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A (13.5%) T OB ELIN 16.1.2 REKRS )
ety i S (ANYTNYH— - EOURBRE)
feE R B BERANCTEFS Y VK. 7o bR 74 e sy — Lt
ot W1t I L -C400mg (/7f) % 1 F1 20017 F BB SURE 155 L 7 & & 00 S i
| T R OEIRT A= DI T D LD Tho 722020,
gt 1H- SHI Chnax Trmax Tz AUCo12
;5;';;}&; ek (ug/mL) | (hr) (hr) | (ug-hr/mL)
N A (n="7)400mg. HPLC
_ ARAR Fax v wokmm| KB 2.42 2.7 | 4.4 18.45
iikid T ks A N 1,000mg. 7 >V 7 7
vome HPLC 097 | 26 | 85 8.87
IR PR % e L M) - i '
NS A (n=11)400mg.
o = RN TEX VY VKM HPLC )
JFP L ﬁi??: AEIUP}{/:; . L. 000mg. 4 AT 5 Ie| Il 3.5 2.5 | 4.6 27.8™
LTk il )V 20mgf Tk
LDIES : HPLC 233 |20 | 643 | 17.50
y-GTP. L5 ﬁk/\40(;m%\ | EM Ak : : : :
Z ot PR I TR B DTk, @=® [ HPLC 082 l2s%]| 071 | 768
Ny Z YRy FER |JREE RS T50mg. 57 f'&;&ﬁ#éj
WAL AT O — L k| B 7w F b | e | 1 250 | 49 | 1408
= b R 1 420mefk| PMT —~
i e JREED (n=4) | HPLC 0.95 |2.5% | 7.51 8.46
EolEs NG iRZ ) ) ) )
FEE A (n=11)400mg. LC/MS/MS i
QTEE FExs vy okmm| A | 29 |20 462 ] 1826
By D 750mg. K/ 7T ¥ LC/MS/MS .
e T 20mgff FiFs | 088 2.0 | 796 | 749
T -5 FEDAY a8y 5 — - Co ) GRS S 5 KZRAE: - AT, 29 Aa< A
[+ L3 ¥ 213 11A1200mg (L E TG UC LH400me ¥ CHAMET 2 2 LA TE3), 7
5 EFT VY YAMPIEIETOMG. TH R YRS TA VR ES—DFTRT T —

KHORIERIZHES - T Z8RBEGICB T 2 REHEEGCHIGH : 7o
PR TA Y =TT T, FATFT =, TS

— )V M) Y A OHE) OEBEEO E N ER AN (T EX T
YIKH R NA AT T = v EDBROYE O - HaAERO g
IRFE R R R T &) 12DV T b,

12. EFRRERRICKIEFTHE

NUONTH— - EOV BRI
FUITIT=NEOTA RN R T e Y =R T EX Y
K. 7o) Aa< A Y EOYAEYE OB R

VR AF1EI0mETH o
2) FFACHEE R 7 b 7 1 — AP450 2C19E (R 17!
EM : extensive metabolizer
PM ; poor metabolizer
11:3) AUCo-= (ug-hr/mL)
4) Fr gLt
16.1.3 &E4FHIESE AR
771 Auax 4 Y rEE200mgl EMEC)E 7 7 ) A§E200% ., 7 0 A4 —
N—EIC X ) FnENnLsE (2 9 ) 2Aa< A vk LT200mg (JI) ) i
BERL N RIS AT B e G L Tt o 7 ) 2a~ A4 o Vi

_5_



BEAMGEL, 5N EYEE/ VT 2 — % (AUC, Cna) 22 WTHERT
BT %47 > 7o Ad Fe s WHI O LE YR [ S SRR S 72,

HEST A=Y SHEINTA—F

AUCo-24nr Comax Trmax T2
(ng-hr/mL) (ng/mL) (hr) (hr)

