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AUC JR P —IRE T R T AR
BUN M RFEZEFE (Blood urea nitrogen)
CK 7 V7 F %) —+E (Creatine Kinase)
Cmax e v I HR R
CYP F ~ 7 v — 24 P450 (Cytochrome P450)
y -7 H IV KT AT F X —F (Gamma glutamyl
v -GTP .
transpeptidase)
HIV b MM ARL Y A /LA (Human Immunodeficiency Virus)
mH WK 7 v~ N7 7 7 4 — (High Performance Liquid
HPLC
Chromatography)
LDH FLEEMi K EEEE (Lactate Dehydrogenase)
pKa e gt Bt T2
SD Sprague-Dawley
T EPSESE 1
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AR, AR EMERER 2 S L, 2006 4F 3 HIZHKGRAZ 1S T, 200647 HIZHIBIZE S T2,
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BRI R (O Rb SEEARB) | IR RIS, Mt KGR (WO b BEAR) | B

R EAE  (BHEERE) | i (BHEEREY) . SPERREE. RMEMEEERX (WTh b EER
%\QAE%%(ﬁgm%\%ﬂ@ﬁﬁﬁﬁﬁﬁ(ﬁrfﬁ)ﬁﬁiéhfw

[21 HZ ]

S DHF|F R

LR L

EIEFEAICE L TAMY NS

W ERE B B, Rl R A KT 4 5% GRS
RMP s
BIMDOY 27 g/MEIEE E L TER SN TW D &R 4
I HEE T A R A v 4
B0 B oD Y S TE @ A 4

(2026 4= 7 A BIfE)

ARBEHERUVRE - FRLOHIREE
(1) AEBEH

BA=RSNA

(2) W& - EFRALOFIREER

B4R

RMPOEME

RN



[I. &¥#ICEAY HIER

1. BR5%E4
(1) &
7 Z ) Ana<A 8 200mg NPT
(2) *4
Clarithromycin Tablets 200mg “NPI”

(3) ZMDHEX
(RS + TR + g8 + 1B Xomé L,

2. —h&4&
(1) #%& (AAiE)
77V AxavA T (JAN)
(2) #%& (i)
Clarithromycin (JAN, INN)

@) RTL
-mycin x) : FUEWE., A ML T b~ A S UEEA

3. BEAXITRHEK
b A
0
Hg{: 8!

CHq,
H3C— {:l CHs

HaC -T/ HO H

e
\ Uo———r f - Ll -
CH 11 7

H 0

OH HO —0‘ H C[l;
CHs
- CHa
H H

CHa

4. "?TZ’ZU\ DFE
45+ : CasHeoNO1s
T 747.95

5. {LE& (mfiE) XIFXEHE
b4 : (2R, 38,48, 5R, 6R, SR, 10R, 11R, 128, 13R)-5-(3, 4, 6-Trideoxy-3-dimethylamino-B-
p-xylo- hexopyranosyloxy)-3-(2, 6-dideoxy-3- C-methyl-3- O-methyl-a-1-ribo-
hexopyranosyloxy)-11, 12-dihydroxy-6-methoxy-2, 4, 6, 8, 10, 12-hexamethyl-9-
oxopentadecan-13-olide (IUPAC)

6. ER%4. fl4a. KBS, L&
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I EeE
(1) 5ME - tEIR
[ DRERIEOHERT, BRITEL,
(2) EfRtE

NI ENSESH
TR, ZumkLA LR TR

AR =N =& —1(95), e 1
CIFALT—F wrece
K FEAEET RN

(3) WiE™
MMER L
4) Bbm (FER). R, HER
Bl 2 220~227°C
(5) EEIGEMERETESR Y
pKa: 848 (37C, H=7 I /M, ML)
(6) HEFREY

R VR
pH1.2 EDT-OREARRE  (B7°C)
pH5.5 3.73mg/mL (37°C)
pH6.8 0.51mg/mL (87°C)
K 0.12mg/mL (37°C)
(1) ZDthoELREE
ZMEE R L
2. BYHBDOREBEEHTICEITHRENREY
7K 2L
M (pH) fatk, 7l VIECARZE, FETZETH D,
" 50% A FH U IRIEF T, k0 F 070105 1x), 25°C, 24
I C 10% 50 iF 3 %,
Z DAth L

3. AL ORERREE. T2
TR BRYE BRI 75V 2m~v4 v ) ORRARIEIZEL S,
(D EASE (L)
QBEAFG (Tk ko - HHER)
B)VIRIMRUL A7 R VRIETE (BAED U 7 KEERE)
s a~ N5 74—
ERE: ARERG 77 ) 2n~A, 2 r] OEREICES,
w7 a< 757 4—
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7 4L Ta— R
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)
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(5)
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77V AR~YA T 614 ) (i) @;g a— ME
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NPI 614
HEIDOYE
AR L
ZDfth
AR L

