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L. BICEZELAEB S L CHBIESOEE R EHEY 56T 2
ZENhH D,

15. ZDMDEE

15.2 FEERPREER(ICE D 53R
v MIT7EXFT VY AN (2000mg/kg/H) &5V 7T
V=)V (15mg/kg/H L E) O4BEBFEHREOEYS L2k, Lo
A XNZTEX T V) YK (500mg/kg/H) . TV 7T —
Vv (100mg/kg/H). 751 A2Aa~<4 3 (25mg/keg/H) D43
BB S- L 723 T, 7EX 2 V) VKW & Hhd 5 v
G L 72 E8  REER TR ST W B A, L7 £
) YK DHERRICAHTH L7z 0 TH D . AR THB L 2
DT RV EPHERINT W5,

16. EMERE

16.1 Mgk

16.1.1 BEKRS
TEREL A I2200mg, 400mg (JIfili) % Z2fEREHL AR 1955 L 72 & & O FXg s i i A
UG A= 5 DIEZUTD L) Th-7219, 2B, FEMONT Y Fi3bhrorz,

BRI SHERRE (T4 X)

D IBHEMEMACIEZ 0§ & L

W Conax Trmax Tz AUC

PR (ug/mL) (hr) (hr) (ug - hr/mL)
A (n=8) 200mg| Bioassay 116 19 404 898
WA (n=8) 400mg| Bioassay 224 27 436 20.30

TERERE N12200mg (i) % ZEMEWFIC MR S L, mdiikru~x b7 77
(HPLC) #CHlE L7z & & A MU IE RZACER T NS PEACH O 140 KB L iR

\ZIZFEEFE L. ZOAHEAMIIBioassay Tlll5E L 7235 & 1313—FK L7220,
16.1.2 REHRS
(ANYTaANTg— - EOYBEE)

BEIEANCTEXS V) Yk, 70 bR Y FA ey — LA L T400mg (1)
fili) Z1H20E7H B ARG Lz & E OFGIMApRE R & /8T A — 5 OEIL LT
DL ThHorw 2,

B Crnax Tmax T2 AUCox2

PR (ug/mL) | (hr) (hr) | (ug-hr/mL)
WA (n=7) 400mg. 7 & HPLC
F oL vk S ALtk 242 27 44 1845
1,000mg. 7>V 77— HPLC N
NV 30mg i F gD e 0.97 26 85 887
WA (n=11) 400mg. 7
EF LY KM HPLC . 13)
L000mg. 4 A Fa S| F e 35 25 46 278k
20mgf FIIREED

HPLC o

. . 2.33 2.0 643 17.50
TMiE2) g5
M A400mg. 7 ?Mll; RZALI
%y vy | 0= HPLC 5| gz ! -
KAIH750mg. sy 0.8 .5 9.7 765
TNT TV = HPLC N
VR R0y Al pye | i 199 | 25% | 449 1403
20mgfFHIIRFED | (=g HPLC
14)

e 095 25 751 846
WA (n=11) 400mg. 7| LC/MS/MS ; .
Ex oo v kA Ak | 2P| 20| 462 ) 1826
750mg. K/ T ITH | LC/MS/MS
20mg it F D e 0.88 20 796 749

7oA CRRO L NRITERCH 5,
HE VSR R O [ N B BB OV B FE 12 o0 i F BGREGR AR 0 A8
2oV TWA,
ANYaNy a— - EOV RS
5% E 1~5% i 19% A fiii
BB ki Z I
FEARFRRE R GIEE
L UL
OF W
M5
NI
9 DIKRE
WAL T (155%) JI5 9 1178
H7fE (135%) JIE I i I RIS
PR S I %% S
LX) SRR
JEREEAS Mg =21
T =i %
M i
%
BARYR
k2 I ER A =yl
If IR EkIE 2 [ I R
JIIIRAN i}id&/}‘
Ji- i AST 5 Al-PEH
ALT EH SRS S -
LDH EH
y-GTP_L&H
Z DA PR A& F bk SRR
Y 7Y k) NREEREA
WaL AT o — | Bk
WS - A BE
B
QT
7Y EIE
IFIE
I - 5H-
R
P OEIWERIZEES - T ZIRBEEICB T 2 BREE GHIE
m:fnkyﬁ/74/tt& =W I TITT= N, FRATT
V=, IRTFT—=)vF M) AOEE) OAGEEOENEKR

