTE)L10mglTC -2 0RRYL AT+ )L 10mel TC)
20 O BRABH HT R L 10me) al O FRHH| (HT L. 10mg)
0 : : : : : ; 0 : : : : ;
0 10 20 30 40 50 60 0 10 20 30 40 50 60
BF il (min) Bl (min)
<50rpm :pH6.8> <50rpm 2K >
(%) (%)
120 120
100 - L S S
I T o f 80 r
E g | B g |
i 60 % 60 :
E o4 B4t ! N .
-~ 50K AT )L 10mel TC ) w | z;;‘;;ﬁi;?ﬁ%mrzgﬁm
2 -0 {EEHH (HT L. 10mg) = + 10me
0 : ‘ s s w 0 : : s
0 10 20 30 40 50 60 0 10 20 30 40 50 60
B (min) B (min)




<100rpm :pH5.0>

(%)
120
100 r
80 r
Zjé 60
® a0 /- HARKYLHT £ 10mel TC)
20 | /o BERH (HT L. 10me)
0 s L L L L L J
T Y e " (] EEEOBATED)
@ 7 1 ARY o H TN 26mg [TC) ¥
—_— [ AESET DR EMTRBR T A KT A ) SERL 13455 A 31 A
EHAHSF
=SSR FE R 786
ABREME | N RVE 50rpm (pH1. 2, 5.0, 6.8, 7K), 100rpm(pH5. 0)
HERER | 12 XvkL
<50rpm : pHI. 2>
FEHERIR DI DY 40% (10 43) BTN 85% (30 43) FHE D 2 IERIZ I3 T B BR LA D
VIV =R I A HERIA O SR R £ 15 % OFEFHIZ S o 7o,
<50rpm : pH5. 0>
FEHERI D SIS 60% (15 43) BTN 85% (30 43) FHE D 2 IERIZ I3 T B BR LA D
VI =R I A HERIA O SR R £ 15% OFEFHIZ H o 7o,
<50rpm : pH6. 8>
FEHERUA DI IS 60% (15 43) BTN 85% (20 43) FHE D 2 RT3 T FRBRELA D
VISR A HERIA O SR R = 15% OFEFHIC S o 7o,
<50rpm : 7K>
FEHERUA DI IR DS 60% (15 47) BTN 85% (20 43) FHE D 2 HERIZ I3 T FRBRELA D
VISR A HERIA O SR R = 15% OFEFHIC S o 7o,
<100rpm : pH5. 0>
WA & & 15 43 LAPIC IR 85% DL FESHI L 7=,
PLEORER LY WRAIOEHZEBNIFR%E Th 5 &l Lz,
(B
<50rpm :pH1.2> <50rpm :pH5.0>
(%) (%)
120 120 r -~ HARRYLHT4IL25melTC)
100 100 | O BEHF (HTHIL. 25me)
go OO 80 f
B L S L
im0 :HE 60
® oo | e onRMYLHT L 25mETC) M
20 ¢ | o 4EERH (hT L. 25me) 20 ¢
0 : : : 0 === : : : :
0 10 20 30 40 0 5 10 15 20 25 30
B Ff (min) B 1 (min)




<50rpm :pH6.8> <50rpm :2K>

(%) (%)
120 - @ HUARKYLHT)L25melTC) 120 @ HORRYUHTEIL25melTC)
w00 -O- REERE| (KT 1)L, 25mg) 100 | O RERFI (AT, 25me)
80 - 80
ﬁ 60 E 60
® g0 ¢ ®o40 f
20 20
0 ; ‘ ‘ ‘ ‘ 0 , ‘ ‘ ‘ ‘
0 5 10 15 20 25 30 0 5 10 15 20 25 30
BF i (min) BF il (min)
<100rpm :pH5.0>
(%)
120
0
80 r
® L
i 60
E o4 | a
@SRRI AT )L 25melTC)
20 ¢ -O- BERF| (HT 1)L, 25mg)
0 ‘ ‘ ‘ ‘ ‘
0 5 10 15 20 25 30 \p ] 3 ~
B5RSI(min) ( Ii | E FEHE D A )