KF| DA

(1) ARG CEERS) OEERVTHMA

Hx7e 4

AZhpksy (1 §EH)

I

75y 2ok
200mg [NPI]

(AR 75V 2a~A v
200mg (1)

B FIRay JuARE R,
BEEKT A, BlbFH o, AT
TV U~y TR TN B RrF Y
okl —A b aAno—
A RY INR_R— |80, v/ mA—
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6. BHFNOREEHTIZHTRLEME??
RER 4 PRATERA: PRAFHAM R TE E R
AR 75“2?} EH 6 1 PTPAL4E A
-, 25°C » o A
R ER 60%RH 365 H PTPa WA
40+2°C 35 H KBRS T 2K ik
25+1°C BEALT GRAEH
ﬁgjﬁ% 75+5%RH 3 ik 10.6kg—6.0kg)
2 TEMERS -
B0 DRI - | 258 (RIBHE | mEwooam | e BORE) o
10001x 60 51x * hr) (M fh,) RIS T ORHEP -
10.6kg—7.1kg
PRBRIEH MR, mesREER, BRI, KA. Igﬂj%\ EEE DGR ]
PR, FERRRER, RUAIE— i . EElk. BE [EURGRE]
PRI, WHIME, E8iE, WE (et f uﬁ%ﬁ]
1. REERVBHRBEOREMN
LN
8. FEDEEELL (WMEILFMZEIL)

A% L7

9. AHigY

(1) ¥ B O

7 F ) An~<wA 8 200mg [NPI) L HE#ERIF] (7 F U A5 200)
PR A KT A4 )

A= W) ) [ 4

(ZOWT TRFEEH L D

(CHENRHZEEB O R LTz, TORER, 77 U A

mv A U8 200mg [NPI) EHEEVERGANT, FHRERIC W TEEL L7258 2 R o A ©
b5 Z LR ST,

(J71)

R A ERE

N RV

BRI : 50rpm pH1.2, pH3.0. pH6.8, /K
100rpm pH6.8

RS AR L BT
(FEF) 2 TORBRIKIZI W THIE R AE L 7=

72720, pH1.2 1%, Bt CTofitd 579

methylerythronolide % I &

%; é mf;o

pH1.2 (50rpm) |

12 X E)v

B D H AR

—— U 2w L -$E200mg [NPII

-o= T U ZFE200

40

0 20

] 80 1an

B (min)

120

3% 5- O -desosaminyl-6-O -

L. RRBREA & ARG & v 2R Eh OFAE DY

pH3.0 (50rpm) Z331F % ¥A HidiR

— TR i #E200mg [NPIJ
== 31 ZEE200

15 20 25 30

B3 (min)




pH6.8 (50rpm) (Z351F B ¥AH dhf K (50rpm) (21T DI H R

100 |
100
80 r —— 7 ZURD A L 8E200mg [NPLI
80
i 60 == 1 %) ZFE200
i
Heo i3
= =
%40
— T A i FE200mg [NPIJ
20 r == 31 EE200
0 d . . .
0 30 B0 a0
A (min) AR (min)

pH6.8 (100rpm) Z331F % ¥ HHh#

100
80
b
H
ZE 60
o
=40 | —— 3N AT i -§F200mg TNPI)
20 == 1) 2§E200
o 4 , , ,
0 an g0 a0

B3 (min)

(2) AHTEHBUS ~Di A
77V An~vA U8 200mg INPI) (%, AARFERGFEERLERFICEDLNTZZ T An~<A
VUBEDEHBKICHEA L TWD I ERHER STV D,
(J715) A RTEHRERE © S RUiE
[F#A%% : 50rpm
BRI - pH6.0 D 0.05mol/L VU U iE/KFE —F U oA - 7 = UFEEEEER 900mL

(T H R
KN KL RFH B
200mg 30 47 75%LL I

10. s - 2%
(1) FENVELRES - B, NEI/EHEERSE - BEICEHT 5188
RN
(2) |a%
PTP : 100 & [1048E (PTP) x10]. 500 %& [10%&E (PTP) X50]
Q) FEE=
M LN
(4) BI|OME
PTP &t : R 7 v'L ., T3
re—:RVxFLr, R Fur’Ly
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S—UR,. AVIILIUHHA, LOFRSE. hYERNIA—RE, RTrXA LT Oy
HRB. V5 ID7R. X433 T35XTRE

GRENSIE

REMRERBEAE., FEMREREEE. /NG - ) U/NER, BUEERIE. /M8 - VER
UFMalFEn Z rZE, IIFEABERE. HE - REX, Rk, SUEKEXZL. X, Mg
&, IBHMTRIFREODRRE, REX. FEHEL., BEMBX. PEX. BISEEX. &
Ak, wERER, FER
O R M I B B AE

