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12479 2 ko 1114 2]

9. HENEREEFIHEEZICHT IR

9.1 &HHE - BIEEEDH 2 BE

911 D~/ OF 4 RREFNx L CEBENERTENH 5 8E
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TR L3, 7EF ) AR % Bhd 5\ I3 B
PG L 2B R RO b T WA DS, R 7 EF V) v
KA HERRIHTH L2 0 TH ). ANTIHH L b D Tldk
WIZEPHERREI N TV D,

16. EMERE
16.1 MEE
16.1.1 BEHRS
e HE B A2 200mg, 400mg (F3i) % Zef Iy Bl 3 5 L 72
L XD MBETERE R OE/ST A= DEIZLUTO L) TH-
729, B, K ONT Y F3A s o7,

Wi Crnax Tiax | The AUCo-12
e (ug/mL) | (hr) | (hr) | (pg-hr/mL)
HPLC
ol 242 | 27| 44 18.45
B A (n=7) 400mg. | NAILHE
TEF D) VAR
1,000mg. 7>V 77V HPLC
— )V 30mg B Y ey 0.97 26 | 85 8.87
B (n=11) 400mg, | HPLC 346 | 25 | 461 |  27.84%
FEXL LY kR | REMLE
1,000mg, # x7'F'— HPLC .
)L 20mg fE I et 100 | 2.6 | 887 15.62°
HPLC
W\ doomg. | EM® | KA 233 | 24 | 643 17.50
TEFZTY | (n=15) | WHpLC
Lok f W Pt 082 | 26 | 971 7.65
750mg., 7 N\ HPLC
77T N 199 | 25 | 4.49 14.03
N A20mg | PMP | RZALH
B B (n=4) HPLC
et 095 | 24 | 751 8.46
HA (n=11) 400mg. |LC/MS/MS |y g0 | o0 |6 18.26
7EF Y L) Lok | KA
750mg, K/ 77 1 c/MS/MS
20mg PEIEEE e 088 | 20 | 7.9 7.49

e Chnax Toax | Tiz AUC

’ (pg/mL) | (hr) | (hr) | (pg-hr/mL)
B (n=8) 200mg | Bioassay 1.16 19 | 4.04 8.98
A (n=8) 400mg | Bioassay 2.24 2.7 4.36 20.30

TEFE R I 200mg (JIfii) % ZERE IR I HE RS ¥ 5 L, v i
fhru~ 2777 (HPLC) #THIE Lz E 2 A, MiFH sk
AR B OB 0 14 K BBILIA 2 R IFFEFIEL. 20
4513 Bioassay Tl g L 72 & 1F1F—3 L 722,
16.1.2 K& E
ANJanNgg— - O BEE)
R ACTEX T ) YR, 7 by RyTAf ey —
EPEM LT 400mg (JIfili) % 1 H 210817 HEAERHS L7
EEDOFHIMAEE R E T A= DMEIZUTOL ) Tho
720

W) ANY ANy g — - v ) EREICN T 2AREMAE - AmTid. 29 A
OvA 23100 200mg (WEZ)E U T LBR 400mg F CHEE =T 5 2
LASTED). TEXF V) VAR 1A 750mg, 70 kY RY T4
Ly —DI X777 =) b7 AlE 118 10mg Th b,
FrACHEER T b 7 10— 2 P450 2C19 #{nF- 71

EM; extensive metabolizer

PM; poor metabolizer

7 3) AUCo- (ng - hr/mL)

*2)