@ /12K I T ENL 50mg [TC) ¥
[ FEEEIREL DAY P RSRERT A BT A ) R 134E5 H 31 H
PESEEIE R 786
RS | S EVE 50rpm (pH1. 2, 5.0, 6.8, 7K). 100rpm(pH5. 0)
HERE | 12 XvBL
<50rpm : pHI1. 2>
TFHERUA| D SR HERDS 60% (10 43) KUY 85% (20 43) 3D 2 R sl 238V T L RRBR L D
A HH AR AR O WS H R £ 16% OFEFHIC B o 7,
<50rpm : pHb5. 0>
TFHERUA| D SR HERDS 60% (10 43) KUY 85% (30 43) 3D 2 Rl 238\ T L RRBR G| D
A HH AR AR O WS H AR £ 16% DFEFHIC B o 7,
<50rpm : pH6. 8>
15 531236V T, BRBREGH O SEEV R A HE R O SV R + 15 % O#ITHIC b o T,
<50rpm : 7K>
FEHERLEI DS R 60% (10 43) BTN 85% (20 43) fHEL0D 2 IRFRUZ 38V T, 3R D
AN FE R AR O P H R+ 15% DFEPHIZ B o 72,
<100rpm : pHb5. 0>
L & 8 15 45 AT 85% L) s L7,

TN

LLEDRER I Y mEFIOEHEEIIRETH D SHlEr Lz,




(BB

<50rpm :pH1.2> <50rpm :pH5.0>
(%) (%)
120 120
100 100 |
80 O Ty 80 OO
E o | 3 # f /
i 60 ' Hﬁ' 60
£ o4 7o , I
j &Y IRARYLHT )L 50melTC) & YORKY L HT£IL50me TC
| O R (T )L 50me) | O FBHEWH (HT L 50me)
0 : : : L ! 0 t : : : !
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B (min) B (min)
<50rpm :pH6.8> <50rpm 2K >
(%) (%)
120 ¢ 120
100 - 100 |
N © g0 T
B g | B e |
iy 60 i 60
E g0 . E o4
&S YARARIL AT )L 50mel TC) " - L HnRAKYLHTHIL50mel TC )
° O RERA DT Some) ] O FRAEMH (AT L 50m)
o ‘ ‘ ‘ ‘ ‘ o ‘ ‘ ‘ ‘ ‘
0 5 10 15 20 25 30 0 5 10 15 20 25 30
B R (min) Bl (min)
<100rpm :pH5.0>
(%)
120
LU N U
80 r
0 -0~ Y0RRYLHT )L 50mel TCI
20 r [ O BEE (HT 1)L, 50me)
0 . . . . ) N == = NSt N S
0 5 10 15 20 25 30 ( ]: HEFEHEDE A HIVH)
BF 8 (min)

PRI ERE 2 L7

REFOEHRSD | TLCHEZLD

MR BRE BB Y Fra—5
Bife~ TN, 2-7 % ) v /K FERIRIE (60 140 :2: 1)

% B W:EEsa~v ST TRV AL

f) & ERAIR DR AR > b D 5 B UBEIEHETR ) DR AR
b &R R FEDEE LU,

. BEIROBEHBES® | HPLCEILED

8% Rt - SN R (RIZERR © 214nm)

BT IR~ NI THA T T DM Y BTNV EFRTA
BEWE K/ T I RT 77 98K 3:2)

Ll AR L
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12. BAY BHEREMED | B4 ERER L
B IHY)

13. FRMADELRS - | iLuEReL
SMERDVRIR TR B ERIC
B 51

14, Zdih
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V. JARICEEY HIEB

1.

g

b
o

XIFHER

TR DRHARBAEIZ & 1T HIEMRRIT O]