GEICETE)

AFNEHED A AN T O LE

GENGEE )

IAANYTY O L-FTEDLAYT LY IR (MC) EFECIEERENBEE
OAYanya—--eEn) BREE

GENGHEE)

AFZHEDA) a/NY 42— - EQOY)

GENGEE )

BiEE - TZEBER. B WALT ) UNE. fEd/MiEE. REHBREIINT H5RRE

VERERBICEBTAA) AN A— - EOYREIE. AN)aNI 42— EOYREFL

DREXIIHRICEET HFE

5. BEEXIIHRICEET HFE
(—ARREEAE : (HEE - MREEX. Rk, RUREX L. BEMBER. DEX. BIFER)

5.1 THiMAEWIKEEMHO TS &) 9 258U, PiFEEREGSOLEEEZ W Lz BT, AFlO
BN EY R SN AGAICRETHZ L,
(ANYanNya—-E0) REHE)

5.2 H#EITHIE MALT VU > R JEICkET Y 237 Z— - v n U BRETREOAIMEIEMENL LT
720N,

5.3 MM/ IMEME I L TR, A RTAVEEZZBL, ~Y any Z— . e n U RER
RN & fWT S D IERNC O RBRETER AT Z &,

5.4 RHIFE KT D2 NBRENTERE HUMIIE, ~Y a s Z— . o ) REREICL S 5
DIIEINHNZ KT D A NMETREL L TR,

5.5 " anyz— .. a UEREERICHONDOEEIZIE, ~Vansy—--ernREETHDL 2
ERONHBEREICL DAY ans 22— vr VERERTOHLZ EEHERTH L,

RERUVAE

(1) RZERUVRAEDHER

6. RERUVAE
(—RRREEEAE )
BE. BACIEZ 7Y Aa~<A L LT1H400mg (i) % 2ENZ5 T CTRAKEEG 35,
7pB. Fn, ERIC X D ETET D,
CGEfERZ B RAE)
WHE. RAIEZ 7Y 2a~ A LT1HS80mg (Jiffi) % 2ENZ/ T TRAEE T 5,
7ok, AR, ERIC LV EE T 5,




4.

5.

(AN)anya— - E0) BREE)

\BH, RAICIZZ 7V Aa~<A & LT 1E200mg (i) . 7EF U Kk E L
T 1[E 750mg (Sfff) k7T m hoRoF A e 22— 3K E2RBHC 1 H 20, 7 HFER
N 542,

kB, 77V AR 0, MBS U TCHEHEHEE T I ENTES, 2720, 1 1
400mg (Hffi) 1 H 2[F%Z EfRET 5,

(2) RZERUVAEDHRTERRE - Rl

DR L
RERUREICEEYS 518

1. RERUVAZICEET 5EE
(— AR AE )

1.1 AR EGIHEEZ A SRVBIER W LHFEED L U4 R T Mi%iZx L, 1 H 400mg 43 2
BHTHZ IR, W 2~5 H CIERIZEGEICH 5, JERPERE L CH 513 2~3 #H[#
Ml D2 ENEE LW, Fio, LU R TMRITEIOHE NS WEGE TH D720,
FRIZHEIR T OIRREIC S 2 BE 72 & ClE, IR TR, BT 2~3 BEE&RG &t LIk %
BT HOMLERD D, 2B, BHEHFFTIERSEL LGS, B0 rytx 7
ICHENR R (F/ v REHRE) ~OEERLETHS, [8.1 1]

1.2 LU RTHROIEFRIZBWTHMTHEAT L Z ENZEE LV, BFEOIERICIS U THEH

DUERIGAEIIILU T OWMEEBEZICHHT 2 A OREEZBE LRIRTH 2 &,

1 HESEDL FOBRFICY 77 v U O LAZE OBENH 5,

2 in vitroFTETOBFHIB W T, AFlE LR 7P oIy 7a7axHv o & off

AR (FF2 LHIER) 2o bhizt oWmERSH 5,

1.3 77 VT YYEICH T DAFOKRGHIRNIIFERE LT 14 B E L, LIS T THEICH
BB ZERET 5, [8.1 ]

(GEfERM B R AE)

1.4 Jiti MAC JiE J OV RMESE R SIERERE (A X) 1TFE D #FEE MAC JEDOIREICHW 545
A, EBRNOFEFOH A RT3 49 SEBEITHIEEEZIT) C

1.5 AFloE 5L, LTE25RT 52 &L, [8.1 5]

PB4 P 5391

Jifi MAC JiE PR et 2 sl Lo, 1 0L Lot & E B2

RAEZITO ZEDNEE LW, £o, HF5T D AlaEMED

HDHOTHEFEERTRIZBOWTH TN 2BEN LB T

1.2.
1.2.

