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M) A OBE) OGO ENERABEE (7EF2 20 YKMP KO
AT T =V DOBHOYEO M - RO ERE & RR R L &
) ISV TWVS,

12. FRRRERBRICRITTE

(AN aNy a— - B0 BEE)
FGUIVTIS=NVEOTO N R TA Y =R TEFT V)
VKW, 7 F) Au~ A T VEOPUEYE ORI F R G4 T
%I, PCRBEIFLRABRO K ERE R ABIEVEIC 2 2 T HEMED D 5
72, PCRFIFLAREIC L ABBEHEEZTOHAICIE. Zhoo
A OF 5T % 4 BUBEORE T CTHEIET 2 2 E LT L,

14 BRALOEE
141 EZHZMNEOXE
PTP W DOFHIL PTP ¥ — b2 5W ) B L CHRIET 2 & 9 f7iE

5 ko PTP ¥ — P ORESKIZ & D B EE A EAY LR B A~ A
L. BIZi3gfle B2 LTRSS OEE 2 GHEZ f5ET 2 2
DB

15. ZODEE
15.2 FERRFREAER (CE D < 155
Ty MITEFT VY VKN (2,000mg/kg/H) &5 TS5
—)v (156mg/kg/H L L) @ 4 BEGEHBEORS L7zt RO A
ZNZTEFX TV AR (500mg/kg/H). v TS5 — v
(100mg/kg/H). 75V Au~<A >~ (25mg/kg/H) @ 4 HEHF
RIS L7 RER T, TEX 20 VKW & Hahd 5\ IL
WG L72B RSO ST WA DS, fE7EF T ) v
KA DR G I L 72 b DTH Y . KATHH L72d DTIE %A
W EPHEREI N TS,

16. LM BNRE
16.1 MeREE
16.1.1 BEKE
fEFE R AN1Z 200mg. 400mg (JIfili) % Ze Py B 4 5- L 72
L XOPIHMEREE R /8T A — 5 OfEIZLUTO LS Tho
7 B, EEREONT Y X 3R o72,

W Crnax Twax | Tie AUC

e (ng/mL) | (hr) | (hr) | (pg-hr/mL)
A (n=8) 200mg | Bioassay 1.16 1.9 | 4.04 8.98
A (n=8) 400mg | Bioassay 2.24 2.7 | 436 20.30

fle R A 12 200mg (FIMMi) % ZE RS R 3% 5 L. &l
fhrua< 257 (HPLC) HETHIELZE 2 A, MiFHIZIER
AR B OTH A B 14 RKBRALA 2 R IFFEFIEL. T D
£85I Bioassay Tilll5E L 720 pE & 121Z—F L 722,
16.1.2 RIEHRE
ANYany g2— - el BEHE)
fEERNICTEXF ) VAR, 7a bR T4 ey —
EPEM LT 400mg (JIfli) % 1 H 218 7 H B RERO#RS L7
L EDOEIMAEE R KT A —F DEIZLTO L) THo
726

Crnax Twax | Tiz AUCo-12

W5E]
B (pg/mL) | (hr) | (hr) | (pg-hr/mL)
HPLC
AL 2.42 2.7 44 18.45
% A (n=7) 400mg. | ANZEALHE
TEXF D) VKW
1000mg, 7>V 77V | gpLc
20 30mg B FEESEY it 097 | 26| 85 8.87
WA (n=11) 400mg. HPLC 346 25 | 461 07 847
TEXY U vokA | KRR
1,000mg, * X 77— HPLC .
V 20mg Pf FIE e 1.00 2.6 | 8.87 15.62"
HPLC
toome. | Ev | Rl | 28| 24|68 1750
TEFRZTY | (n=15) | {HpLC
>k A et 082 | 26 |971 7.65
750mg. 5 N P
AN %
M) 420mg | PM™ SRk 1.99 2.5 | 449 14.03
B Y (n=4) HPLC
Aoz 0.95 24 | 751 8.46

b&;]\ (n = 11) 400mg\ LC/MS/MS 2.92 2.0 4.62 18.26
TEFY V) vkAN | RELE ’ : : -
750mg, K/ 7T 2| 10/MS/MS
20mg Bk Fea

W1 ANV ANy y— - o) EREICN T 2 KEAE - AETld. 799 A
T~ AT 110 200mg (LEEZIE U C R 400mg F TR R T A 2
EHTED), TEXFTD) VARPIE LA 750mg,. 70k YRy TS Y
ey —0IRTFV—)bF )7 AL 1 10mg TH b,