BRHE. ATRSHE. (DISHE. FASHE. RRFSHE. /MZTEIE

BRERSHE(C &5 1T DRI RG B OB HE Fr T LR

AN—F v MR (RERDHDEE). RUZOMOIFRRMERE SER (BiFFaR
THRFTITHY . BNETOEETNDH 5 FHED PRI TR EDIERRMES
ESERITRD)

SEHREE (REHNE250 0%L LITR AL DH5WVFEAEDISS) | IRAEEE.
FLRFIEAIRIE., BEEREERZRE

BAERRMAM, FREFHE

*70—FERE GERBREHLH IR TOA FITEREZTTIES)

LR EFEHENE MIFFEHEORERICESVT. X TAS FRIOERENHRT+2.
XIFEIERICZ & Y R#TI5S)

7 FE—MREXR BITFEAR T TR EMRAS T ONGNES)
THREFEAEIZ S sk RIS D HIH

<%k - HRICEEET HFEALOEE>
F 7 v —BREBEREE ST 256 10E BIRRERLVECAICRINTT S b
DOBENT I &k 0 I EHE . UTRIE BE AR VE AR 2R3
FHIZRD Z &,
FAERBIERMBE ST DHEICIE, BT A RIA VEOEHOEHE 5
%_\ﬁﬁ@&ﬁhﬁ@kﬂﬁéhé%ﬁﬁ&ﬁ#é:koit\%MWT$ﬂ
BeEHIEZICHR LT 1O & 5T 5356 OB IMER O Z 2 O>WTiE, +5
TRFHIAMNHESL L TRV T, BEOWREEE H 7203 HIRE EOFIIENMEET 2
LHEN DG ARG THZ E,
PEFIESER I IE ClE, K Z BTG L7 B0 BRI DU Tl AR
DB BT,
7 MR ERBEHEICOVWTIE, AT A RAHAIRCS 7 1 U 225 A&
BB TR BB O T, BORIEE 1 5 BB AMAR LD 30%LL EIT
M SBEEZAGITH L,

2.

RERUVAE

BREDISE

WE, B 1 BRI SY 7/ rARY e LT BE9~12mg/kg % 1 H 2 [BIIHT T
OG- L, L% 1 B 2mg/kg TOMET D, HEFFRIL 1 A& 4~6mg/kg AATYEL 7
DH, FERIC &0 EEET S,
FEEDEE
HWE, B BRNLY 7 ARY L LT 1 AR 14~16mg/kg & 1 B 2 [EZ0F T
ROBGT 5, LIEtka O L, #ERFRIE 1 A& 5~10mg/kg ZAEREL §- 273, JiE
WIC X EHRT 5,
IDFEHE. FHFEHE. BEREDGS
WE, B BRI 7 v ARY e LT 1 HE 10~15mg/kg & 1 H 2 [BIZ531F T
OGS 5, DIkika lZE L, MERFRIT 1 B 2~6ng/kg ZHEHE L 32723, ek
(&0 EEHEET D,
INGBIEDISS
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10.

11.

12.