— o

H5,
TRV R BIERRE (=4 X) 12 | BRRBI ST F R 22 8B 2558 0 b 7R b ki 5
£ O fEHEME MAC JE TRETH D,

(NYanya— - E0) BREE)

1.6 7u bRy FA e X —iZ7 Y77 =Lt LT1E30mg, AAFF7 V=Lt LT
1 [\ 20mg, 777 —/F RV AELT 1H 10mg, =Y A7 — L LT 1 [H
20mg IR 7T & LT 11E 20mg DWW 1l 28R 5,

B PR RFE

(1) BBRT—2/1\yir—2

BARRNA

(2) ERPRZEIEFER

DR L

Q) RERICERZRHAR

DR L




(4) 1REEAIEABR
1) Bt REEaAER

17.1 AHERVREHEICEY 538

(NYanys— - Q) REE)
17.1.1 BB -+ BB EBICBITAAYJaNnNy 42— - EDO
PRELER
HiEE - + EEEEICRsT A~ a s ¥x— . nr

FRANZ R L Ul “HEMEEGEAR 2 G 0RIRARBROMEITRO L B TH D,

) RERIEICH T S EAKR VB

Y UELC KT R R

B, A—7 BT r 7Y A~ Y OFRENRRD b,

CKE : 14 Af#EE) =9
CKE : 10 HE#E5) *9
(FE[E . 7 HE#EE) T
(AT T =1 EDHFRDOEE) 12

(5B e =1 o (800mg) **
(400mg) *°
(800mg) *7
(Est - - RS Y
sk - Hidg) *Y

(FRTTY =T N Y T AEDHHOEE) 107

R (400mg) "7
(800mg) 10
+ IR IE S (400mg) *9
(800mg) % 10)
(S et =1 o) CKIE : 10 AM#S) =W

CEE : 7 HR#eE) &=
(R« 7 B R$EG) Ew

PB4 A% (%) (A8l 1]
HigE « + _fEEEcRB A~ axsZx—. . nl
JEUYE (PR
(T TT— L EDPFHOEE) P
=Ry (400mg) *V 87.5 (84/96)
(800mg) *? 89.2 (83/93)
+ AR IBTE (400mg) =V 91.1 (82/90)
(800mg) *? 83.7 (82/98)

87.6 (197/225)
83.7 (103/123)
90.4 (103/114)

78.8 (89/113)
81.1 (116/143)
80.0 (116/145)
96.4 (106/110)
79.2 (38/48)

87.7 (57/65)
89.7 (61/68)
83.3 (45/54)
87.8 (36/41)
86.0 (147/171)
84.3 (140/166)
93.8 (61/65)

I% 800mg T 6

HI3 800mg Th 5,
fili) KOA AT T — Lk LT 1[H 20mg O 3 Al [FFC

i) ZOA AT T —k LT 1E 20mg O 3 Al & FFHZ
TR TE % BRI FAER)

i) KOA AT Z Y —L Lk LT 1[H 20mg O 3 F % FIFFIC

H1) 77V Au~A L LT1E200mg (Off), 7EF U KR E LT 1E 750mg ()
i) BROXZ >V 7Z— L LT 11a 30mg O 3 Al % [FFIZ
H2) 77V Au~A L LT 1E400mg (HOff), 7EF U KR E LT 1E 750mg ()
i) kO //7‘“7 V=L & LC 118 30mg @ 3 % [FIFEIZ
E3) +HRBEBICBI DN ans X — . o U RYERE R E LEERR (770 20
~A LT 1 IEI 500mg (), 7EF U ke LT 1A 1,000mg (Hff) KO
TV 7Ty = LT 10 30mg @ 3FAFKHC 1 A 2 [EfRRA#EE), KAIOKZRRKHE

1A 2H 7 AMRO®FRE,

1A 2FH7BMRO®RES,

W 4) + IRIERSE TNV any Z— . v ) EYYERE 2R L LZERR (77U &
D?%//&LTIEZ%mgUWW\7%#VVUVKﬁ%ELT1@L%mm(ﬁﬁ)&
WZ7 V77— LT 1 30mg @ 3FZRFHZ 1 H 2 BIREOEE), AAFIOAKGEHKH

Hb5) 77V Aa~v AT e L T10H400mg (Jiffi), 7EXF U KFfmE LT 1R 750mg ()

1 H 2\ 7 HRERE D5,

H6) 77U Aaa~wA L L T1E200mg (Of), 7EFT U K E LT 1EH 750mg ()

1H 2087 BEREOERS (EROR

H7) 77V A~ L T1H400mg (i), 7EFT U K E LT 1[H 750mg (/)

