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T EX T Y AR (500mg/kg/H). TV 7T — )
(100mg/kg/H). 79V Aua<A >~ (25mg/kg/H) O 4 R
FIRIOHS- L3, 7EF ) AR % Bhd 5\ I3 B
PG L 2B R RO b T WA DS, 7 EF V) v
KA HERBIHTH L2 0 TH ). ANTIHH L2 b D Tld%
WIZEPHERREI N TV D,

16. EMERE
16.1 MMEE
16.1.1 BEHRS
T HE B 12 200mg, 400mg (FIili) % Z2HE Iy Bl 3 5 L 72
L XD METERE R OE/ST A= DEIZLUTO L) THho
729, B, K ONT Y F3A e h o7,

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 A IZ 200mg (JIfi) % ZERE IR (S HE RS ¥ 5 L, il
fhru~ 2777 (HPLC) #:THIE L& 2 A, MiFEH IR
LAV R OB 0 14 WK BBILA 2 RIFFEFIE L. 20
A 513 Bioassay Tilll5E L 72 B & 1EIE—3% L7227
16.1.2 R1E#ZRE
NJanNgg— - Ol BEE)
R ANCTEX T2 YR, 7 bRy T e dy —
EPEM LT 400mg (JIfili) % 1 H 210817 HE SRR CHS L7
EEDOFHIMAEE R NE T A= DMEIZUTOE ) Tho
720

e Cnax Tmax | Ti2 AUCo12
ke (pg/mL) | (hr) | (hr) | (pg-hr/mL)
HPLC
s 242 2.7 4.4 18.45
B A (n=7) 400mg, | AZALHE
TEXT DY YK
1,000mg. 7>V 77V HPLC
— )b 30mg B FHIEY ey 0.97 2.6 8.5 8.87
A (n=11) 400mg. HPLC 346 25 | 461 27,847
TEF LU vokAl | REMUE
1,000mg, # * 77— HPLC -
W 20me B piid 100 | 26 [887| 1562
HPLC
WA 400mg. EM™ S AL 2.33 24 | 643 17.50
T7TEXFYYY | (n=15) HPLC
ok H W preferd 082 | 26 |9.71 7.65
750mg. 7 N HPLC
77T I 199 | 25 | 449 14.03
N A20mg | PMP | RZEALHE
B R (n=4) HPLC
e 0.95 24 | 751 8.46
WA (n=11) 400mg. LC/MS/MS 2.92 20 | 4.62 18.26
TEFY LY vk | REMLE
750mg. K/ T TH ¥ LC/MS/MS

LD ANYanNyy— - Eu) BYSEICH T 2 KR - HmTid, 799 A
Ov A 223100 200mg (EZ)E U T EBR 400mg F CHEE =T 5 2
LDSTED). TEF V) VAKRPIE 1A 750mg, 70 kY Ry T4 >
Ly —DI X777 =) )7 AlE 118 10mg Th b,
FrACHEER T b 7 10— A P450 2C19 #{nF- 71

EM; extensive metabolizer

PM; poor metabolizer

##3) AUCo- (pg - hr/mL)

*2)

16.2 TR
1621 NAATXRXALSEYF 4
fEERAICBWT, 75 20~ ¥ 324 (250mg) % RE14%
L7284 QEME) Lr79)AaaxA4Y 7 Ut R
EEIRNIE G L7256 OSSR ERIN ST X — & & JLiRES L
720 FORER, REAVEDINA 7 XA 5 F 11% 52, 55%
THh o725 WELGERG I X > TER S NS EEARHY (14
FKBILIR) 2 E&072/859 A — FEIHERPL, 79 Aa< A
VUG BRIIIFEEIIRNEN T WS 2 EATRE S
T — %)
1622 BEDHE
fEFE A 200mg (Ifi) % HiERE O 85 L7z & & o g
BEICId, BEORENIEALTED N o7,
16.3 9
BHIR BT 2EES . F72, BEICBTEEY . &5
WY SN DT A NE L2, FNENOMBA~OBITIZE
IFC. MG EE EFESED LEFNRD EORELZRLA, /2.
FR2 L A RIS S oMUk IEIE A S O BT
WhEET K& LEbol, 2B, b MIIFEHMAHIT 42~
50% T - 7-2" (in vitro) o
16.4 X35
b MBS AL 14 MKEBILETH ) . EFICIEREL
R EFIZRSEAE L 727
b MNFEI 7Ty — 2% H7zin vitro RERICBWT, KFNETEE L
TCYPSATHRIEEN S Z L HE STV EY, [10., 1671%
8]
16.5 HEitt
TEFERE A1 200mg (i) % Z2 R IE (2 HiRE 4% 5- L. Bioassay
THEL72E 2 A, 5% 24 B F CTloie 5= 38.3% SR~
Peif S 72 BRI F SRR B ONE A E I o 14 ATk
[LAEASERD 5722,
166 HENEREEF T 2BE
16.6.1 BipEEEE
EREREIE T E &Ml 4 AR OB RERE 1 200mg (i) %
R RREORS L, 2L T7F=v 2T I A (Cor) L2
DIRNTYRE & OBIfR 2 MET L7245 R BRREEOM T I24E > T Coax
D L5 T ODEE R AUC OIS b vz (lE
Bioassay)® s [9.2 %]



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

woOE % A (%) [HHPLE]

sVTF=Y o Tow | T AUC
77T A pg/mD | G0 | G0 | (ghe/mb)
(mL/min) ne/m r r ng-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 S
EELEBEEDO LV 66~821 (FHT7228) O34
200mg (JIfili) % ZEfERF LIRS L. 2 ORHNBIE L T L
oG, BN & IERD & Toae Tz (ZIZIZFEEETH o 7255,
Cuaxs AUC 1ZHI 5 212542 o 72 (M5E ¥ © Bioassay)™ . [9.8 %

jilcy
Crnax Thnax T2 AUC
(pg/mL) (hr) (hr) (pg-hr/mL)
e (n=3) 3.72 2.3 4.2 19.20
16.7 EMHEEER

