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11.1.12 EHMEEBIEERE® FEAY)

WMHER & LTRIB, BEDA LN, & SICIFHERERE,
U UONHEERE, BEMERBAIN. AFEEERMG S, BALY OoSERH
B2 BRMEOEE LBBUERYD SbI b 2 2D
bo PG IRE B IE. FEE ITARRERE 4 OIER AL
HECITEBIELT LDV HLOTIEETLHZ L,
1.2 ZOOEIER
(— R REGAE)
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R
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EiRIGE B
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BHRE VKRR IRE 0 [ P i R k5 O 33t B 5e 1 o0 {38 L R
HEOHEITHEINT VWS,
14, EHEDZXE

14.1 EFIZMHFEFEOIE

(#%)

14.1.1 PTP WD #HAZ PTP ¥ — F» S H Y L TR
THEIIRET LI, PTP v — FOEEKRICE D, W
IS EREEARA L. BIEEILZ B 2 L CHERREIR %
FEOBRELREIEEZHRT LI LD 5,

(FSq1>0v7)

14.1.2 FIFHB ORI TH 5O T, HEGEOIMEEZ BT, 2
GESTRIET 2 LEND LA IGEEICREL, T&
L E)ELLIHAT 2 EHIET L2 Lo F 7z, MR
TR IR L EHITHZ &,

14.1.3 BBUERCE (F L v ¥ Y a— 2, AER— VRS TRk
AT BT EDNET Lve ARSI B
T2 DBRNEFDHE L T B, WG CIRH L7228
F2iE, WRPEHT L 0D D,

16. EYEE

16.1 MARE

16.1.1 /NEIZ 5mg (i) /kg 219, F 7z A IZ 200mg.
400mg (Jrfifi) %20 ZEfEIRE HL I E G- L 72 & & o P39l ik



BEROENT A=Y DIEIEE16-1 D LI Thot. LB, ik
BONT S i3b oz,

#16-1  /NE - AR AICBU 3B T XA —F
AUC
WEE | G | o) | (5
o) HP%EC{Z@ 105 | 1.4 18| 354
ome/kg Hl;;g@ﬁ 0.98 | 14|32 537
%;1 g(“ =8 | Biassay | 1.16 | 1.9 |4.04] 8.98
Z%é;l g<“ =8 | Boassay | 2.24 | 2.7 |4.36| 20.30

16.1.2 £MFIRSEMHR

(M) vsvzOv1 2 8 NERAS0mg [4H 4]
o) 2ma<A Y yE/NBM S0mg [ & h 7 | &2 59 ZA%E50 /)
WHZE 70 AF — N—EI2 XD, ERART 224122 Eh
43¢ (759 20<A Y& LT 200mg (Fli)] % 22 cH
RS- Ly P00, #5858 0.5, 1, 1.5, 2, 2.5, 3. 4. 6.
8. 12 M UF 24 WL i KEEDR 2° & $R1fl L 720 LC/MS/MS 12 & )
WELZZ T 2a<A 2 Y OMBEPEEOHR KU/ T A —
IO EBY TH Y REHITICT 90% 15 HEIX [ % SR> 72 46
B CHE ST A — 5 OB DT D13 log0.8~logl .25
FEPHICDH D Wi O AW S IR SV SRR S 722l

(ng/nL)
000 - —e— ZIUAONA L ENER50me & 54 |
0 2751 ZGE50/NES
w00 - Mean=+ S.D.,n=22
ik L]
oo
N |
% 400 5
200
QL 1 1 1111111 ""‘ \\\\\ """ =
01234 6 8 12 24 (hr)

(S|
16-1 Mt ($t 50mg)
#16-2 HWBRE/ NS A — % (§E 50mg)

BHINT X
—%
tmax | tiz2
(hr) | (hr)

HENT X =5

AUC: (ng-
hr/mL)

Cmax
(ng/mL)

VAV DIV =t I N !