1H 2087 BEREOERS (EROR




TEIR e 1% IR R .
8 77UV Am~A & LT 1E 500mg (Hii), 7EFT U K E LT 1 E 1,000mg
(F1fl) BOAAFF Y — & LT 1A 20mg @ 3HIAZFIC 1 H 2 A A#RS, K DKR
KM EI1X 800mg TH 5,
H9) 77V Ar~vA & LT1E200mg (). 7EXT >V LKFE LT 1R 750mg (7]
) XOXTFGRTZ—F )AL LT1E 10mg @ 3AlIZFEHC 1 B 28] 7 HERO#E
5
H#10) 77U Ar~<wA L LT1[EI400mg (i), 7EFXT Y LK E LT 1A 750mg (F)
i) BT _TZ =) ) yatLT1la 10mg @ 3FZFEHZ 1 H 210 7 HFERRO®K
5
W 1) B - FTEBEESICRBTANY ans X — - vu U EGYERE xR & LKA (7
ZYAn~A e LT1EBE00mg (i), 7EX VU K E LT1IE1,000mg ()
fli) XOXTFGRFZ = F FY AL LT1E20mg D 3HIEZFREFC1TH 2EEEAOKSE), K
A DO A E X 800mg TH D,

2) BefEi
VAR L

(5) B% - HIERIHB
AR L

(6) AR

) ERREREE (—RERRERE. BEERAERE. ERARELEAT) . WEEEET—
SR—ZBE. WEREEERERONE
WAL L

2) EBEME L TREFEONERERNE L 1-HE - RROBE
AR L

QI
AR L

10



VI.
1.

2

ERNEEIR(CREd HIEH
EESMICEESH AL AMRITIL S ME

TR A T, TEFAAELTIwA vy, ) AavwAfTry, FLT U Ry, X4
Y~ATr, BiRITh~A vy, Va3, ATV, ST AV, B F
A=A, mx AR

HE

 BRED & DB ORIEE « ZIRFIL, KRHORMCEEZSZRT L L,
RIFER

(1) YEFREBEL - fEFILR

18.1 {EFt%HF
HED 708 VAR Y —2D 508 7=y hEfEA L, EAAKRERETS 22,

(2)

1

18.2.1

18.2.2

18.2.3

EWNERMA 1T HHBREHE
8.2 EEERA
8.

hE%ER

7 RURRER, LUV ERER., MREREOHEIES 7 AR 2 -0, £ 7%7 (7
FGUNAT) e B T—V A A VTN YR, LT RTB, hroranssZ—g
BDO—ERD T T LR P 0 XT MR RNV T hay B AR, 7I9IVTRE Y, <
A aTFTA2RE W L angTIVTLRY LAY ay Z— . eal W ([ Chi#
TERZ R L, ZOERIIhO~ 27 a7 A4 RRFUEME LRSS ETHD (in vitro) ,

E ~FERBE 14 SIKERIEADIE B
RERENFERGEOTHENEZET DLW B, ~4axs7 TV L - TEULAaYy T Ly
7 A (MAC) * FOANY anxyxZ—.tnal 30 25 L CREE L VI (in
vitro) .

EMREREETIVICRT HER

v?X@H’EH%WF_ZQ& 22) ,23) ,25) ,26) ,32)\ &—FE‘K% 22) ,25) ,26)\ @@%&@%E 22) ,23) ,26) ,32)
ETMIBWTIL, 77V Aa~A o0 RBFRMBBITEE R, BN R %2R
7

(3) #EFRRIEERD - FiE
LB L

11




VIIL.
1.

EYENREICEET 518HE
e R DB
(1) AR EAML mobRE
LR L
(2) BREREAEA CHER S hi-Mehif i

16.1 MmeEE

16.1.1 ERixE
fEFERAIZ 200mg, 400mg (i) % ZEfGIFHLRIRE OB G- L 7o & & O Ml Hh i B
OENRTA—=Z DTN T D L 5 TH o712, 2B, FIEREIONRT Y 3o T,

{EIJ ,ﬁiﬂyz Cmax Tmax T1e AUC
g (u g/mL) (hr) (hr) (u g+ hr/mL)
AN (n=8) .
200mg Bioassay 1.16 1.9 4.04 8.98
AN (n=8) .
400mg Bioassay 2.24 2.7 4.36 20.30

fEFERLAIZ 200mg (i) ZZEJERFICHER ARG L, mEEiksr e~ 2777
(HPLC) {ETHIE L& Z A, Mg TITIIARZE AR K OVEMHAEY O 14 KB LR 23 X
ERIBAFE L, T DOAHEEIT Bioassay THIE 72 L IXIE—E L7z ¥,

16.1.2 REHKS
(ANYanyga—- N0 REAE)
TR ANICTEX ) vk, 7a bR F A e e x— L3 LT 400mg (£
i) % 1 8 207 HERERO®ZRE Lz E & OV HRE KO NT A —F OEIZL
FOLEITHoT® 9,