16.2 &I
16.21 NAFTXXLSEUF ¢
EEFAICBWT, 75 2a< 4 Y 458 (250mg) % RE14%
LA QEEE) LrsyaaxAyyI 27 Ut B
% EIRPITR G- L -G O YRS T A — & & RRES L
Too ORI, REAEDONA F T XA FEY 7 11352, 55%
THh o725 WEGERGFIC L > TEE SN L EEARHY (14
REKERILIR) % &672/85 A — ¥R S, 791 2a< A
VUG HRIFITESIIRNEN T WS 2 EATRE S
(7= %)
16.22 BEOHE
FEHER AL 200mg (Jufii) % HIAEE 3% 5 L7z & & o i g
BEICId, BEORENILEALTED N D72,
16.3 9%
BHIR BT 2WEE . F72. BEICBTEEY . &5
P A DRFTHE A NE LR, FNENOMBA~OBITIZA
IFC. MG EE LRSS LEFNDEOREEZRLA, /2.
R, Y. MR S MR ER 12T & A S O FICIlL
HEHREZRKEC EEboz, B, b MITEEBEMEAFIT 42~
50% T - 7-2" (in vitro) o
16.4 A3
b MIBUT A T 14 MKERILERTH D) . IR IERE
REIZIZREAE L 722
b MNFEI 70y — 2% B0 7zin vitro RERICBWT, AKFNETFE L
TCYPSATHRIEN S Z LB HES KTV B, [10., 1671%
7]
16.5 Bttt
TEFERE A 1Z 200mg (JJii) % Z2 IR (2 HiRRE 4% 5- L. Bioassay
THEL72E 2 A, 5% 24 B F CTloie 5= 38.3% SR~
Pl & 72 FRAIIZ TN KRR N O PEACE  14 Rk g
[LAEASERD 5722,
166 HFENHE4HT28EE
16.6.1 BipEmEE
BT IE R & 4 2 R OB RER S 12 200mg (FI1ili) %
EIERFR ARG L, 2L T7F=r 275 A (Cer) &%
DIEPNBYHE X OFARZRES L7/ 8. BT I8 5 T Coa
D L5 T ODEE R AUC OBINATEED 5 vz GHlE S :
Bioassay)® s [9.2 %]



A Coee Tow | T AUC
70T % (ng/mL) (hr) (hr) (ng-hr/mL)
(mL/min)
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 EEE

EELEBEEO LV 66~821 (FHT7228) O34
200mg (JIfili) % ZEfERFHLIRRE OIS L. 2 ORHNBIEE % E L
7ok, B A & IERD & Toae Tz (ZIZIZFEEETH o 7255,
Cuaxs AUC 1ZHI 5 221254 o 72 (M5E ¥ © Bioassay)™ . [9.8 %

KB TEERILESE, & — 7 R TAHK OF AR S
n7ze

woOE % A (%) [HHELE]

jilcy
Crnax Tinax T2 AUC
(pg/mL) (hr) (hr) (pg-hr/mL)
miE (n=3) 3.72 2.3 4.2 19.20
16.7 EMHEEIER

16.7.1 in vitro SERELIE
CYP3A. P-gp (253 2 HEMEHZ AT %, [10.. 16.4 2]
1672547110
e NBEIC T 7 14 ) ~ % 400mg K OS] % 300mg FFJH L
f:fﬁ% BEHSHETT A 741 ¥ O i#EEIE Cox T 1.26
METIH%L%L\707571&m%ﬁ9ttﬁ%
JrE’J HEEIBO SN ho72Y,
T, AE i%%ﬁm’%ﬁ74Uy%3m~WMgmwf1n
2 RS- L, HIZAH 600mg/day & 1 H4 2 BEFH#RS-L 72
WEELEH 7 HBICBWT T A 74 ) OB A E R -
HERLEY, [10.2 1]

17. BRERRRIE
171 BIHRUCRESMICEET 558k
WA %X TG & L7 ZEERIEGAR % & TR AR O ZE TR &
BYTH D,
(—fE RRGAE)
17.1.1 —RERE IO 9 2 EREE R ER
BTSRRI . %YL IR BN A D RIS L R
™, mE S SR ESV R RS 1SS 5 B E M
IEGABE CARAN DA FIVEL TR BTz,

wrOB & AhE (%) [HEI0E]

S R BRI i 76.7 (355/463)
FAEVER I IRGIE . ERAEVER I IRGiE, 1) 28

( (R IRV TSN i%&r LY CEECYa0

%ﬂ‘igué‘?@ WG

I 25 i 819 (749/914)
(u?ﬂ - MEBEE . RS, SRR TS, Mgk, )
Jl RS . P PP B 2 0D IR ek e

PR 18 %% 87.0 (314/361)

