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5 ok FW DOV EBILAR DN T IZEEAFAE L. Z DA EIEBioassay TillE L
Witwm | TH(5.5%) | BE REL ZI2—BL7B,
WAE(13.5%) | BLES B 16.1.2 RigiRs
oifogyes I T (AU H— - EOURBRE)
fE S fEERANICTEF ) VKW, 7O bRy I ey — LBt
% K=o 13 FI L C400mg (JJili) % 1 H2[817 0 B AR %S L 72 & & o F i i
T BERUHE/ST A= 5 OEUTO L) Tho 2D,
N g Crnax Tmax Tz AUCo12
;‘5:&” Bk (ug/mL) | (hr) (hr) | (ug-hr/mL)
AP A (n=7)400mg. HPLC
_ LS FEE Ly vokmm| kB | 22 | 2T | 4] 184
iRy IR ER A =yl 1,000mg. 7 > v 75 HPLC 007 )6 o s .
I ERERRE % FIERR % = 30mg s : ; : :
MG A 1A (n=11)400mg,
T = Sre TEXY LY LAMY|  HPLC .
JiHi iﬁﬁi: igffﬁ‘re L 000mg. o 275 7| Al 3.5 2.5 4.6 27813
LT k- ) v Lt WV 20mg i F D
LDILES - HPLC 2.3 |2.0% | 6.43 | 17.50
y-GTP L5 Wﬂéoimg\ | Eme | A : - ‘ :
ot IREREIBAE IRERE D ko P79 [HRLC 0.82 |25% |97 | 765
MY 7YX FER [JREELER 750mg. TN (A7)
BaL AT O - BRI 7= b | e | 1w 25 | aae | 140
5o R 1 420mgfk| PMT —~
7 e JHGED (n=4) | HPLC 0.95 |2.5% | 7.51 8.46
Bi% e : : : :
SR A (n=11) 400me, LC/MS/MS 0
QTHLE TEx YLy vokmm| Akfes | A9 |20 462 ) 186
PE 750mg, K/ 779 ¥ LC/MS/MS o
i?H{E/ 5 20mg b IS ey 0.88 | 2.0% | 7.96 7.49
M 5 EDAY T8y 5 — - En ) G (2 2 KEM - HETIR, 7 7Y Auw A
vl ¥ 13 11A1200mg (L E G U C LH400me ¥ CEAMET 2 2 LA CTE3), 7
T EF TV CAMWIFLAT0MEg, TO NSRS TAL L EY—DTRT T —

FHORIWEREEES - T 2RSS BT 2 REREEGCHE - 7o
b/+/74/tkﬁ #7//77/—w FAT TS =), TXT

=V M) AOYE) OKEROENERRABRBE(TEX V)
/Aﬂ%&01x77/ WD OB GO RD: - FEZ RO
WRFE R AR T &) 12D nTnd,

12. BFRRERRICRIEFTHE

ANYONH— - EOV RS
7//77/-» ENDTUNYRYTA Y =R T XY
) VKA. 7o) Au~A T Y EOHAYWE DR TR

_5_

NV bY T AIX1ELI0mgTH S,
FE2) TS F b 7 1 — AP450 2C195 (=17
EM ! extensive metabolizer
PM ; poor metabolizer
11:3) AUCo-= (ug-hr/mL)
4) Fr gLt
16.1.3 &E4FHIESE MR
7 ) A~ AT rER200mgl 7 A4 1L 7 F) A§E200% EE AT T
IZZENENLEE(Y 5 AT~ A ¥ 2 & LT200mg (FI1) ) 2215 s il i
OG- (7 0 A4+ —N—=) L, 47 ) 2a~ 4 3 VipE % il



L7zo o N3 WBEE/ X7 2 — % (AUC, Cmax) |22\ CReaHiiT %
1o 724 Ry WO FE RS DR S i)

FHHN G G R O S BRE ST A — ¥

Cmax Tmax Tz AUCo-2nr
(ug/mL) (hr) (hr) (ug-hr/mL)
7y AaxA Ty
5200mel 7 1 | 0.73+0.25 1.8+1.6 3.56%1.9 4.20+1.20
7 71) A§E200 0.81+0.36 1.3+0.5 2.9+0.4 4.33+1.23
(Mean=S.D.)
L2}
il 1.0
e —e— /52031 ¥ 2 §E200mg T 1 |
pX —-0-- 7 51) 25200
5 08¢ Mean=+S. D. (n=20)
J
2 it
o oo6f)
7 ~
?L 0.4 1
= ’ S
i
BEO0.2 B
(12g/nL) TV
0 msl 152 3 4 8 12 K 24
02" 5% Ok (hr)