W, v rmARY L LT HE 14~16ng/kg & 1 B 2 BT TRAKET 5,
DSR2 TR L, MRS 1 A& 5~10mg/ke ZHEHEL 4278, JERIC L 0 HHE
W5, 7272 L. @EBME L BRIND 7 0 AR D AR CRG 2 BIE L. AR
RBL RO BRI TE DTN AR GIZEI V2 2,
BRBHEDES
BE., B 1 AR b 7 e ARY L LT 1 HE6~12mg/kg % 1 H 2 [BIZH3FT
PG L, 3~6 » HRHfkGE L. Z0O%ha 0 LT 5,
A—F vy MRRUZDMOIERLEERE S EXDISGE
WE, Y7 ARY & LT HEbmg/kg & 1 H 2 [N TROBE-ZBRA L.
DA% 1 # AEIZ 1 B 1~2mg/kg T OE X IIHET 5, MEFFRIL 1 H & 3~bmg/kg &
UL T 2575, FERIC RV EEHEET 2,
EBOBE
W, 1 A& bmg/kg & 2 I/ TRAKZET 5, RN HZONISHAEIE L » AEIC
1 B Img/kg oM L, MERFEIZ | H& Sng/ke ZAEMEL 45, Jods, SERICE V3
T2,
BETRMANOES
W, vZ7urARY L LT HEbng/keg 2 1 H 2 BN/ CTRO®BST 5, 7,
BEORIEIC & 0 B EHET 5,
7 A—EEREDES
WH, v/ rARY & LTCTROARESZ 1 A 2B TRO%ET 5, 728, iE
WX 0 EEHT 5,
1) SHEEFERORES]
FRAIZTIE 1 A 1 5mg/kg 28535, £/, /NEDEEITIE 1 B 2. 5ng/kg
BT 5,
2) AT uA RTHEHWEE R SER]
FRAICIE 1 H & 3mg/kg 28575, £, /NEIDOEAIZIE 1 HE Smg/kg &%
542,
EEVNEEHBENEDSS
WE, Y7rARY LT HEbSmne/kg 2 1 A 2 BN TROKS T2, 2%
WA BN EITIM A TR L, HEFFEIT 3 me/kg ZHEHEL 975, 728, JEIRICL Y
IR 5,
7 FE—HREXRDEE
W, RAZIEY 7 ARY & LT A& 3ng/kg % 1 B 2 [BNS/ CROBESGT
Do 7B, SERIZ L 0 EEHET 523 1 A& bmg/kg ZHEEZ N L,
HRRIFEHEIZ 1 S e RIS DIHIDES
AR O AR O B IE AR RS & T 5,

)]

<Hi% - AEICEET HERLDEE>
PoT 4 a2 ERA LTV D REICARKIZ YD 2 CTRE5T 28581, KA
ELTL1:1 Dk (mg/kg/H) TEIVHZ THEETLHH, I/ rAKRY oM
FIRE (AUC. Cmax) AERLTCEMERZRIBT 2813 H 50T, 1]
Y|ZFTETOHEEORAERVEBRKEE (IWFI/ LT7F=>, IEF) #48
EISTSEEHICEBEOREEZTAERL LWEICELTREEZAH IO
Lo T2, @EORBHE WD TH T 4 I 2 ERAT RO/ 5 5)
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2)

3)

4)

5)

6)

7

LV EVHEEZRH L TV EE T, —REICREMRIERRA AR 0 L - T

BRSNS U CfaBR 72 RBBIC G 2 FTREME O 2 W B A TIE, IV Z DR S

BERZ<THLREORBAZEL L. MPRERVEEOKEICG L THREES

HEHTLZ &,

AFNOFEEIZH = > Cixmd b5 7{E (trough level) ZBIEL., REEXH

sz,

(1) EBREF I EGT 20T, BERSICEPEERORRRE WERA
EREICEHIERRGORRE LD 72, MR EONIE 2 BHHE %
IBEENCATV, ZO%IE 1 » A L EEBRICHEL, &5 &%
5HZ &,

(2) N—=F = v MEEKOZOMOIEEGIES & 5 gk, folig, FAERRMEE
M, x7o—BEGREH, SHREERENE. 7 b —MREREEIC
BET DT, BMEROFRBRZB <7D, 1w AIZ 1 EZ B2 iR
EEREL, BSEEZFAMT LI ENEE LV,