{,E\IJ ﬁiﬂfﬁ Cmax Tmax T1/2 AUCO'IZ
(u g/mL) (hr) (hr) (u g * hr/mL)
. B HPLC

A (n=7) 400mg, 7 EF KB 2.42 2.7 4.4 18.45
2 VKR 1,000mg, T H‘;LC
S } 1)
Y 75 —)L 30mg HFH e 0.97 2.6 8.5 8.87
A (n=11) 400mg. 7 &% HPLC
U KR 1,000mg, A A I 3.5 2.5 4.6 27.87
75— 20mg ff A EED AREALHE

HPLC o
S 100me. EM %2 KB 2.33 2.0 6.43 17.50
xov ) vk | B0 HPLC 0.82 2.5 D 9.71 7.65
750mg., 7 N7 7 AT
V= F hY UL - %ELC 1.99 2.5 %Y 4.49 14.03
20 G D PM REACIR

mg ’ (n:4) HPLC 7 4)

et 0.95 2.5 7.51 8.46
A (n=11) 400mg, 7 &% L;@f{sél{is 2.92 2.0 4.62 18.26
U KR 750mg. R/ LCE&S/MS
77 ¥ 20mg PFFEEEY e 0.88 2.0 7.96 7.49

1) ~Yanygz—.vn VEMECHTHKBNE - HETIE, 77V 285203 1 [H
200mg (METIS U T ER 400mg £ CHEEMET 22 &N TE D), 7EXF U UKMMIT
18] 750mg, v bR TA e X —O T XT3 —)LF Y 7 A 110 10mg TH D,
7 2) FFHIBESR T ~ 7 o — L4 P450 2C19 i fs 15
EM ; extensive metabolizer
PM ; poor metabolizer
7% 3) AUCo-- (g -+ hr/mL)
I 4) Rl

12



16. 1.3 ¥R F R
77V AuawA T8 200mg INPL) &2 U REE200 %2, 7o A4 —/"—jEIZL 0%
NFH 18 (77V) 2~ LT 200mg (Jffh)) EEER A M HE A B AR 0
Pe b5 U TP REALARIREE 2 E L, 507 REiiE T 2 —% (AUC, Cmad) IZ
DT 90%IEHE X BIEIZ THEGHIRIT 21T - 7245 5. log (0.80) ~log (1.25) D#iPHIN
Th V., WHIOEYZIRSIED MR ST 10,

H|E/NT A —H SEINTG A—H
AUCO-12 Crnax Tmax T1/2
(u g+ hr/mL) (u g/mL) (hr) (hr)
= o
77 IVARTA LA ga6t1 135 0514+0.223 | 2.05+0.58 | 3.60+0.81

200mg [NPI}
77 U ZEE 200 2.947+11.179 0.490£0.165 2.0310.41 3.51£0.85
(Mean=*S.D., n=20)

(ug/mL)

(Mean+S.D., n=20)
—e— JTUATTA Y EE200mg [NPL
o T AEE200

=
o

o
'S

VA ONCSUNFEE
o
(]

R

5

M E PRI DN AUC, Cmax HD/3T A — 213, BERE ORI, AR OTRIEEL -
RER S5 ORI L o TR D AIREMR H 5,

ONES
DR L

@) BE - HHAKOES

1) REOEE

16.2.2 BEDOFE
fEEEERE AT 200mg (Fffl) Z AR O#E Uiz & & o R IC L, BFEOMENT
LAERD NIRRT,

2 HREOLE
DR L

2 FWSEEBNINS A—4

(1) Bk
DR L

() RILERE L
DR L

(3) HEEEEH
AP L

13



@) D)7 R
PAN-L A

b)) HFTEE
MR L

(6) ZDith
PAN-L A

3. BEH REaL—ay) @Hhm

(1) fR¥rAE
BRI L

(2) NS A—ZAEFHER
BRI L

4. RN

16.2.1 NAFAFTRLZEYT«
ERERRAICIBNWT, 77U 2~ A U8Rl (250mg) 2RO & 5 L2 (2 FIH
E) LTV RAu~A LT 0 A VB E RN S LA ORY RIS T
A —Z B WG LTc, ZFORESR, REMED AL AT XA Z YT 11552, 55% Th
ST, FIEEIED R K> TEMR I DTEERHY (14 NAKBRILIK) 2& D72 /3T £
—HATRE RN D, 77 ) An~vA VRO ERIZIFZEIIRNI N TND Z EN
B EN Y (ST —4),

5. o
(1) ik —xRE Y@ E
MR L
(2) 1Kk —RBAEEEIPT @B
LR L
Q) Ft~DFITHE
VII-6. K€D =2 AT HHEEICET 21FE (6) &%3liF] OEZBM
4) BErR~DFITHE