MR 2 5 NCAUC, Cmax®0/85 4 — 13, WERE ORI, 1K
WOBRILANEL - BEH S O FREREAFIC & o TR LR S 5,
16.2 MUY
16.2.1 KA A T7PRASEVUFT «
BERAIZBWT, 75 A0< 1 ¥ v §#(250mg) % #E113% 5 L 72
WA QEHIE) £y Y Au~AL YT b VEREFBIRNES L
1A DY HRE TR /NT A — & & WG L7z o8, K&t
ROINA 7 RXA 5 T 41352, 55%Tdd - 7245, ) Al 8 %) 12
£ o THR S N2 (UATKEELER) = & E. W78 T X — 7R
RN S, 7)) AU~ A Y VIEROEGHIEZIEESICRNS T
% 2 EAURIE ENZD (W T — 5 )0
16.2.2 BREDE
TR A2 200mg (F7 1) & HEAIE 18 5 L 72 & & o i Fri i 12 1
BEROEENIZEAERD LN o721,
16.3 21h
HEHER I B DR, F 72, BEIIBUT HIEHED . [E L5 wim™
HAORITHERWE L 728 R ZNZNOMBENORBITIZBIFC. i
HIREE LSS L IEZNLLEOREZ R LIz, E720 BEY. Wb,
BRI SR DR R X & A E OB TR E 2 KA B E
bolze B, b MR AHII42~50%TdH - 72 (n vitro) o
16. 4 f'ﬁng‘j
B2 BREWIUAMKEALATH b I P I iERE bk L
fﬂiffbf:2°>o
t MFI 7y —2nxHvizin vitroidBRIZBWT, 771) Au~vA
VUIFEE LCCYPSATRE EN D Z EAHEENTW 59,10,
16.7.1=0%]
16.5 HEtt
TR BE % A 12 200mg (JI i) % ZE GRS (2 B A 4% G- L. Bioassay Cills€ L
7ol 2 A, B 524 F Tl G m 038 . 3% R AR S 7z
PRANZ I TV RZEAR K OTE PR O 1ART R BRI LAR A7 & 7220,
16.6 WFEDEREETIHEE
16.6.1 BfEpEE=EE
B REIE R A L Ml 4 70 AR OB R ERE 512 200mg (FI 1) & Z2E IR
FREOHS- L. 2 L7 F=v 2075 v A(Cer) & ZDIKNERE 2:0)[5%3
A Et L7, B0 T I TCCuax® 1A T12OER RO
AUCOENASZRS & 11723 (HI5EH: © Bioassay) o [9.22 1]

sVTI=Y Cons Toae Tis AUC
7T I LA (ug/mL) (hr) (hr) (ug-hr/mL)

(mL/min) e puerhr/m
Cer=100(n=5) 2.0 1.24 238 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
Cers 5(n=5) 3.54 1.48 6.13 36.89

16.6.2 SHmE

TR 7 HAEBE O 7166~ 8275% (1572 . 21%) O 2344 12200mg (i)
%%H§F$@‘fﬁ:‘j?15‘ L Z DOEPIBIRE & Miat L A 5, AT A &
WD & T, T1203 1 ZIZFEABETH 5 7255, Coaxs AUCIEHI S 20125
o 7259 (I E T - Bioassay)o[9.823ﬂﬁ]

Crmax Tmax Tz AUC
(ug/mL) (hr) (hr) (ug-hr/mL)
i E (n=3) 3.72 2.3 4.2 19.20

16.7 ZEYMEEIER

16.7.1 CYP3A. P-gplZxt§ A2 MEEH 2 A3 5%9,[10.. 16.4%0H]

16.7.2 A T14UY
R NBEIZ T+ 74 ¥ 2400mgh UF 7 51) A0< 4 ¥ >~ %300mg
BEH L 72458, BEHSHE TF A 7 1 1) O ILiE H#E FE 13 Crnax T1. 2615
AUCTLI9E FSH L. 707 T ¥ AlX16.4%4 L 7= 25%ca o A 51
RO LN po7Y,
i 72, AEYMEERICT A 7 1) ¥ 2300~600mg/day T1H 2325 1