BRI T, 3 Fld D\ 4 Fl Ol Fl & LA A b 7o Z Al 1

FIFIEEAT O GG T AR OIS JEIRBRET D Z LRV WRERGE b

b D0, BRLEE OWRE R O S5 thomp il o - 5 5% %%

BLTRGEEAMETL L,

AR RERMEE IR GT 2BICE, AR08 &KOESHIIZOWT,

BRAA RTA VFEORFOERESE L L RBH LN WEA MO

DI iBREE BT 52 &,

A7 m— BRI D AR ORI L, @, 1~3 # A Thobbhb2, 35 A

DAk - L CHRIRDH b bRV EITIIHR G2 PIL T 2 ENEE LUy,

Fio, DRBHONTHEIE, TORPHEFFCE HHREETHET D Z &

F LU,

27 n—BEGRERE R G-I DB, AR ORI G B E A€ L RIDHER

HENTOAEEIE, ZOMRFRICRAIZ FIRET2 28, ERICE Y, AIBRE

FVECVRIGEERET 228, WEEIT I HEIIAROERIE— BT 5 2

&

7 SR BE IR T HBCIT R S HRIL TR AR BRI L Eo D

Z &, AR OEEARITAIE R O EVEOF 2 EHIRICIT S 2 &, 8 HEO# S

THEENALNRWGA TG E2R T2 2 8, ek, | [EORERIE 12

RN E B Z LT 5,
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3.

BRPRAAE

1)

6)

BRERT— 2 /\yr—

RMER L

BRPRZh R

MR L

BRPREEIEEAER

AR L

RRAEHER

LR L

HREERRER

(1) SEEALAETRERGHER
R L

(2) HeEERER
MR L

3) ReiEHER
MR L

@) BE - FERHR
R L

SRERIERA

(1) (ERRERE - HEEARERE HIRD) - RERSTHRERREER (HRREERR
HER)
AR L

(2) EDBEHLELTERFEONEXRITER L I-HEROME

YL
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VI FEMFREICEIY SHIEHE

REFMICEEDD

T (% 7 v U L ZKR5E)

tEYITILEEE
ZIE{EF v aARY COREERICOWTLL TO LB #E ST 5,

1)

YERRERLL - VEFRMEF

TR, MR OYEREO R ORI 2GR S, £/ BB OBAEL A Xf
f5 ERUSICRTT D TR NG R 2T, ZOMFIEY BRIk DR AT DD
A e S IR ERIC L B, BT~ = THIBOTEA LA B 523, 7L
Y—THIBIOTEE LTS LN 2 EAVREN TV D, ZOERA B =X L%, A%
INTHINDSZRS ) Thhyrn74 U R L, ZOBBERBIN Y =a—
VY DRAT 7 2 —BIEREEET S Z LIk D, TORE, ~A 3 —THilROH A
r A B ST AEER T (NFAT ¢) OBNBATHIEI S, T HljEgsE
KT CThiA v F—nf X —27 EOFEENE TS, ¥

% BT B RERAE

MR L

VEFASEERREMA - FFiuaFE

MR L
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VI. RYBEICEYSER

1. mMABEEOHR -8 | 1) AELEYDGODRE
EiE MR L
2) EENFREERERHE
VIL-1. 3) &
3) ERRERCHRINf-MTRE
<A RI SRR >
(PRI DY) RIS T A T A )
WRE 13455 H 31 B [RSREHRE 786 =
@/ a xR AT EIL 10mg [TC)
L7 aARY H T 10mg [TC) LIFHERAIE | 7 a 24— S—EIC LY EhZ
1 ATEA(T7 B ARY o 10mg) fER RS 7B HERR O 5 L CAm
VIR ARY VRERE L, 55N EEIE T A—4# (AUC, Cmax)ZD
WA 24T > TR, A O AW F R &SRR S vz,
PRMAEA 0, 0.5, 1, 1.5, 2, 4, 6, 8, 12, 24hr
PRI« 7 A
MRS : LC/MS /MSiE
(ng/mL)
30

e B o L/ ORKY vH TFtL10mg [TC)
g 2 ~O- ZAEHK| (A TIL. 10me)