J 50mg [ 4% % | 4351.60+1284.171681.18+194.46|2.0%1.1|2.9=0.8

7 7 A%E50 /NREH 4469.99+1398.09|691.90£200.95|1.60.8|3.4£1.7

(Mean*S.D., n=22)

MR EE N OS2 AUC, Cmax 50785 A — 713, Bl o
P AR ORI KL - e[ 45 D FBR S\ & » TR 2 Wi PEAS
Hbo

(2) 75020%14> > DS/IMRA10% [4H4]

750 20<A4 Y DS/ARINI0% [FH5 |12 5)XAFFA
uy 710%NHE 7 o A d = N—i IS XD, REFERAS T
WHIZFNEN2g [ 5V A< A v e LT 20mg (Jifii)]
% 2NN HIER RS Ly B0, #8512 0.5, 1. 1.5, 2.
2.5. 3. 4. 6. 8. 12 JL TN 24 I BV i G R A0 © BRIM L 72
LC/MS/MSIZX DE L7227 ) 2a< 4 ¥ v DIk o
WRKMONT A=FIZROLEBYTHY . HEHENTIZT I0%1E
X % RO R, HE /N T 2 — & OO FE 021
log0.8~logl.25 OHFEPHIZDH V)« Wl O AW 20 [l S D3 HERR &
hf:ZZ)o

(ng/mL)

000 - —e— 7512031 DS/NEHL0%5 H4 )
o 7S ZRTA LTy T10% /N

w00 - Mean+S.D.,n=23

600

BERSE

400 1
200 l

0"\\\\\\\\\\\>
01234 6 8 12

R el
16-2 MAEHRE (K94 v ay 7 10%)
F#16-3 WYBRENRT A —% (FF4 0y T 10%)

24 (hr)

PR
HE ST A= 5 /%_";}
AUC: (ng+| Cmax | tmax | tiz
hr/mL) (ng/mL) | (hr) | (hr)

799y Aux4 ¥ DS/h

W 10% [ % % | 3104.39%1752.43|436.94£235.272.2£0.6{5.2+4.1
7

JIVARIA a7

10% /NI 3077.91£1670.10|451.35+238.86| 2.3 £1.4{3.8£2.0

(Mean+S.D., n=23)

MUAE R EE SR O AUC, Cmax 20/85 X — 1%, s ok
P& ARE ORI LS - WS O RERGMNC & > TR B W HEMEAT
Hbo

16.2 TRIR

16.2.1 NAATXLFEY T«
BHERAICBWT, 725 2074 ¥ 54 (250mg) % #E1H
LA QEE) 75 R2a<A4 057 et VR
RN L 72356 O SEW s R0 /8T X — & % JLlieas L
720 TORER, RERDNA FT7RALFEY F 41352, 55%T
o 72H%, PIEEE R K o THER S BIETECHEY (14 £
IREALIK) &8T5 A= FENTRERP S, 75 ) 27, ¥
VIO G BIFIFEEICRNENT VD 2 EPRIE S N2
G —%),

16.2.2 BEOFE
NI 10mg (Ufili) /kg % BRI G- L 72 & & o i ook g
I3, BHOBENITIEALBDONR) o 7220,

16.3 9%
TERERR IS BT BIEED) , $ 72, BB HIEED, JEH0
WD A DBATIE 2 W2 LR, 2o~ o817 1Z
BT, i) L WS LA IZZF R EOEIEZ R L2, F
7o B2 Rk, EERREE) S o MR TR EIZIZE A LD
BITMHHREZKRE L LEbol, B, € MILFEARKAE
1% 42~50%T & - 7239 (in vitro) .

16.4 X3
b MBS EAHWIE 14 KBILATH D, MFHPIIERE
btk L AZIB AR L7230,
v MFIZuv—2% iz invitroifEICBWT, 751 20
~ A4 YU IEFEELTCYPIA TR#END Z M ERT
W52, [10., 16.7.1 ]

16.5 HEittt
NI 5Smg (Il /kg & HIEFECHS- L. Bioassay Tilll
ELT & 2 A, 514 6 Wi F Tk G- R0 25.8%A R h~JEill:
Eh7e),
B A AC 200mg () % ZEREIREC B4 G- L7z &
Ay RIS FISREIAR T OTEEACH Y © 14 W KERILARAS
LY (WAt

16.6 HENEE&HT2EE

16.6.1 BHgeEEE
ERRREIE R 8 & A 4 e AR OB RERE 12 200mg (0fil) % 2
JERH RIS L, 2L 7 F=r 2079 & (Cer) £EZD
RNEYEE & OBIR & WG L7/ R, BRI T 12 - T Coax
D EF Tie OERE RO AUC OBIINASED S 7230 GRlsE B :
Bioassay)o [9.2 ZHi]