¥5 L, HiZr 99 20~ 4 ¥ »600mg/day % 1 H 520 % 5- L 724

HBOBEHTHBIZBW T 74 ) v OIS TIEEIIAEE 2 A2 RL
729,[10.2%:H4]

17. BRFRRRIE
17.1 BMRURLMEICET 5558
BANEMNRE L ZHEERILEGRRZ GO MR RBOME Ik L B
NTHbo
NN H— - EOVRRSE)
17.1.1 B85 - THEBERICBIF AU INIY— - EOVURRRIEIC
X9 DERRUEIERRER
B - F IR B A anNy F— - ¥ a ) BEYERE ISR
HOEEMLERER, -7 BTy 5 2uv A vy oD
BosNni,

VRS AR (%) [Fxh 1]
i - T iEBEE B AN ) anNs s — - ¥y
JRYGAE (PRI )
(52 TT =V EOBEHOEE)D
I (400mg) ¥ 87.5 ( 84/ 96
(800mg) 2 89.2 ( 83/ 93
Rtz hie (400mg) ™V 91.1 ( 82/ 90

) ( )
) ( )
) ( )
(800mg) 2 83.7 (82/ 98)
CKE : 14 H B = 87.6 ( )
( D10 H B G) 83.7 ( )
COTH MG 90.4 ( )
(F AT T =)V DDA
H - IR )i (189/113)

)6 1 (116/143)
(800mg> ) 80.0 (116/145)
7)1 (106/110)

5 (138/ 48)

i <400mg>”°> 87.7 ( 57/ 65)
(800mg) 10 89.7 ( 61/ 68)

T AR (400mg) ™’ 83.3 ( 45/ 54)
(800mg) 10 87.8 (36/ 41)

AR CKE : 101 5 Y 86.0 (147/171)
CKRE : 7HE#S) Y 84.3  (140/166)

(BRI = 7 H R = 93.8 ( 61/ 65)

1) 27 ) Au~A L r & LTLE200mg (Ufii) . 7EF ) YR & LTl
750mg (i) X O°F » v 75— )b & L C1n30mg? 37 % [A#5 (21 H 2[117 H [
R

WH2) 7 I ) Auv ATk L Tl400mg (Fiffi) . 7EF ) YK & LTl
750mg (Jifii) X O°F » v 75— )b & L CT130mg® 37 % [Al1§ (21 H 2117 H 4]
R

HS) T TIRBESE BT AN any F— - ¥ 0 ) RYERE 2R & LR
B(z o920~ A4 Y rE LClA500mg(Ffli). 7EF> ) vk E LT
1 1,000mg (F i) 85 > v 75— )b & L T1H30mg? 3% % [A K 121 H 218
RO o RHENO KGRI K RIE800mgTH %,

H) T IR EEEIC B AANY aNs F— - En ) BIYERE R R L LR
RE(7 7)) A0~ A 2y e LTlu250mg (Jifili) . 7EF T2 YRAE L
T1IE1,000mg (Jifii) KO8T > v 75— )b & L CLRZ0mgD3#] % [6 #1211 H2
[R5 5-) o AN O ARG K & 12800mg TH % o

W#5) 7 9 ) Au~ AL v & LCUa400mg (i) . 7EF > ) »AKH & LTl
750mg (F3 i) . O F A 75— )b & L CT1l20mgd 3% % [ EF 121 H 20017 H R
5

#6) 7 ) Au~ A Ly LCL200mg (). 7EF ) Yk & LTl
750mg (F3Mli) X O F A 75— ) & L C1R20mg® 37 % [7 #5121 H 2[R 7 H f#
11955 (1IN 0> 3 B e A B R 5B

7)) Au~ AL r e LTUE400mg (JIfifi) . 7EF ) »KH & LTl
750mg (F3Mii) e N4 * 75— v & L CLE20mg? 34 % [F B (21 H 2087 0 B
14 5 (1] P 0 33 B 2 R PR Sl 50 o

W) 77 ) Au~A & LClH500mg (Jifli). 7EXT ) kA E LTl
1,000mg (J1ii) e 084 2 775 7 — )b & L C1II20mg? 35 % [FEE 21 H 2[R 4%
Geo RHN ORI 71X800mgTH % o