VAN = e g

4£900me EMEC | 4049.1+1461.5 | 642.5+159.4 | 1.65+0.67 | 2.84+0.46

2 71) Z$E200 | 3869.3+1198.4 | 621.1+160.9 | 1.83+0.82 | 2.96+0.77

(Mean £S. D., n=20)

(ng/mL)
800 -
I —I— 91 204 $£200mg [ EMEC
38 Qe 25 28200
d 600 4
2 Mean®S.D. (n=20)
7
D)
A 400 i
=)
< !
4
v
> 2004
i
Ji£ 4
0 4 8 12 16 20 24
BE (hr)

1§ SR DT MR R EEHES
TMAERREE 2 5 NIZAUC, Cmax® D /8T 4 — & 13, WEE ORI, 1k
WOBRIUAIEL - RS ORBREMIC L > TR A WREEDL D %,
16.2 MRUR
16.2.1 "€ FT7RASEUFT «
BHERANICBWT, 77 Aa< 4 ¥ Al (250me) % & %5 L 7:
WEQEME) £ S 2aax A Yy Ty b EF VR E BIRFES L
T2 DI EFE RN T A — & & EWRET L7z. 7 ofEH, KL
KDL FTRA S EY T 11352, 55%Td - 7275, Al Emsh 41
Lo THR S N B EEACH Y (LANKERILIR) 2 &6 72785 A — 5 fEHT
RS, 7702034 ¥ VIERIOEGRIFIFESIDRIN S L Twn
5 2 EDIRIEENTD (HEIVT— 5 ) o
16.2.2 BEDHE
FEHE K A 2200mg (F3 i) % B AR P 5 L 72 & & oo dfiniil il R L2 1
FHOFEPITEALRD SN H 5121,
16.3 £
TEHERR NI BT DUERED, F 72, BEICBIT DIEHED, SUE 5 mm™
EAOBATIEZ WE L2, 2NN OMBA~OBITIZ BT, i
PRI LRSS L G NDL EOREEZ R L7z Fo0 BEO. Rk,
BRI S D M R R 11T & A OB TCIIE A K& L E
boize B, b MIEEEMREAEIEZ42~50%Tdh 72 (n vitro) .
16.4 {34
t MIB 2 ERHPEANKERILARTH D o i iz E R bk
IR L7220,
v hMFZ7ay—2a% Wi vitroiBRICBWT, 79 20<xA
T UIEFEE LCCYPSATRA EN D Z LA HE S Tw59,[10.,
16.7.1=H]
16.5 HEftt
fRERRE 1% A2 200mg (I ) % 228G |2 HLRIRE 4% 5 L. Bioassay CilllE L
7ol T A F R4 F TSGR D38 3% AR R AFE S 71,
JRANZIE N ARZAR K OTEEAE O 1ARKIR LR ATTRD & 722,
16.6 {HEDEREFIDEE
16.6.1 EHaElE=H
BB IE o LA 4 2 B O B AR R 1 2200mg (F1 i) % Z2 B F
RS- L. 2L T7F=> 2075 2 A (Cer) &% DIEPHBIHE & DR
B2 BET LR, BRI T I2fE 5 TCuux® EF. Tr2D LR J U
AUCOENINASFED & 1723 (M5 © Bioassay) . [9.221]

A4 Conee Toae Tue AUC
7T 2R (ug/mL) (hr) (hr) (ug-hr/mL)
(mL/min) Hg/m. d d g hr/m
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 SHp&
T 7 AR O 72 66~ 827% (3572 25%) O 1344 12200mg (i)
% ZRERE R ARR P G L. 2 OMRNEIE % et Lok R, R A &
W% & Toasy T120ZIFIZFABETH > 7255, Coase AUCIZHH S 20127
7ro 7259 (%€ H: © Bioassay) . [9.8%: ]