1#2) NHCHEESE T b 21— 4 P450 2C19 s = 1-#

EM; extensive metabolizer
PM; poor metabolizer
##:3) AUCo= (pg - hr/mL)

0.88 2.0 | 7.96 7.49

16.2 BRI
1621 NAATRAZEY T«
EHRERAICBWT, 7Y Aa~A ¥ r§# (250mg) % #R11H%



HL72Wa QEEE) r9)2axf L rI s MEF Uk
%aﬂ)ﬁl’ﬁxff L7256 O MR /ST A — 5 & WBKE L
7oo FORER, REAAEDONA F T XA FEY T 11452, 55%
THo 7z FEGEERIREIC L > TER SN AWGERHY (14
RKBALIR) & 72/8T X — Tk Rr e, 79 1) Au~ A
IR G HRIFITE ST STV B 2k aRIE S e
(T — %),
16.2.2 BEOHE
T%H%ﬁfz/\ 2200mg (i) % BEEREOHES L7z 8 & ol
2k, BREOBENIEALRD N2,
wsﬁﬁ
BEHERL AN BT B . 72, BEICBIT2EEY . AEX 5w
W HEADOBAT l#%(ﬁUmLf%% ZNZNOMBA~OBITIZR
I, MG EE LRSS LZFND EOBEEY R L, /2.
BEE® R RS ST IR E & A X BT
EWHEEY REC EEbo7s B, b MIEEHME SR 42~
50% Td - 722" (in vitro)

(—

RRRESE)

1711 —fRBRE (ST 5 EARRARHER

Fe M RFSEIURAAE™ | 2% | R O SRR . R
BEA™ . A H R RSB R G 1Sk 2 CEE R
REEABRTAR OH MDD b7z,

roOOB 4 AR (%) [HHLLE]

2 FE RIS AR 76.7 (355/463)
FACME B BYIE . RAEVER R e, ) v %
(*ﬁ- ) oSE g, IR E. A - ?&1%&0*)

TR D YRk

R ERE S 819 (749/914)
( WABH - WRBHZS, mbkde, SRS, gt )
RS | AR B 42 O — I

16.4 S
2B 5 FAEWIE 14 AKEREECTH Y IiE P IR

RERIZREAE LY,

JRIE 9% 87.0 (314/361)
TEEE % 84.6 (121/143)
SR e e 66.8 (155/232)
(hH %, RISIER)

PR U AR RIS e 83.0 (254/306)
(BEFAMRL 2, B EIp 2, BH%)

Z DO G 100 ( 9/ 9

ICPTE BENREs . AR 79)

v MFI 70y —2a%HWizin vitro RERIZBWT, AFNEFEE L
TCYPSA TR SN D Z LG IR TWD™, [10., 16712
i
16.5 HEitit
TR A LZ 200mg (JUfili) % ZE RIS 12§ 4 5- L. Bioassay
THEIEL72& 2 A, #5557 24 B F TI2H 52 0 38.3% SR~
PRl S 472 R TSR R ONE IS 0 14 frk R
{LfEASERSD B 722
166 FENDERE2H T 28E
16.6.1 Bi#pEESEH
B PEREIE R L A e e R O E R REREEH 12 200mg (11l %
ZEERR AR %S L, 2 LT F =220 75 A (Cor) &F
DIRNENTE & OBIFR A MR L 729, BHRED I T 124 > T Conax
D5 Tip OWEE R OTAUC OBEINAED & 7z GlsEE:
Bioassay)®' . [9.2 Z:Hd]

B TBREE)
17.1.2 BRERBERSERE (T4 X) (SfF S HEME MAC EICH

¥ 3EARCBIERREER
TR RMERIEA SR BERE (A X) (2P $HEIE MACJEICK 5%
CHEEBRILEERG TR O A MDD H Tz,

D S AhEE (%) [ARILE]

TR RIS EAEWERE (A 212 BE D IRAEIEMACIE

HAR 500 ( 2/ 4)
CRE) (770  (114/148))

ANYangg— . Eal) BEE)
171.3 Bk - T=HRBEEICS T BAAV NI Z2— - EOUR

RAEICX Y B ERNR G BSHRRFHR
Bl - T BRI B 2 ans by — - ¥o ) EGUELS

35 “HEEMILEGER, 4 — 7V REBTARH OH AR &

n7z.