H9) 7 I ) Auv AT yE L TI200mg (Fifli) . 7EF T ) YK E LTl
750mg (Jifili) %K O°F X757 —)bF b )7 Ak LCLA10mg® 34 % [FAFFI21H
20017 H BRI S

W#10) 7 7 ) Auv A v v & LClald00mg (). 7EF T2 kR E LTl
750mg (Jfili) K O° 5 N F'5 =)L 4 k) 4k L CLR10mg® 3#) % [FEFI21
2017 H BIFE114% 5

FIDE - T TEBEESICB AN Iy s — - V0 ) KYERE R R L L7
ERRRER (7 9 ) 20~ A ¥ v & LCUaS00mg (Jfili) . 7€+ 2 v KA
& L C1E1,000mg (JIili) K O X7 5 — )b b)) Ak L CLE20mgd 37
% [ LH 20 %) o AHI ORI A #13800mg TdH % o

18. ZEpZIE
18.1 {EFEF
H# D70SY) KV — L D508 7 2= b LA L, EEAKEHET

2 36). 50) o




18.2 FEIB{EH
18.2.1 ME{ER
T RYERWIE, Lo EREE. MR OIS 7T A B R,
T T (TITUNRAT) - 77577~1)7\‘ LTIV YHE, LI
ATE A ERNY Y —REOED T T ABVEE Y, TN A b
L7 hay A AEY, 79 IVTRY. x4 a7 T AED Y <A
AN T LAED RN aNs 5 — - Ea ) O PR E 2R L
ZOERMbO~ 7 15 4 FRPLAEWE & RELULETH 5 (n vitro) o
18.2.2 & FERBEMUIMCIKEMLIADINE S
KEAERE ZBRAEOMW N EET L0205, x4 anNr 77467
o aary 7Ly 7 ZAMAC)P RN a7 & — - ¥y zxf L
WERZALR L D 55> (n vitro) o
18.2.3 EMWIRRETIVICK T B1ER
77}(@}]&5"“?\]’_}5@31) 52). 54). 55). 61) gl_F’_EdLDD 54) . 531 u?f‘%ﬁ%@gg&
irlM°EW%TW&%wTu\77UXD74//®§H&&%%
R T PN Y AW/ & 7

19. B ICEAT 2IBEEMAR

—fi%% : 7 91 Aa~< A ¥ ¥ (Clarithromycin)

& = :CAM

{24 © (2R,35,45,5R ,6R 8K, 10R,11R 125, 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-77bo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10, 12-hexamethyl-9-
oxopentadecan—13-olide

SFR - CxsHeoNO1s

DFE  747.95

Bl R 220~227C

‘s

MR BEOEREOHERT, RIEFHEV, TR b Iz ook
WZRRETRT L AF /=), ¥ 7 =) (95) LiFY = F v
I—FUIZEITIC L RITIBE A LB TRV,

2. g
PTP : 1008 (105 x 10) . 5008 (10§ x 50)
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21) FAE#ES(T®F V) VKM, T2V T =V (25

Z§£200/7 7 Y) ¥ v F§E200mg © 20004E9 1 22 H KRR, HI G EORHBE
%~ 3.(1))

_7_

22)

23)

61
62)

—

SAEFGAT X T D) YRR A AT T = VD (250 A
$£200/7 1) ¥ v F§E200mg © 20024E4 A 11 H KRR, B RE RS2
~.3.2).(3))

BAEFGAT X220 YRR, TRT T = ) g LB
(7 91) A$£200/7 7)) ¥ v F§E200mg : 20074E1 H 26 HA&GE, HIFS
BRI E2.7.6.1)

FAES5-(T B F 22 ) YRR, R T IH B (5 7 % v
78 20144F12 26 HARGE, AR EAIESE2.7.6.12)
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W 25 M AHRRER (7 5 V) Z$8200/ 27 1) v F§E200mg : 2007451 H
26H KGR, HIGHEAHEZE2.7.6.5)

KEGE AR (7 5 1) 288200/ 27 9V ¥ v F§E200mg : 200741 H
26H KGR, HIFEERHRZE2.7.6.6)

FEIP 55 MAHEER (7 1) A§8200/ 27 51 3 v F§E200mg : 20074E1 H
26 HAKGE, WRETERIS2.7.6.3)
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)
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