£16-4 7L 7F=>2)T7F5 A (Cer) LAANBEIE

rVTT=2 Come | Taax T AUC

POT7IE Nugm)| ko | o | KE
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




| Ca=5(m=5 | 351 | 148 | 6.13 | 36.80 |

16.6.2 =&
B LIERBO RV 66~82 1% (FH 72.2 %) OXMH 341
200mg (Jufili) 7% ZEfgime HmRE I8 G- L. & ORNENREZ Mt L
FoAE R, R LR D & Thaee T2 EIZIZFEETH o 7225
Cmaxs AUC 13 & 22 H 5 723 (%€ : Bioassay)o [9.8 &
]

F 165 RNBIE R T X — %

Crax Tmax T2 (ﬁic
(ug/mL)| (hr) (hr) ht/mL)
e (n=3) 3.72 2.3 4.2 19.20

16.7 EMHEEEA
16.7.1 RERRRIE

CYP3A. P-gp \Zx 3 B HIEET 2 A 5%, [10.. 16.4 SIH]
16.7.2 774U >
HERERANBMEICTF A+ 7 4 ¥ % 400mg K7 ) Au<x{ >
% 300mg P L7255 E. SRS HECTTF4 7 4 ) ¥ Ol ik
FE1E Comax T1.26 5. AUCTL.I9RLESA L, 2V T 5 R
16. 4% A L 72 25Ra TS B 170 b o 729,

T2 AE TR EBIRICT 4 7 4 ) ¥ % 300~600mg/day T1H
SF2RIOPES L, HICr ) Au< A ¥ Y 600mg/day % 1 H%>
2 BERIE S L2, BE 7 HHICBWTT+ 7 4 ) Y Ol
WA E S LR ERLEY, [10.2 BR]

18. ZExhIRIE

18.1 fERA#F
WE D 70S VRV —2D50S 722y FEfFEE L &AAKE
[ %36,

18.2 ZEIE(ER

18.2.1 HEER
TR ERWIE. LY EREIR, R o5 S T ARk
B3O, 57T (FTTUNAF) - HFFT—)A, LT
IUHW, LI ATIE, BHER, #r¥any sy —gEo—
%K@ 7*3 A@:I‘igfﬁ)%l)‘ 7 3 3 y‘TEQ)‘ -7,{ :{7"7 ;(‘-7E41),43)
RO~ Aanszsywh - 7Ty LaYT Ly s A (MAC) W
CHHER 2R L, ZOER Mo~ 7 05 4 FRIUAEWE &
P LETHD (in vitro) o

18.2.2 b FERBY 14 SIKB{LIFEDIRED
REARE ZEIFASEOMHNEHT LN, <L anz 7))
LA-T7EYLAaYyTLy A (MAC) 012k LTI R LA X
D 55 (in vitro) o

18.2.3 BYMREET LIS T 21ER
—\7r7;(O)HE)EW@%SW,SS)AO)ADAS)‘ E{F@@%Sﬂ,%),ﬂ)\ u?q&%%yikgé
FEIDIRADM) EF NI BNTIE, 75U 2u<A Yy BiFRk
MBATER R L, BN EERT .

19. BHRAICEET 2 BEZME
e USELY N/ I = g (4
(Clarithromyecin)

b4 : (2R3SASSR6RRIORIIRI2SI3R) -5 (34,6~
Trideoxy-3-dimethylamino- f -p-xylo-
hexopyranosyloxy) -3- (2,6-dideoxy-3-C-methyl-3-
O-methyl- a -L-ribo-hexopyranosyloxy) -11,12-
dihydroxy-6-methoxy-24,6,8,10,12-hexamethyl-9-
oxopentadecan-13-olide

5513 CasHeoNO13

o3 747.95

P IR Ao REORE T, RIEFE W,
T RIEZ BRIV AIZRRLETRT L, A ) —
W, ¥ =)V (95) XYV TF VLT —FIVIZHETFIZL
CL KICIFEAEBIT RV,

AL

Rl 220~227C

B 5 . CAM

BEREE : (a) B -96~-106" (BiAPICHI L7209 0.25g.
7+ b, 25mL. 100mm)

20. MRV EDEE
(F51>097)
BB 1 4% B TR L CIRAE S 5 2 &

22. A

(V29220712 8 MNERA 50mg [874])
100 $¢ [10$2 (PTP) x10]

(72028731422 DS/IMRA10% [4H %))
0.5gx120 @ [/3&. WHEHIAD]
100g [7'F7AF v 7. N, WRAIAD ]
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