Chnax Trnax T2 AUC
(ug/mL) (hr) (hr) (ug-hr/mL)
i (n=3) 3.72 2.3 4.2 19.20

16.7 EYHEEIER
16.7.1 CYP3A. P-gplZxt3 A MEEH A3 5%9,[10.. 16.4%#]
16.7.2 TF 74UV

fERER N BT+ 74 ¥ 2400mgh N7 5 A0~ £ ¥ %300mg
BER L7285, BEFISHB TTF 4 7 4 ) » O ML{E 1 B2 13 Crmax T1. 2645
AUCTLI9E ESH L, 2707 5> A1316.4%6 4 L 72056 st IIC B 5211
RSN o720,

F70, [RETMEBIRICT A 7 1) ¥ %300~600mg/day T1H 473258 1
5L, HIl27 99 20~ 4 ¥ »600mg/day % 1 H 53208 %5 L 724
FEBHTHBICBWTT A 74U Y OIMERREIIAEE R EAZRL
=9, [10. 2214

17. ERPRRLEE
17.1 BERULRLEICEHT 558
WAz SR e L ZEERIEEGRR T & O R ABROME XKD L B
DTHbo
(NN H— - EOVREEYE)
17.1.1 BB - TZIRBEBICBIF DAV INNU 5 — - EOVRRRAEIC
X9 D EARUESEERER
HiE - T TIEBEEICB I AAY anNy y — - ¥ a0 EEEE ISR T
L ZHEEMILERAR, AT BTy ) Au~ A vy OF AR
RO LNTz,

BB & AR (%) [FRIELL]
B - +oREEG I BT 2N ) anNs sy — - EnY
JEAE (BREER)
(52T — )LD OYE)
Hif (400mg) =V 87.5 ( 84/ 96)
(800mg) 89.2 (83/93)
TR (400mg) Y 9.1 ( 82/ 90)
(800mg) 83.7 ( 82/ %)

CRE © 14H f4%5.) ™ 87.6  (197/225)

CRE: 100 ff455)™ | 83.7 (103/123)

(el - THH )= 90.4 (103/114)

(F AT 77— L DRFHOYE) ;
(= I i< e (800mg) ™ 78.8 ( 89/113)
(400mg) =9 81.1 (116/143)

(800mg) ™" 80.0 (116/145)

(ot - 1B ) ™ 96.4  (106/110)
(ot - i) 79.2 (38 48)
(FXTFT =T b7 AL DUHOHE)O
H ikt (400mg)™ | 87.7 ( 57/ 65)
(800mg) ™| 89.7 ( 61/ 68)
(400mg)™ | 83.3 ( 45/ 54)
(800mg)#19)  87.8 ( 36/ 41)

S

(E I e CKIE - 10H BH5) ™0 86.0  (147/171)
CRE © THREES) ™Y 84.3 (140/166)
(BRI : 7H S =0 93.8 ( 61/ 65)

HD77) Aaax ALy LClm200mg (i), 7EF 20 KR E LCLH
750mg () KO85 v 75 —)v & L Cla30mg D37 % [k 21 H 2[a7 H [
%S

2) 7 9) Au~<A ¥ v LClUE400mg (Fffi) . 7EF > ) »okfp & LClia
750mg (i) K 0T > v 75— )b & L T1E30mgD3#) % [7 k121 H 207 H
EEmE ;2

) FTIRES IS BIT A aNy F— - C0) EYERE 2R & LR
Bi(z 9 Aaa~A e LCLES00mg (i), 7EF ) vk E LT
11811,000mg (J3fi)) e 85 > v 75— v & L T1E30mgD3#] % [7 #5121 H 218
RO o ARHN DGR A 1E800mg T % o

) T TIRBES SIS B AN anNs F— - 0 ) BYYERE F R E LR
MR (7 91) 2u~ A vk LClh250mg (i) . 7EX >0 YKRE L
CT1M1,000mg (Fii) % O°F > v 75— ) & L T1A30mgD 3% % [[ k121 H 2
IR S) o AR OFKFE I 1#12800mg TH % o

15) 7 ) An~A & LTLUA400mg (Jifii) . 7EF 2wk & LClia
750mg (Jl) L O A 75— )b & L CLE20mgd 37 % [A] R (21 H 21007 H %
[WES 252