> Mean=+S.D., n=10

g 15
A

10

0 O h " n L )
0 3 6 9 12 15 18 21 24
#E5&OFME (hr)
EENEE/ NS A — 4
Cmax Tmax T1 /2 AUC().uhr
(ng/mL) (hr) (hr) (ng-hr /mL)
¥ RARY ¥ 21.0%4. 1 1.45%+0. 44 1.93+0.72 55.3%16.8
717t JL 10mg TTC)
3 13|
AR 22.7£7.0 1.25%0. 42 2.022%0. 84 56.3%21. 1
(7L, 10mg)

Mean=S.D., n=10)
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@ /xR L Hh 7 )L 26mg [TC)

T aARY AT 26mg 1TC) LAFMEREIZ 7 a 24—/ "—RIC LY EnE
W1 7N (7 aARY v 25mg) HEE A TSR 4G L C4i
AR REEZREL, fONTFEYEE T A —4 (AUC, Cmax) D
W THEEHIRAT 24T o ToAE R, WA DAY RS R S, W

RIS 20, 0.5, 1, 1.5, 2, 4, 6, 8, 12, 24hr

RERHAR - 7 AR

M AEEERIESE : LC/MS /MSiE

(ng/mL)
150

Mean+S.D., n=9

-~ ORRY HTHEIL25mg TTC)
-O- {ZHERE| (h T, 25mg)

3 6 9 12 15
‘rEROERE hr)

EAEEE/INS A —4

Cmax Tmax T1 /2 AUC().uhr
(ng/mlL) (hr) (hr) (ng-hr/mlL)
B U
¥IARRY 96.11+24.8 1.33%0. 35 1.81%£0. 66 224.1£48.2
$71 7L 25mg TTC)
a3 EE il X
AR 108.2423.9 1.06%0. 17 2.12%0.68 244.5+53.4
(h 7L, 25mg)

(Mean=S.D., n=9)
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@/ uARY 7R/ 50mg [TC)
T aARY AT RN 50mg [TC) LAFUERIEIZ 7 0 24—/ "—{RIC LY ZhE
1 ATRA( 7B ARY v 50mg) fdE SIS B HERR 0 # 5 L Caxi
VIR ARY REARE L. 5N EEE ST A—#% (AUC, Cmax) 22
W CHEEHIRAT 24T o ToAE R, WA DAY RS R S, 2
RIS 20, 0.5, 1, 1.5, 2, 4, 6, 8, 12, 24hr
RERHAR - 7 AR
M AEEERIESE : LC/MS /MSiE

(ng/mL)
300
4 250 | -/ ORRY 2H TEIL50mg ITC)
{_?31200 O S| (H T, 50mg)
D2 Mean=S.D., n=19

O . O
0 3 6 9 12 15 18 21 2
&5 ®OERR (hr)

EAEEE/INS A —4

Cmax Tmax T1 /2 AUC().uhr
(ng/mlL) (hr) (hr) (ng-hr/mlL)
B PR
¥IARRY 214. 1%£61. 1 1.32%0. 34 4.04%0.79 627.21145.4
$1 7L 50mg TTCJ
a3 EE il X
AR 209.11+45.3 1.45%0. 37 4.261+0.71 615.0%121.2
(h 7L, 50mg)

(Mean=£S.D., n=19)
AIMHRETFNCAUC, Cmax Z0/37 A —4 %, #RE OR, Rk OERIEEK - B
R DRERSAEIC L - TR D AR H D,

T a AR EIEOIEYENEIZ OV T LTI O LB s ST A,

4) wEE
B B ORI, SRR, TREFIE (DPRZERD . 1ai. BEFORER LI
VR Z0, RINCMAPREREWES, BB EEORAENE 10D 2 L3
ERNTNS, 2

5 BE - HREOCFZE
(VI —7. TAEEAVER] DHEBH)

6) BERGRE2LL— 3 0) BTICE YHIA L - EMARNSEEESER
Bt v e
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2.