D S fahEe (%) [HRLLE]

Z 5 ;;f; Conee Tow | Tie AUC
(mL/min) (pg/mL) (hr) (hr) (pg-hr/mL)
Cer=100 (n=5) 2.02 124 | 238 8.89
Cer= 50 (n=5) 2.15 189 | 574 21.69
Cer= 30 (n=5) 2.55 096 | 469 1873
Cars 5 (n=5) 3.54 148 | 613 36.89
16.6.2 SkE

FEEGIEBRE DLV 66~82 1% (I 722/) O34
200mg (i) % ZEPEIF LIRS T3 5 L. %@ﬁil*@jlu\%ﬁiﬁb
T g, A L HRD & T Tie (ZIFIZFEBETDH o 7295,
Comacs AUC IZBAS 22225 72 ((Elm{f Bioassay)™s [9.8 %

7]
Cuax Tmax T2 AUC
(png/mL) (hr) (hr) (ng-hr/mL)
s (n=3) 3.72 2.3 4.2 19.20
16.7 EMHEEER

16.7.1 in vitro sXERELIE

CYP3A. P-gp (233 2 HEMEHEZ AT 5, [10.. 16.4 2]
1672547 1U>

TR A BT+ 7 4 U >~ % 400mg & A H#] % 300mg BEH L

Wit - BRI B A ANy s —
o) gy (BRREE)
(52T = EOPHOHE)™ ™

Hits (400mg) ’ff:f 87.5 ( 84/ 96)
(800mg) 89.2 ( 83/ 93)
A=Sidl iy <400mg>’[f;? 911 ( 82/ 90)
(800mg) 83.7 ( 82/ 98)
CRE : 14 H##%5)™ 87.6 (197/225)
CKE : 10 H##%5)™ 83.7 (103/123)
(el 7 HE#EG)™ 904 (103/114)
(2‘)‘77 V= E DGO »

QR iEl) tiy (800mg) ™ 788 ( 89/113)
<400mg>‘{fj 81.1 (116/143)
(800mg) ™" 80.0 (116/145)
(st - +iiaﬂ%iﬁaf%>'{fz> 96.4 (106/110)
GlEgtk - EiE) ™ 79.2 ( 38/ 48)

(FRT T —=F b 4L OB ORE)D
(Ehite (400mg) ™ 87.7 ( 57/ 65)
(800mg) """ 89.7 ( 61/ 68)
T AR (400mg) ™ 833 ( 45/ 54)
(800mg) ™" 87.8 ( 36/ 41)
B - TIRB RS CRE : 10 HFHG) ™Y 86.0 (147/171)
CREL: 7 HE#S) ™ 84.3  (140/166)
(B = 7 H BB ™ 938 ( 61/ 65)

TeRER. BEHSHHETT A 74 ¥ DI EE L Co T 1.26

%, AUC T 1 19 bR L. 2075 2 A% 16.4% 154 L 72 55

SIS EEEZIIED SN oY

ifm ﬁﬁi”ﬁ‘ﬁ% BT+ 7141 % 300~600mg/day T 1 H
G328 10#%5- L, AR 600mg/day & 1 H4r 2 RS- L7

fﬁ% BEH7HBEIZBWCT 4 74 ) v oluiEhigEizaEs

HERLEY, [10.2 28]

17. ERERR IR

171 BEMRORSM(CET 2 HERk
BN e L R ERILEGRER & O R RBROME L RO &
BHTHAH,

1)

*2)

1E3)

i1 4)

7o) Aaa<wA e LT 200mg (). 7EFT T 2RMYE
LC1[ 750mg (Jifli) KT > 75—k L1 30mg D 37
ZFFEZ 1 H 27 0RO

rg1) 204y e LT 1 400mg (O, 7EF T ) vk E
L1 750mg (Jifii) B >V 75—k LC1[0 30mg D 37H
Z[EIFEC 1 H 2007 HRE#ECP .

T IR BT AANY INS ¥ — - O ) RIRERE LR E L
e (790 20~ Y& LC1H500mg (Fifli). 7EFT TV
CARAIM L LC 1A 1,000mg (i) KkOYF v T I = LTl
30mg @ 3 F| & FFFIZ 1 H 2 [ IHS) o ARH O KGR K H #:1d 800mg
Thbo

T IR ERESEICB AN N — - KO ) ERYYERE E R E L
BERERER (79 2Au~A e LT 1M 250mg (FIili). 7EFT >
Y UKFIE LT 1 e 1,000mg (i) KOYT v TIV—vE LT



[ 30mg @ 3 #| % FEF 121 [ 2 [\ AT ) . ARHA O KER AN &L
800mg Td %,

E5) ) AuwA Y rE LT 1 400mg (i), 7EFT T 2R E
LT 110 750mg (JIfli) KUF X 75— )& LT 1 20mg D 3#| %
[AEHZ 1 H 2 [ 7 B RS