B (7EF V) VKR F X 75— kO O%E

DB - HEZHE RO & 5

50

i R IR

BRRRERRICRIETE

(/\U anNgg—-

E0 ) BE)

Breat) (12

FonTwn

SUIVTIIS=NVEOTAN R TA Y =R TEFXF T

TED ANYINsy— - B0 IRGSEISH S SRR - R TIR, 2502032
31H200mg (LZIZIS U T ER400mgE THEME T 52 LA TE5), TEFY
) YKHIPELETS0mg, A YR T Y —DITRT T = F Ry
LAX1EI10mgTH %o

7E2) FHCHIEEEF b 20— AP450 2C19:# 511
EM ; extensive metabolizer
PM ; poor metabolizer

#3) AUCoe (g« hr/mL)

4) HhfE

16.1.3 EMFHRFEER
770 AuxA Y EE200mg [HEL] RO 71 Z§8200% . 7 0 AF —/N—{EIZ X
DENRZENIE (77 A0~ 422 E LT200mg (i) MR AYS F 12 # Ll
OS5 L CiE R A LRI EE 2 E L, 5Nz EmEiE/v7 2 =% (AUC,

Cmax) (22 T0%IEMX M2 THERHENT % 1T - 7245, log (08) ~log (1.25) ®
FEPNTH Y TR O LIRS S D),
HIEINT X =4 BEINT A—F
AUCo~24 Chnax Tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
7)) AuvA T Ui -
200mg [HET | 4754 1636 721277 1.78+097 485+1.24
751 A§E200 4934 +1273 720 +236 1.75+092 528+153

(1888 5:, Mean=SD., n=20)



(ng/mL)

—e— 75 1)Z2Av A ¥ $E200mg [AET ]

-4 -7 51) X§E200

1§i#%5, Mean*S.D., n=20

FREES Rt R

400
200
0 ‘ ‘ ‘
0 6 12 18 24 B (hr)
MLSE SRS

MAEFEEE N ONCAUC, Cmax®:0 /35 A — 413, BEBRE ORI, R OFRIALL - B
B DRERG I L > TR B ATRENA D 5o

16.2 TR4R

16.21 NAFTNLFEU T 1
BHERACBWT, 79 A0~ A 2 y§E#l (250mg) & RO Lzme (2lE)
L) AURA T YTy M EF VR A IR L 7S G O3 IE RN ST A —
5 & W Lz TR, REMEDINA F 7 XA T8 7 11352, 55%Tdd -7z
A5, RIEEE R RN & o TR S A GBI Q4NKERILE) 2 &0787 A—%
JENTAE R . 790 A0 A ¥ VIR HIZIEEEIBINEN TS T L AR
SNT (ST =)0

1622 REOHE
BERERLAZ200mg (i) % HERECHS L7z & X QM id, AF0EEN 2
LAERD LN o719,

16.3 21
ERER IS BT BIERZD . F 72, BB ICB T BIEED | S LMY SEA0BITE
ZSE L 7oA, FNENOMBEANOBITIL BT, ML s & 16 L<iEenll
FOREEIR Lz, 7o, KO, RHSD, RBAAESD oMM RERIEEA Y
OBTMFPBRELKEC LEbo, BB, & MLEEARAFIL42~50%TdH -
7232 (in vitro )

16.4 1R38
© MBI 2 EAHEYIEANKEILE T D o M I R R L 2 Z R L
f:ZDJo
EMFIZaY =A% Hizin vitro ERIZBWT, 77 )Au~vA Y v idEELT
CYPBATHRHEN D Z &AWL EN TV 5, [10. 1671 ZH]