R L
(5) ZOMLOBEA~ DB
16.3 7%

fEFER SR 2R 9, F1-, BEICBITDIWEE © . [EZ 5w W S0 T E
HIE LB R, Th 2N OMB~OBITIXERA T, MEFRE LRSS LIFTRUED
BIEZR LTz, £72, K 9, Rtk 9, AR © SoMEPRETIEE A EOFIT
MiETEEEZKEL EExbotz, 2B, b MLEEAKARIT 42~50% TH -7 7 (in

vitro) ,

(6) MIFEFHFER
VI-5. 5347 (5) % DHLOKRE~DEATIE] DHESM

6. 4t

(1) FEBIEML R R BHEE
B L

(2) REIZE5T 28R OP%) OHFHE. B5%
16. 4 (X

bt MZBT 2 EREWIL 14 MKBEIRTH D | IMIETICIIARZEIA SRR EFE L7 P,
ENFI e Y —2mHWE In vitro BREBRIZBWT, 77V RAn~<wA v 03FE LT
CYP3A TR#I &N Z &nESNTWS ™, [10., 16.7.1 ]

14



(3) WEBBHROERRUTOHE
LR L

(4) RENOBEEOERR GBI, FELE
LR L

T

(1) HEEnt B U488

16.5 HEtt
R A 200mg (J)4l) A ZEERFICHBIRE OB 5 L, Bioassay THIELZE Z A, #&
54 24 FE & T2 GED 38.3% M RHFA~PEIES Lz *Y ) JREICIZTEICREAR L ONE
PACHI D 14 NKERILIAA R D STz 3,

(2) HEitER
[VI-7. BEHE (1) SRS K ORI ) OISR

8. FIURK——IET B
R L

9. BNHFICKDBRER
EERR L

10. REDERERT HEE

16.6. 1 BHeEfEEHE
RS REIEF A &l 2 7R R OB RERR S A 1T 200mg (JUfl) ZZERERF R R OB G- L
g VT F=r )77 (Cer) &ZDERNENRE L OBIRZ G L7cER, B
K FIZEES T Cmax D EF-. Tye OIERE KLY AUC OIS Stz 9 (JEE
Bioassay), [9.2 ]

7 1/7?:::/7 U 75 A Cmax Tmax T1/2 AUC
(mL/min) (u g/mL) (hr) (hr) (1 g * hr/mL)
Cer=100 (n=5) 2.02 1.24 2.38 8.89
Cer= 50 (n=5) 2.15 1.89 5.74 21.69
Cer= 30 (n=5) 2.55 0.96 4.69 18.73
Cer= 5 (n=5) 3.54 1.48 6.13 36.89

16.6.2 E#ndE

HERIEBERO 66~82 1% (Y 72.2 %) Otk 3412 200mg (Fi1ffi) % Z2fE T
HEREO#E L, TORNEIEEZ et Liois R, @M A & D & Thmaxe Tie 1ZIFIE
Ak TIH > 7278, Cmaxe AUC 1T LN - 72 (HIEE : Bioassay), [9.8 2]

Cmax Tmax T1/2 AUC
(u g/mL) (hr) (hr) (u g+ hr/mL)
ik (n=3) 3.72 2.3 4.2 19.20

1. Z0ih

16.7 EWHEEERA

16.7.1 /in vitro RERRRIE
CYP3A, P-gp \Zxf 4 2 EMEAEZA TS 2, [10., 16.4 2]

16.7.2 74241
ERERR AN BT A7 4 U v % 400mg KONV T U Au~A 2% 300mg JFF L7=6E
R OHBHBETT A7 4 U OMiEFIREIE Cmax T 1.26 15, AUC T 1.19/% E5H-L
7 VT T AL 16.4% 080 L7 SFERHOICA B ZEITRD Sz o7z 9,
£, KEIMERIICT A7 0 U % 300~600mg/day T 1 H4y 2R OS5 L, HiC
77 Y Anr~vA T 600mg/day Z# 1 Hr 2 PG LR, PFH 7T HRRICBWTT A
74V OmEFREIIAE R ERAR L, [10.2 2]
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VITI.

6.

Zel (ERLOEESF) ICEYTHIER

ZERARETDER
BRE STV

ZESNBLTDERH

2. 2 (ROBHEIZIIEBRELLGWLNI L)

2.1 AANZ®E U CRBUE OB D & % B34

22 VY EVR, mAIXIVBEARE - BKD T oA A TR EALTFEY L, Pk K
TOTH I VAR, AR VXU N FU Ry MERRE, AL Lt bk
iy, eI FZERAABE, 227740 (T RIVA), v T By - BT T ¢
b, FhATVvaN A TNVNVF=T ANTZOUERE, RN TR (B o MER
M U Bk Y oA ETe) . AR SUTERRMEO~ > VR Y > BE o H Sl
M), VI RNUERE, TRV CERIE., T3V /v AV T 3l Y =0 ARiE
W, R AR v LTY, TEL=UE Y AR ALE A RFYINL T
PL=Uvr, nrr7yLr=7%&50h0HEE [10.1 K]