TEHEER 84.6 (121/143)
H SR H zviz J“ 66.8 (155/232)
(T H %, %)

&n‘c“%#tlﬂﬁﬁﬁﬂr%ﬁnsz@é%éaﬁ 83.0 (254/306)
(AR, B 25, FH%)

Z Do G AE 00 9/ 9

CICF R BRIRSS . RSkl 50)

GEERMEIREREAE)

17.1.2 BRMGREADERE (T4 X) (S BIEM MAC fEICxT
T 3EA RV EBIEREAR
BRI SRERER (=4 X) 124D 7% MAC fEI2x§ %
T E RSB TR OF MEDSERO SNz,

i - += i‘aﬂrﬁ(; B AANY NG F — -
Yo kg (R ;
(5975 /—}Dk@ﬁ{:ﬁg@i%%)wwm

H 5 <400mg>‘ff‘>“ 87.5 ( 84/ 96)
(800mg) ¥ 89.2 ( 83/ 93)

T AR (400mg)”: 91.1 ( 82/ 90)
(800mg) * 83.7 ( 82/ 98)

CRE : 14 A F#%5) ™ 87.6 (197/225)

CRE 1 10 H##%5) ™ 83.7 (103/123)

(Bl : 7 H RS ™ 90.4 (103/114)

(F AT — bk O OHE) VW

[ - =l (800mg) ™’ 788 ( 89/113)
(400mg) ™ 81.1 (116/143)
(800mg) ™" 80.0 (116/145)
(HEpY - - —dRMs) ™ 96.4  (106/110)
GEAL - B ™ 79.2 ( 38/ 48)

(SRT5 = F )4k DBERI D) D
Bt (400mg) ™ 87.7 ( 57/ 65)
(800mg) " 89.7 ( 61/ 68)
Rt (400mg)™” 833 ( 45/ 54)
(800mg) ™" 87.8 ( 36/ 41)
B TR CRE < 10 HEBG) 86.0 (147/171)
CRE 7 ARG ™ 84.3 (140/166)
(RRMT 7 H ) ™ 93.8 ( 61/ 65)

- ahE (%) [HRLLE]

BRMESOEARSERERE (T A 2) 124E ) 3 EMACKE
HA 500 ( 2/ 4)
CRE) (77.0 (114/148))

(ANYany g— - el BRaE)

1713 BigdE - t=EBBEEICBIBAYIANI Z— - EOUR
FAE XY 2 EAR O ESERRRER
B - TRBEBE BT AN )Ny F— - ¥ ) EYEIC

1) r9YAu~A e LT10H200mg (Fl). 7EFT T AR E
LT 1 750mg (Jifli) KU >y 75—k L<11a30mg D 3#|
Z[EIFEC 1 H 2[00 7 HREFECP S
F2) o) auxA e LT 400mg (i), 7EFT T PRI E
LC 1A 750mg (Ffii) KO >V 77—k LT 1l 30mg D 37
Z[EIFEZ 1T H 2 [ 7 HRE#ZEORS.
) TSI BIT AN ANy v — - KO EERE AR L L7
fERaER (799 20~ 4 Y& LC1H500mg (Jfli). 7EFT TV
YRR E LT 1A 1,000mg (Jifii) RO vV FI =k LTl
30mg @ 3 F & FIFIC 1 H 2 MIFRH 5 o AH O KRR A it 14 800mg
Thbo
) TS SICB A AT TN — - YO ) BYERE RS L L
7eERREE (790 2A0< A Y& LT 10 250mg (i), 7EFT
U kA E LC 1A 1,000mg (i) RUOST v TSy — kLT
[l 30mg O 3 # % [{ 12 1 H 2 [R5 o ARH 0K ERK &1
800mg T 5,
#5) 79 )Au~A Yy E LT 400mg (). 7EFT 20 VAR E
LT 10 750mg (Jfli) KO X 75—k LT1IH20mg D 3#| %
[EEIZ 1 H 2 [0 7 H RS
#6) v Au~<A e LT10E200mg (Fl). 7EFT T AR E
LC 1M 750mg (Jffi) ROF X 75— L& L 1M 20mg ® 3# %
FEEC 1 H 287 HEEO%S (EHNOBEIE AR S .
ET7) 79V Auv Ay ELT1H400mg (JIil) . 7TEF D) LK &
LC 18 750mg (Jufii) RO+ A 75— )L & L1 20mg ® 3 # %
FIBEEC 1 H 2 07 HERECES (BN OBLEIE & B 5 .
8 r Iy AuvwA Ly LTC1ES500mg (). 7EFT ) KM L
LC 18 1,000mg (JIffi) BROF A 75—k LT1IA20mg D 37
ZREEEC 1 H 2 MRS RFOARGER AL 800mg TH 5o
#9) Iy Au~<A L rELT10E200mg (Fl). 7EFT T AR E
L C 1M 750mg (Jifili) RS NT 5= vFryvaklLTl
10mg @ 37| Z [FZ 1 H 2 1] 7 H RS
#10) 7)) Au~ A b LT 1 400mg (Fffi). 7EF T ) YR
L LT 1A 750mg (Fifi) RO TF XTIV — )b Yy ak LTl
10mg0)3§lj%lu e 1 H 207 H B S