16.5 ittt
TERERL A 2200mg (i) % ZERERE I B RI#E 3% 5 L. Bioassay CllsE L7z & 2 A, %
G124 ] £ TG D38.3% SR AHRIE S L7219 JRAZIE F IS REIE R O
TEFCHY D 1A ERALIR HTZED 57220,

166 HENEREHT 8L

16.6.1 BifpEREE
EREREIE R L HE e AR OB BERE EE12200mg (D) % Ze R IR LI S L
SLTFZr )T T YA (Cor) LEDRNBIEEL OMIRE G L7oAE R, Bk
TS TCmax® EF-. T12OER L AUCOB A FBS S 7z30 GllE: :
Bioassay). [9.2 ZH]

7VTF=> Crnas Towe | Tie AUC
70T YA (ug/mL) () | (ho) (ug - h/mL)
(mL/min) He/ml “e -
Cer=100 (n=5) 202 124 | 238 )
Cer=50 (n=5) 215 18 | 574 2169
Cer=30 (n=5) 255 096 | 469 1873
Cer=5 (n=5) 351 148 | 613 3689

16.6.2 =i
T R O 72\ 66~82i%  (TPIHT7220%) OLME3%2200mg (Jififi) % 22HE I L]
RS- Ly ZOBRNBIEZ G L 7o R, RO & 5 & Trax, T1203 (3T FAE
TH 57205 Cmaxe AUCIEIH S 222D - 7239 (GHI%EH: : Bioassay). [98 &)

Chnax Trmax Tz AUC
(ug/mL) (hr) (hr) (ug - hr/mL)
wEilE (n=3) 372 2.3 42 19.20

16.7 EHHEER

16.7.1 CYP3A., P-gplZf 4 2 HEEH A AT 5%, [10. 164 ZH]

1672 471U
fEHER BT 4 7 4 ¥ %400mgK V7 5 1) A0~ A > 2 %300mghf L 724 5
BEHSHECTT 4 7 1) ¥ OIiEHEEIECuax T12615, AUCTLINS EH L., 2075
¥ AE16A%RA L7 AHREHIIC A B X3 SNk o 720,
T, SEIREBIRIZT 4 7 1) ¥ %300~600mg/day T1H 428815 L, #l2s
Z1) Au x4 ¥ r600mg/day % 1H320f 4% 5 L7246 R, SFH7THEICBWT T+ 7 1
) YOI R E R FAER LY, [102 2]

17. ERERRIE
171 BHHERVORLMICEEY 555k
BN R E L2 HERLEHBZ SURRRBOMEIRDO L B) TH 5,
GERSEIMERREE)
1711 BRURERSERE (T4 X) (S BEMMACE XY 3 EINEERKRER
R F TORBRIC B 2 BRAER OUEEGIIM 260 (50.0%) Td o 7237,

3% AR (%) [HELLE]
BRUSERSERR (=4 X) 128D IFEEMACHE 500 (2/4)

(ANDANY &= - EOVBEBIE)

171.2 Bifi% - T-EBEEICE T 23NV AN 84— - EOVURBEEICHT 2ERARY
BHERER R
B - IR BT AN anNg v — - Yo ) EYE I A ZEE MG
Be, dA—T BTy ) Au~A Ty OFRENBED SN,

BB HrhEe (%) [A%LLLE]
By - T IREES B AN anNs v — - )
9 (BrHs)
(T 27— EDFROEE) 3 42
5 (400mg) v 87.5 (84/96)
(800mg) 2 89.2 (83/93)
Rt =i orie (400mg) v 911 (82/90)
(800mg) #2) 837 (82/98)
CKE ;14 HBife) & 876 (197/225)
CKE : 100 fife) 59 837 (103/123)
(B @ 7THHBS) w0 904 (103/114)
(AT T =V EDFHADYE) B 4D
[ I et 5} 75 ¢ (800mg) 5 788 (89/113)
(400mg) #6) 811 (116/143)
(800mg) 7 80.0 (116/145)
(ot +18hss) 964 (106/110)
Gyt « E ) e 79.2 (38/48)
(ST —=)F by A EDOFFHOEE) 8 5D
5 (400mg) 9 87.7 (57/65)
(800mg) #10) 89.7 (61/68)
+ IR (400mg) 9 833 (45/54)
(800mg) 10 87.8 (36/41)
B TR CRE : 10H MG EY 86.0 (147/171)
Ok 7HMS) w1 84.3 (140/166)
(WM © 7H MG ww 938 (61/65)