2.3 g I EEDH HBETaLe Frefkshoia [9.2.1, 9.3.1, 10.2 ]

SRER IR ICEHET BB LT DEH
[V-2. ZhHe I I BEE T 1R OISR

FZERUVHZICEET HTEEZFNDER
(V-4 AEROHEICEET A1EE] OHESHR

BEELEAMIE L ZDER

8. FELEXRMIE

8.1 RFNDOERCH T - Tid, MEEORBEZF 2o, FAlE U UESZMEE#ER L, ERO
BEREEVERE/NBOMB O®RGICE EDDH 2, [7.1, 7.3, 7.5 5]

8.2 i/, ILImERIED . EImPEE I, AfMmERED . BEERERIENR S bbb Z ERBH DD
T, EMIMICHRAEZIT ) 0 EBIEE2 212479 2 &, [11.1.4 ]

BENERZEITHEEICAT IEE
(1) AHE - BEREOHHIESE
9.1 BHHE - BEREOHHEE
9.1.1 thd< /054 FRERICH L TEBIEDBREFREOSH S EE
9.1.2 MEEDHHEE. BEHUDLMEDHDEE
QT #EE. L=#48H (Torsade de pointes # & 7e), [LEMEIZB Z T2 0nH 5, [11.1.2
P 3l

(2) BHEElEEEE
0.2 BHREEEEE
AR OMPEEN LRSI BENNH D, [16.6.1 & ]
0.2.1 BHgEERECOIEF U ZRE5hDEE
B L2WZ E, areFrompEE BRI PEERSHREI N TWD, [2.3,
10.2 /]

() FFHREREERE

9.3 FFHperEEERE
e E 2B XD 2 L H 5, [11.1.3 ]
9.3.1 FFHpElEERETCOILEF UEBREDDESE
BhHLenwz &, aveFromFRE ERICHE S PRERSHE I TnD, [2.3,
10.2 ]
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4) HEIEREEET HF
BRE I TR

(5) x4

9.5 14@
BT SUTEEHR LTV D ATREME O & D & MEIlCiE, 1R EOFRIEN G2 EF 5 &k &
NAGHRIZOREGTH L, BERT, BEWICHEERNO Db EHAEICK VT,
felREME (LIERORE, DHFH, BEERILES) HfEINTND,
ek, EAMCB T REBECRO L O lmENH D, SD 2T v b (15~150mg/kg/H) KO
CD-1 X~ 7 % (15~1,000mg/kg/H) IZHB T, ZHENREDICE R H Db D KE
HETT7 v MRIZICODmMEREFT N~ ABRICOBAPBO N, Tz, v
(85~70mg/kg/H) (2T, REMWIZEMEDNH S5 T0mglkg/ H T 9 FilH 1 FlIZRIA
HOMRWER LI, SR A, BHEICITEF TR 6ol
Fio, Ty M T An~wA vy (160mgkg/BH). 7> Y7 Z Y —)v (50mgkg/H) K&
OT7EXF U KR (500mg/kg/H) ZOFH#EL L7z ARIZB W T, REW TOEMED
HIR & & IR OB IHI ORI 5TV D,
IHZ, Ty MMz IR~ Ay (BOmgkg/HLL L), 97T Z— 1t MU DA
(25mg/kg/H) KOT7TEF VY KF (400mg/kg/ H UL L) % 4 ERBIGHAK S L=k
T, MECTREBRIEDOEADBD L TWNS,

(6) #=FLim

9.6 XF.Im
AR EOBEREROAREOAREZBE L, RAOMGSUIPIEZRET5 2L, &
FREFLPFABATT 5 Z LG STV 5,
P, BWER (T b)) ORI PREZ, mhEREOR 2.5 5 THER L,

(7 MR

9.7 MNR

AR E R R OV AE R Ao 5 & L 72 BRRARBR 1520 L T 7o uy,

9.8 BHnE

—RICAEFEREME T L TR Y, @OV RER T DB Tth b 5, [16.6.2 2]

y

RE/ER

AFNTTEL LT CYP3A [C kv Ef&hn s, £7-. &AL CYP3A, P-BEEAE (P-gp) ZHE
4%, [16.4, 16.7.1 ]

() HREEREZDER

10.1 ERES BRALGWLI &)

HEHN F BEREIR - R IE 715 W - fEpRIA T

FED R W QT it K . O = M R AR | AFlO CYP3A (Zxf

[2.2. 16.7.1 ] (Torsade de pointes Z&de) | 4 2 fHEMEMHIC X
FEOOLMERRWERDNH®E S| v ERSEK o/
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