H11) B - P IRBEBEICBI AAY ANy ¥ — - ¥ ) &g Jvmﬁ%ﬁ%{
k L7zWkRER (759 2a~ AL >k LT1M500mg (JIfffi).
XU UK E LC 1A 1,000mg (Fiff) RONTRT T — w% I~
U Ak LT 1E20mg @ 3F) % [ 1 H 2 BRI AH 0K
i K1 800mg TH 5,

18. EahEEE

18.1 fERA#R

MBEDT70S ) KV —2D508SH 72—y bEREL. BEHAKZ
P24,

18.2 HIE{EH

18.2.1 HE{ER
T ROERRIE. L oY ERWIE. MR oA S T A Bk
HO® 25245 (F50NAF) - AFZFT—YA AT
IUHHE., LT RTE/. hrEuns ¥y —BEo—Hor I A
Y ™, RTFRAMLT Ty A RAEY, 253 VT EY,
A ATTATEDY . oL ansFYm AET RO an
75—-Euuw°m%wm%?u ZoEAIIo~ 705
4 FRyuEWE P ECTHD (invitro) o

1822 & bif’c&% 141**@1!:1250)}‘“573
KRB L ZIZREOHE NI Z AT Y 25, x4 anxr 571w



A7 LAaryTLy A MACQY RUAY anNy ¥ — - ¥
)% 20 L TIEREAE X 0 v (in vitro)

18.2.3 BMMRBREET IVICHT B1EH

,\7ryX@HEH?W@%M),50),52),53),59)‘ J}ET@Q{AQ)'M)'%)\ ﬂ?%%&@%
SIS0 E TN BT A O B 7 MBS AT & SO
L. BENZZRE RS

19. BRI SICEET 2L R
—HEMIR 79 2a< A 3~ (clarithromycin)
1b52%44 - (2R,3S,4S,5R,6R,8R,10R,11R,125,13R)-5-(3,4,6-Trideoxy-3-

dimethylamino- /3 -pD-xylo-hexopyranosyloxy)-3-(2,6-dideoxy-
3-C-methyl-3-O-methyl- « -L-7ibo-hexopyranosyloxy)-11,12-
dihydroxy-6-methoxy-2,4,6,8,10,12-hexamethyl-9-
oxopentadecan-13-olide (H J&j |2 HEHL)

47 F3\ 1 CssHeoNO1s

T 747.95

R HEOBREOR KT, BRIV, TR b ds ook
WAIZRRBETFRT L, AF /=, % ) —) (95) X
YT F NI =T IVIZHEITIZC L, KRIZIEBEAEE TR
Uy,

B 220~227C

22.a%

PTP 100
PTP 500

[10 $& x 10]
[10 $E % 50]

23. EEXW

1
2

- —

3)
4)
5)
6)
)

-~

8

9
10)
11)
12)
13)
14)

=

15)
16)
17)
18)

19)
20)
21)

22
23)
24)
25)
26)
27)
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KIEBSGASH, ATFA ANV v T A=Y arbry—
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