#6) 7)) AuwA e LT1E200mg (FIi). 7EFT T LAk L
LT 10\ 750mg (Jfili) KUOF X 75— )& LT 1H20mg ® 3#| %
[ 1 H 208 7 BREEORS (EN OB ERGEHERR R o

W7 oy Aa~YA Yy E LT 400mg (Ffl). TEFT U VAR &
L C 1M 750mg (Jifii) B4+ A 75— )& LT 11 20mg ® 3 # %
[FFEZ 1 H 2 [\ 7 H RS (EN OB EIRE B o

#8) r7)Au~<A e LT1H500mg (JMI). 7EXFT ) LK E
LT 118 1,000mg (FIfifi) K OF 275 =)Lk LT1IH 20mg ® 3 #
Z[EEEIZ 1 H 2 BRI G. ARFORZRR AR =1E 800mg Th 5.

9 royAT~YA T yELTLIE200mg (FIfli). 7EFXT T k&
L 1M 750mg (Jifli) ZROFG~NTIFV— v+ b)) rak L CT1H
10mg @ 37 & [AEFIC 1 H 2 [ 7 H RS

W10) 7 5)A0v A2y e LT 1 400mg (M), 7EF ) kY

& LT 10 750mg (Fli) BT NRT IV —=F YAk LTl
10mg @ 3 # Z [[kF2 1 H 2 117 H RS

H1D) H - TEREESEICBITAAY IS Y — - ¥ O ) RYERE R S

ELBRRER (79 20~ A e LT 10 500mg (JIfli). 7E
I U KA E LT LE1,000mg (Jifil) ROTNT T =) b
Uk LC 1A 20mg @ 37 % [ 1 H 2 B o AH| oK
R K1 800mg T 5,

18. FERhEE
18.1 {EARRF
MED70S ) RV —2 D508 72 =y FfEAEL, BREAAKE
MHE$ 2%,
18.2 ZIE(EH
18.2.1 E1EH
T HEE. LoV EREE. MRERREOHRM S 7 4
B 5045 (TT5UNRAT) - HFT—YR, AT
IUHHE., LIFRTE. Ao ¥uny ¥y —gEo—Eo s 5 A
[T RN NS NI P N B I8 AN/ A = AN
2 A ATFTAREDD w4 ANy Ty AED A TN
ryy— - ¥o)® CHEERHERL, FoEH Mo~ o5
A4 FRIUEME L FEULETH L (invitro) o
18.2.2 & M EREY 14 CLKELAEDIRE S
REAEL BIZRASEOHE N2 HT2Y 5, x4 ans 51
LT RaryTLy A (MACO)Y RUANY anNy y— - ¥
0% 2% LTI RZALE X D 85 (in vitro) o
18.2.3 By LEETIVICKT B21EH
7r7Z@HEHQW@‘@%WX50‘),52>,53),59)\ H’:‘FE&?}%W)'M)'SS)‘ u?‘%i%%@—%%
FEID 0S50 £ L BT, KO BT 2 MRS T A RO
L. BENRRERT,

19. B ICEET 2 E{LZAIENR

— R - 2 91 Au< A ¥ (clarithromycin)

{24 : (2R,3S,4S,5R,6R,8R,10R,11R,12S,13R)-5-(3,4,6-Trideoxy-3-
dimethylamino- /3 -D-xylo-hexopyranosyloxy)-3-(2,6-dideoxy-
3-C-methyl-3-O-methyl- « -1-7ibo-hexopyranosyloxy)-11,12-
dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-
oxopentadecan-13-olide (H /& 1ZHEHL)

W 5 1 CAM

(== Sie e

Q (H Bz HEH)

4530 ¢ CssHeoNO1s

i T47.95

K BEofFEEORE T, RIFFE. T b Frz ook
WAIZRRBETRT L, AF =, % /) —) (95) X
Y ZF NI =T VIZEIFIZC L, KIZIFEAEET
Vg

A 220~227C

22. A%k
PTP 100 §i [10 > 10]
PTP 500 §i [10 $E x 50]

23. EEXW
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10)
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12)
13)
14)

15)
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28)
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32)
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35)
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24, XEERERUVHEWVEDHEE

KIEBSGASH ATFA ANV, v Tr A= arbry—
T 170-8633  HLLUHB & 5 X 3-24-1

AL 0120-591-818

26. BLERTEES
26.1 ®EER5T
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LF) AE R MmN S



