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log (0. 80) ~log (1. 25) DHIFHNTH 0. WiHI D A= W12 £ B[R G P A3l
AINfz.?
(ug/mL)

0.16- —o— 7 ZYZ28XA > DS/NRAL0% [h—7]

—— 1 JFURARTA Oy T10%/NE
Mean+S.D., n=23

0141 LI FIT

0.12+
0.10+

0.08+

SR

0.06+

OC' T T T T T T
0 2 4 6 8 10 12
Fe 5% OR5E  (hr)

HIEINT A—S BEINTA—F
AUCo-12 Crnax Trmax Tz
(1£g + hr/mL) (1Lg/mL) (hr) (hr)
7712031 DS
ANETL0% [ —1 ) 0.615+0.326 | 0.117£0.059 | 1.74%+1.21 | 2.73+0.43
7IVARTA Oy T
105N 0.637+0.251 | 0.121£0.045 | 1.3940.78 | 2. 68=+0. 43

(Mean=+S.D., n=23)
ME PR ENNCAUC, CoadED/NT A—F 1L, #EE ORI, (RO REUEEK -
R DB AR T K > TR D REEN S 5.

16. 2 BRUR

16.2.1 NAATFRASEUT«
RERACBWT, 752071 3> S (250mg) Z&O#E
L8e QEBIE) &75Y20%A 2257 NES S E ik
W5 U= 58 ORYHERF/N S A —F 2B L, 208
B REBKDONA FT XA SEYF 11352, 5545 TH o705 HIE
W RIC K o THEBR I NDEERHEY Q4K k) 28507k
INTA—FBHHERNS, 75U 2071 2 3R O%B5%1FF5%
BITHNINTWD Z LRI N (T —5) .2

16.2.2 REDXE
/NRIZ10mg (J7 1) /kg 2 BRI O &5 L 7z & & DI i gz,
BEOFENIEALERDSNBND 2.2

16.3 ©%
RSB IR, X7z, BEICBITBRE. [EZIMMEAD
BATHZRE LIRSR, TN TNOMBANOBITIIRIFT, MmighiEE
EEED LIBZNLULOREEERLZ. £/ KE. Rk, LZER
PO IREIXIZE A LOFITERREZ KEL EEboiz, &
B, b MIEEARESRIZ2~505TH > 7= (n vitro) .~

16. 4 ftzt
b MZBRT B EREIIIIAMKEBEILATH 0, mFHITIEREA
L FIFRIBEIEL 2.3
EMFI 7Oy —AZBAWn vitro ERICBWT, 752031
PR FEELUTCYPIATRHEND ZENWEIN TN D, 3D

[10.. 16.7. 18]

16.5 HEt
/N EREIT5mg (J1fh) /kgZ HEIFE 4% 5- L. Bioassay CHlE L7z & 2
A, PO XTI 5B 025, 84 R Akt X 172,39
7B, HERERR AI12200mg (1) 2 28R BRI O 5 Lz & 2 5,
REITIE IR R OB PR D 14407 KB (LR 2538 5 /i, 3D

16.6 HEDEREZFTHEE

16.6.1 BHEEREEE
BHEREIE A &4 TR TR O BAERERE 12 200mg (F11i) 2 22 g IRp B
EREO#S L. ZLT7FZ>27U752A (Cor) &2 DENEIEE
DOBBRZBRAF L 2R, BHEAEDE FICE> TCnax® L. TieDEE
ERUAUCOBEMAEED 517 GHIER: : Bioassay) .3 [9. 28]

At Conax Tinax Ty AUC
(mL/min) (1t g/mL) (hr) (hr) (¢t 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 SihE
HEREABRREDRN66~825% CE72. 2i%) DLZ1%34412200mg (7
filf) ZZ2ERF AL O 5 L. 2 OIRNEIRE 2 Rt U 72 f5 50, f@BER
NEHARD ETmaxe T2 FEFEETH 5720 Cmaxe AUCIEE] S0
@M= (HIE: © Bioassay).3® [9. 8%:MH]

Cnax Thmax T2 AUC
(1£g/mL) (hr) (hr) (4 g« hr/mL)

i (n=3) 3.72 2.3 4.2 19. 20

16.7 EWHEEER

16.7.1 CYP3A. P-gpiZxid 2MEEMZHT 5,30 [10.. 16.45:Hd]

16.7.2 74U >
fREERANBIEICT A 70V > 2400mgh 7 S 20X A > 2%
300mgPfH L7=f5, PERSHETT A 7 1 U > DI IR Crna T
1.26f%. AUCTL 19 EH L. 7V 7 T > X316, 4%/ U 7= hvHia
WHBEZITRD NN TP
F-. QETWEBRIZICTA T 11 > %300~600mg/day T1H 5324 1
BEL, HIZZ 5 2071 3 >600mg/dayz 1 H /726t H#% 5 L /-4
BOOFATHEIZBWTTA 710U > ofiEHREIAEER ERERL
7.9 [10. 2]

* 18, By EEIR

18.1 e
HEDT0SYRY —LD50SH 712w hEfEA L, EAGKREHE
@-6036).37)

18.2 FEHEER

18.2.1 HiEER
T RUKERE. L O VEERE, MRAREOIrSEY 7 ABERE. €
%7 (TI2NAT) - HFF—=URX, A TNITOHHE, LY
FTxSE BHY%E. hoEaNsy—@EO—H DT S5 ARER.
DIIVTIE XA AT IARBRORA AN TUT L - TEDY
LTy A (MAC) WZHiEEAZRL. TOEMIMO< Y
051 RAFUEWE ERZLLETH 2 (in vitro) .38~




18.2.2 & FERBMACIKELADINE S
KA EIF iI_J%‘P(DfljJ’&ﬁ@”éﬁi RAANTTITL =T
EonarTLy A (MAC) IZH U TIdRA AL D IFN
(in vitro) 0.4
18.2.3 EMMIRRLETIVICH T B1ER
XA DERENERG, TR, IEREREYEE TV ICB N T

25U ADRA L > O BAF KBTI B L. B 2R R
j‘o 38),39), 41), 42), 46)

19. ﬁxﬁﬁiﬁu‘kﬁﬁ?’éﬂ{t—?—ﬂ’]%ﬂﬁ
S

CHjy

—f# 75 20< 1 2> (Clarithromycin)

k%4 : 2R,3S,4S,5R,6R,8R, 10R, 11R, 125,13R)-5-(3,4, 6-
Trideoxy-3-dimethylamino- 3 -D-xylo ~hexopyranosyloxy) -3-
(2, 6-dideoxy-3-C -methyl-3- O -methyl- a -L-ribo -
hexopyranosyloxy) -11, 12-dihydroxy-6-methoxy-
2,4, 6, 8, 10, 12-hexamethyl-9-oxopentadecan-13-olide

53 ¥+ CssHeoNO13

TR 74795

R EI%OD#EHHTEEO)%‘*'C KiEEW, 7 b XiErooRy

TRRETRT L, AY /=), TF /=)L (95) I

Iﬂ")lxl—?)l/lt‘?%’ibﬂz <K<\ KIZIFEAEBTIRN,

Al 220~227°C

22. A
(20RO > i/NRAMg Th—71)
1004 [10%£X10 : PTP)

5008 (10450 : PTP]
(ZZ9Z20%4 2 DS/INEA10% Th—71)
0. 5g X 1204 [/341]

100g NS, #EFIAD]
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