RYIEERE/ S A
—5

1)

R A%

REMERR L

MRUSRETEHL

AR L

INAATRASEYT 4

S 34% (20~50%) ¥

SHERE TR

I aARY AT E/N0mg [TC) &2, 1 BT 'A( 7 B RKRY > 10me) A S
TFATHE R HERE OB 5 U723 B ORI g 10

0. 408+0. 157hr™!

I aARY TN 28mg [TC) &, 1 B 7'M (7 v AR > 25me) fH A S
TFATHE R HEIE OB 5 U785 B OW w1V

0. 4277+0. 143hr™

I aARY TN 0mg [TC) &, 1 B 7'/ (7 v AR Y > 50me) fH A S
TFATHE R HEIE O $e 5 U735 B ORI g 2

0. 183+0. 064hr™

DUTZUR

3. 1mL/min/ (f8fF) T, LDL fHOE NSRRI TR, H2OWEEImE TIZZ VT 7
VAMETT 5, Y

NhEHE

I 800L (60kg RS- V) (BEEHES) ¥

mFEFHEEE

90%Lh b (HEERREE) ¥

3.

RIR

MR L

3
=i

1

1% — hREEPS Rt

HEELIZ W (T v MZBW T, IS~ E XD Th o 72 &£ OGRS
%)

;& — RaBREAFSEE

BIRA~OBATIE

BATT 5, BBRUEFIC 325mg 2RO Uiz & Z 0, 48 WL O Ve AR g
FEIT l4ng/ml. Tho7-, 2

i ~DBITHE

BATT 2, BREEEIC 150ng 2% A 54% 9 B £ TORFLHIRE L 330~
570ng/ml. ThH-7z, ?

BB~ DT

BATLIC V), 2

ZDOBBA~DEITHE

AMAFTIE, 50~60%3FRMERFIAEE L, #9 20%25MHEH, 5~20% 73 A fLERIZ 5y
i 2, ¥
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5.

e

1)

2)

3)

4)

5)

BB R A BHR R

F& LTIt WHKIVNETORESh S, ?
KBH-BEET 2B% (CY P40 %) DHFiE

JFF k7 o 4-P450 3AY

YERESROBERERUVZDEE

10~27% DS PIELEES R % 52 5, ¥

REMDEEDOERRULLER

—EONRHH TV > SEREFEIHIIRR A SN TV D, Wby 7 a xRy v o
1/10 LFOIEIETH - 72, ?

SEMRBIMIORERI/ S A—4

MADEFRHF DL 7 v AR Y x5 AU CHIE, 0.05~0.96 THo7z, ?

6.

Bttt

1

2)

3)

HEt BRI R UHRER

FIM 24 LCHEE PRt SN D, ?

Hritit e

90%LL EsEHHicHRt s s, P

HEtthRE

T AR 2 300mg FHERR AL Lz & & 24 B E TIZZ 0 76% 03k S
72 ?

1.

S U RAR—E—(C
B9 5 1ER

PREE A, FRMIER AL OERT =42 7 v AR—2 —OHEERZET 5,

8.

BITFICL HIBRER

AT

—ERETC AT B AN EE D 10% LA T, iR ECIEBRERITIT L A LI
TEHREThH-T- EORERDH S, ?

MEZHT
FEALBREINRD, BIICL o TRESNTZOIFEGED 1% T Thoie o
WENH D GMEN), ?

BRI

ke L
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VI %zt (FERLOFESF) (Y HEA

1. BHERELZTOER (BE

1) [HSEBEICE T 2FFDEEE, RENFIFEERUBBEEOEECHERL T
SEMXITZTDERENDLETITI>I L,

2) 7 rE—MEBXRICBITRAFDEREE. 7 FE—MEREXDBEICHEELTL
LEMDE & T, BEXEZORKEICHEDERVEREEFTOHH/HAL. BE
LizCezmRLI-LTHRE5MIRT S L,