#1) 779y Au~A vy E L TLH200mg (Jifffi). 7EF ) YK E LTl
750mg (Jifii) K89 v v 75— & LC1R30mg? 35 & 21 H 2[m17 H ##E
1450

E2) 77 Au~ ALy LTL400mg (Jfifi) . 7EF ST LKA E LTl
750mg (Jifii) KO8T v 75— & LCLa30mg? 35 % K21 H 20017 H ##E
WS

H3) TIEBEEIC B AANY ANy ¥ — - ¥ ) EYSERE 2R & L7 R R
(79 2u~x4 & LTlE500mg (i), 7EF ) YKk E LTl
1,000mg (Fifit) K0T v 75— & L CTIRIZ30mg?D 37 % [FEF 21 H 2[R 4%
) o KA ORI EIX800mg Td 5 o

) TSI BI AN ANy v — - U n ) RYGERE AR R L L KRR
(799 A0~ Ay LTlM250mg (Jififi) . 7EF 20 »KFE LCLH
1,000mg (Jifif) K0T v 75— & L CLRZ0mg? 37 % [FHF 2 1H 2/ 14
) o RHEIOEKGRER I IX800mg TdH 5 o

H5) 77V Au~A vy L LTIE400mg (Jiffi). 7EF ) YR L L CTLH
750mg (Jifili) KOF A 75— & L C1R20mgD3#] % [ K21 H 207 H B
%5

6) 77 A< A vy LTIH200mg (JIffi). 7EF ) YR E L TLH
750mg (Jiffi) BOF A 75— & L TLa20mg 37 % [@F21H 20017 H R #E
B (EIN O RS IE B ) -

7)) 77 Auv A Yy LTClH400mg (Jiffi). 7EF T2 YRMP & LCLR
750mg (Jiffi) BOF A 75— & L TLa20mgn 3#) % [F21H 20817 H f#E0
B (EIN OB It B AR

#8) 7y Au~A & LTLH500mg (JIfffi). 7EFT ) LK E LTl
1,000mg (i) BOF A 75— & LT120mgn 37 % [ 1 H 200 #E 4%
Beo ARHN ORI 1E800mg Td % o

H9) 7y Au~A Y& LTLE200mg (Jifffi). 7EF ) YK E LTl
750mg (Fii) M UNF T T =G by Ak LCLE10mg3H % (6 # 21 H 20
7H H#E -

i10) 779 Aua~ A ¥y e LCLE400mg (i), 7€+ 220 YRfH & LClin
750mg (i) KT NT =) k)L E L CLE10mgdD3H % 6 #HZ1H 2

017 B M 1 -

E1D H TR B A Ny F— - Y a ) EYYEBE R R L LR
g (790 20< A2 2L LCUAS00mg (). 7EF S Yk E LT
1[1,000mg (Jifil) KO XF 5 =) F b 1) s & LCLE20mg?D 37 % [F#F 2
TH2[HE %) o AR O KGRI R 12800mgTH % o

18. EEphEEIE

18.1 1EFAHRE
M DT0S) RV — ADB0SH 7= b EFEE L, EAGHKEHES 2%, 59,

18.2 HIE(EA

18.2.1 HEEH
7 R EREIE, L ERWIR . R OIS T ABYERES W, €574 (7
FGUNAG) NI T=JAAYTVIZYHR, LYFTATE, hrEuns sy —g
HO—HD T T LR 8, XTPAMLT Iy A AEY, 7T IVTIEO, <
£ a7 5 XIES 6D A TNy F) T AEED KON ANy y— - Er )6 (2H
WER AR L, ZOMERIMEo~ 707 4 FRUAENE L REU ETh D (n vitro).