#6) 7 51 Au~< A ¥ v LCUA200mg (Jiffi) . 7EF> 2wk E LClia
750mg (JIl) e US4 A 75— v & L CLE20mgd 37 % [AHF (21 H 20817 H %
1455 (] P 0 33 R 1 W PR Sk B o

ED 7 ) Au~A Yy LTE400mg (). 7EF T ) vokR L LTl
750mg (F) K OSA A 75— & L CT1I20mgd 34 % [7 1121 H 2017 H i
5 (N 0 3 55 I8 B B R 3R o

H8) 7 7)) Au~x A Ly & LClEB00mg (i), 7EF 2 K E LTl
1,000mg (JIilf)) J U084 2 75— v & L CTLRI20mg? 37 % [ 121 H 28 4%
Geo RFNOKRIK A7 1E800mgTH %o

9) 7 ) An~A L& LTLUA200mg (Jififi) . 7EF 2 kP& LCliE
750mg () K VT X T 5 —)vF k) v 4k LT1E10mgD3#] % k211
2087 H B 5

#10) 7 9 ) Aa< A ¥ v & LCLE400mg (). 7EF S 2 AR E LTl
750mg (Ji) e 8T RT 5 =) k) 7 A& L CLR10mg? 3] % FEEC1H
20817 H A5

FEIDE - FEREEBSIC BT AN aNs y— - Yo ) BHERE LR E L2
BRI (2 5 20~ A 2 v & LCLUA500mg (Jififi) . 7 EF > ) kMY
& L CLAL000mg (J3fii) B OV _T 5V — )b b 1) Ak L TlE20mg D35
% [T H 2[5 85 o ARHA O FKFEFKH 2 13800mg T % o



18. ERHEIF
18.1 {ERERF
MW D70S) RV — 20508 7= b EfEA L, EAAKZHET
536). 50)0
18.2 FIE(ER
18.2.1 HE{EA
7 RYERREE. L ERBR. M RERE ORI S T A B R,
TR T(TITIYNAT) - NI T—=YA, A VT VIZUFH, LIF
FTIE. BNy F—BEO—ERD 7T AEWEY Y, XT Ak
L7 v AES, 25 3ITVTRD, vA a7 ATED W <4
AN TN LB TN ANy F— - Ea ) O BRI E R L
ZOEMIIMho~ 7 a5 4 FRPUEWE & RS LETH 5 (n vitro) o
18.2.2 & bERBMMIKESLIADIRED
REAER L ZBRAFEOMW N EET 200, x4 anN7F7)Th T
oy aary 7Ly 2z AMAC)P RN anNs & — - Ea )0 xf L
TR X V) 55\ (n vitro) o
18.2.3 EMIRAETIVICK T Z1ER
< r7 A mﬂgﬂgmg,—éﬁ%ﬂ) 52). 54). 55). 61)‘ RZ‘FI,—‘%%SU 54). 55)\ ﬂ?%%%@‘g%
FESD 9229 SV T Iz BB, 7 T ) AT YA Y YO BITF R MR
R LD, ERRRE R,

19. B ICRAT HIB{EEHNAER

—f% : 7 5 Au <A > (Clarithromycin)

B 5 :CAM

{b%% : (2R,35,45 ,5R ,6R ,8R,10R  11R,12S,13R)-5-(3,4,6-Trideoxy-
3-dimethylamino-f-D-xy/o-hexopyranosyloxy)-3-(2, 6-
dideoxy-3-C-methyl-3-O-methyl-a-L-r7bo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10, 12-hexamethyl-9-
oxopentadecan—-13-olide

2FI  CssHeNO

DFE 74795

B R 220~227C

‘e

M R AEOEEEORET, IEFHE V. TR M iE ook
IZRREITFR T, XAF /=), 2% =V (9B5) gy =F )
I—F)VIZEITIZL L KISIEE A LB T RV,

22. 2%
PTP : 100$E (10§ x 10) . 5008 (105 x 50)
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