3) FHENIHUTaIary (REKRXTHTEIL) EEYFMICRZETIEGRL, /N A
ATFRASEYTAHNALLTVEDT, YT X aU0MBFRFIUIYRZ S
BRICIE. 9 RRKRY oomEE (AUC, Cmax) OLFICKSEIERDHE
[EET DL, HIC. BRETOUYRARICEK, YoTs3I200REE%
FRISHENESIZTEEE, FBETEIE, BE. YUTA 2 20M0EEI~AD
PVBZ I, +0HEY T4 I 2V FERRREZBHOEMENL L TITS5 2 &,
—AH. FEMSH T4 S a0AOYYBZITDONTIE, 29 BRKR) oM
BEMETITHILNHHDT, RAE LTUVBRZ ETHENI &, $ICHEIE
BETIE. ARTRICE > TEERIGHARERT 58 ThhH b,

2. ZEZRNBRELZTDOER B2 (ROBFICITERELEWNIE)]
(RAIZEZZED) 1) AAIORGI KR LEIEOBHER O & 5 B

2) Zr7uY AR GMRAIZERS), BEEZNRNRAZT U BANRRET U R F
TUAXLY, TAFTLENL, N=TFLENL, FIVTLEL, ReT 4T T
— bGP oiE (HHAEER] oESHR)

3 HRIIBIRCEEOH A BE T, e F U ERATORE ( TFAEM] ORE
ZH)

[RAIZS (ROBFIZIFRE LW EZRAET I, FICHELTIIHEEICITE
BITRET52¢8)]
HREN—F = v MEOBRE RAN—F = v MRIEROBE(LAHE SN T 5D, )

3 WREIRTBETSD | V.-1. [HEEXIEHR] 0HEBR
AR LD ES L Z0RER

4 FERUHSIFRETS | V.-2. [FERUVHAE] 0HSH
R EDEEEE0HEH

5 EBEREARLZO | BERS (ROBEICFEEICKRESTSHIL)
HH D YTy L2 WESUI 7o bE Y #ix TRAIZIRITT 283 U AiRED
LR U TRHERR RIS 282N 55, )

2) BHRREEEOLHDEE (BHRENELT 2B Th i H D, )

3) NIRRT OH 5 BE UIFEREDEML L, AFIONEH & DI T~ DR A IEAE
TLHRENDDH D, ]

1) PHEREEEOH D EE HREENE LT 282 ni dH 5, )

5 mEEDEH ED LR K OIEROEDHE ST D, )

6) HYYEDH L EE EIHIC LV IEVENENT 22NN H D, )

7 BRI OBHEREOH 5 8 RN L0 T UIEE T DB b
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8)
9)
10)

2]

PUV AFREE G TosssMRET o BE (FRAEMER) DOTESR)

e (TEE ~oh) OEBIR)

IRV, FrARSOIIE (7 PE—ERER OIS E RS, VNEEA~OE S|
DIEER)

IR

6.

ERGEAISIRLE
DEREMLES

2)

10)

11)

12)

AFNF GO 7 a 2R Y ORIUIBEIC LV EAZER S DO T, IMHRED
B O ORIVER N QNI A DR\ E OIEHU G DORIRE Z [ T2, B
FHOWRPIIE U TIIMFREEZREL, b7 7 EE22BIC L CREREZHRETTD 2
Lo FRCBAEZIIHEENC MR REREZIT ) ZEREE LU,

FRNOH T 4 L2 ~OEHZIT AR E VT 4 L 2 VBEFHICRE T
RN LB ARRY DONFREMETTH5E8TNLHE=H.COL5H
PVBZIFATHEN &, PLEBTUYRZ HHEE. PREDRIE ZHEE (21T
SELLITBRBEORELZHNERREL. REISLTREEERHE T 52 &,

B EREBEESFORIEANEZSZ L0320 T, HENCERKKRE (MBk
HEE, YJL7F=2. BUN, EYJJIEY, AST (GOT), ALT (GPT).
TIo—H. RBRES) 2177k E BEORELZ HRICBET L2 L, BEN
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