18.2.2 b MERBMIAIKBLAFEDRES
KREAGEL ZRAEORENEET 50 B, xAaNT 7)Y A - TEILaYT
Ly 27 A (MAC) 8 JUNY 2Ny & — - ¥ )6 (2x L CEREE L D 55 (n
vitro ) o

18.2.3 BV ETIVICHT 31ER
<z X@H&M—:V‘] «51)\ 55). 57). 58). 611/‘ EZ‘FJ,EK%M‘“ 57). 58‘,‘ HP%%%'@‘%JEM) 56). 58). 64)
ETFMIBWTIE, 7T AT A ¥ 0O RIFAMBBTEE KL, R Re R
kR

19. BRI DICRET HIRLERIFR

—fEHI%H - 7 7)) 2~ A4 ¥ > (Clarithromycin)

g 5 CAM

L% 1 (2R 35 45 5R 6R 8R 10R 11R 125 13R )-5-(34,6-Trideoxy-3-dimethylamino-
[ -b-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

55 F 3 1 CasHeoNO13

Gyt 74795

R AEOMRSEORERT, RIdE .
T b E 7RV AIRRETRT . AY /=, ¥ =) (95)
HIFY TF V=T VIZETIZC L KIZIBEAEET v,




il

R 1220~227C

22, A%
1008 [10$ x 10 ; PTP]
500 [10%€ x50 ; PTP]

23. EEX#

N}
&

24

25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)

38)
39)
40)
41)
42)

43)
44)
45)
46)
47)

48)
49)

50)

51

52)
53)

54)
55)
56)

TR TG e R AT RS TR FUE S E R O F5 ] &
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Desta Z., et al. : Clin. Pharmacol. Ther. 1999 ; 65 (1) :10-20
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JE A EESEIE BRI~ = 2 7y SR O i (R
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HEheS M Chemotherapy. 1988 ;36 (12) :933-940

BRSSO WBRE (57 Ta vy 7. TEY 20 TRIV/MKL Sk b
VEE/ TN, T L/ TR, TEXFTIY AT RNV [F=T]0 T
AR Mk, TEEYY Y TR, 25 REE 25 Ty FEE L 20004E9
H22H AR, WaEERHE%EA3. (1)

 MIBITAENEIEE (K A 75 V8, d AT T =V, S Y Y/ T
W, I UE/ TN, TEXFTV VY A TRV [ h=T], 75) A%,
7o)y : 20024F4 11 HRGE, HETERREEN32) . (3))
SFIGEARNTIERER (EIN) OM% (8) =y MiE, St b2 2 7RV /Alk/
$E. TERZF T UAT RN, BTV v h TR/ SR 7T Ak 2T
V) 2y NEE20074R 1 26 KRR, HIETERHTE2.76.1)

EINEE AR H. pylori BRASHIFEEN B 2 MMM AR (5 7 % v 7§
20144£12 H 26 H 7K FHEZE2.76.12)

AEPERE - AW R SRR
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VosE/ TN, TEXVVI TN [ V=T T4 F) UMk, TE
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WIS ARG OB (VS0 T Mg, /St b v TRV /Hik/§E. 7ER=
FI ATV, BT A TeN/ARL/SE 7T AGE. 2T Ty FEE:
20074F1H 26 H KRR, HIRH VORI ZE2.7.6.5)

KESEMAHRBEOBEE (%) 2y ME, /St by o TRV/Alk/gE, 7Ex=
F AT RN, T TN/ 7 T) AGE 2T vy N
20074: 1 H26 H KRR HGEERHMR22.7.6.6)

A4S MARBEROBEE (/%) 2w ME, /S b2 2 TRV /MR g, 78R
FUNT RN, BTV AT RN/MR/ S 7T AfE. 7T Ty FEE:
20074E 1 H26 H KGR HIGEERMRE2.7.6.3)
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CAMOBURH & L CORME LR (F 2 79V Vg, A 2T T — Vi,
e N UE/ TR, T Y/ TRV, TEXRTIV) A TR
[F="10 2770 R§E. 77 v FE 200244 H 11 H KRR, HEEE RS
+.22))
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