16.7.1 in vitro SERELIE
CYP3A. P-gp (253 2 HEMEHZ AT %, [10.. 16.4 2]
16725747 11U>
e NBEIC T 4 7 14 ) ~ % 400mg K OVARFH] % 300mg FFJH L
f:fﬂf% BEHSHETT A 741 ¥ DML Cox T 1.26
METIH%L%L\7U7?V1mmmﬁ9ttﬁ%
JrE’J HEEIBDO SN ho7Y,
T, AE i%%ﬁﬁ’%ﬁ74U7%3m~MMQwa1D
2 RS- L, HIZAH 600mg/day & 1 H4 2 BEFHIRS-L 72
WL EH7HBICBWT T F 74 ) OB RE A E R -
AzRLEY, [10.2 1]

17. BRERRRIE
171 B RORESMICEET 558k
BN %X TG & L7 ZEERIEGAR % & TR AR O ZE TR &
BYTH D,
(—f% RRGAE)
17.1.1 —RERE IO 9 2 EREE R ER
BTSRRI R G . %YL IR BN A D RIS | R
™, w4 SR ESV R RS 1o 5 B E M
IEGABE CARAN DA FIEL TR BTz,

wrOB & AhE (%) [HEILE]

S R BRI 76.7 (355/463)
FAEVER I IEGIE . ERAEVER I IRGiE, 1) /8

( (R IRV TSN i%&r A B RO

%ﬂ‘igué‘?@ WG

I 25 i 819 (749/914)
(ul;ﬁ WEBE IS, RPkgE. SRS . )
JHRAES L P PP B 2 0D IR ke

PR 78 %% 87.0 (314/361)
TEHEER 84.6 (121/143)
Hﬁﬂ”ﬁz& J“ 66.8 (155/232)
(hH %, FISIESR)

mﬂuhﬁﬂﬂﬁﬁmzé@%aﬁ 83.0 (254/306)
(RS, B 28, FA%)

Z DR EGAE 00 9/ 9

CICF R BRIRSS . RSl 50)

(FERERE B RIE)

17.1.2 BREBERLERE (T4 X) (S5 HIEME MAC EICK
¥ 5ERRVBSERRFHER
TRRPESPEARSHEBHE (A Z) (12D SR MAC JEICX § %
CEERIEEERTAK OF AR b7,

- ahE (%) [HRLLE]

BRMESOIEAREERERE (= A 2) 124E ) 3 EMACHE
HAR 500 ( 2/ 4)
CKRE) (77.0 (114/148))

ANJany s— . EOVBEE)

1713 BifE - T2HRBBEBE ST 2AVINI 42— - EOVUR
REEIC T 5 BRI RO BIHRRHER
B - T IRBEEIC BT oA anN s ¥ — - B0 BRI

By - = i‘aﬂw(a B aAY INs - -
Yo kg (R ;
(5975 /—}Dk@ﬁ{:ﬁg@i%%)wwm

B (400mg) ™" 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)

CRIE 1 10 H##%5) ™ 83.7 (103/123)

(Bl : 7 H RS ™ 90.4 (103/114)

(F A TS5k DU OHE) VW

(I - =1l (800mg) ™’ 788 ( 89/113)
(400mg) ™ 81.1 (116/143)
(800mg) ™" 80.0 (116/145)
(HEpY = - —aRMe) ™ 96.4  (106/110)
GlEYL B ™ 79.2 (38/ 48)

(SRT5 = F )4k DBERIOHE) D
it (400mg) ™ 87.7 ( 57/ 65)
(800mg) " 89.7 ( 61/ 68)
Rt i (400mg)™” 833 ( 45/ 54)
(800mg) ™" 87.8 ( 36/ 41)
B T ERE CRE < 10 HRFBS) 86.0 (147/171)
CRE 7 ARG 84.3 (140/166)
(BRMT 7 ) ™ 93.8 ( 61/ 65)

1) r9)Au~A L rELT10H200mg (Fl). 7EFT T VAR E
LT 1 750mg (Jifli) KUF >V 75—k L<T11a30mg D 3%#|
ZFFEC 1 H 2 [0 7 HE#EOP S
F2) o) auv Ay yE LT 400mg (Ii). 7EFT LU PRI E
LC 1A 750mg (Ffili) KO >V 75—k LT 1l 30mg D 3%
Z[EIFEZ 1T H 2 [ 7 HE#ZEOHRS.
) FTBEEICBIT AN ANy v — - B0 ERERE AR E LT
fERsER (790 20~ 4 Y& LC1H500mg (Ffli). 7EFT TV
YRR E LT 1A 1,000mg (Jifi) KON vV FI =k LTl
30mg @ 3 F & [FIFIC 1 H 2 MIFRITH 5 o AFH O A&KGE R A i 1d 800mg
Thbo
HA) FOIRBEIESIC BT AN ANy ¥ — - VO BYEBEE AR E L
7eRREE (790 2A0<A Y& LT 10 250mg (i), 7EFT
U kA E LC 1A 1,000mg (i) ROST v TSy — vk LT1
7l 30mg @ 3 # % [ 12 1 H 2 [ 4 5) o ARH 0K ER K& 1
800mg T 5,
#5) 79)Au~A Yy E LT 400mg (). 7EFT 20 AR E
LT 1A 750mg (Jfli) KO X 75— )k LT1I[20mg  3#| %
[EIEIZ 1 H 2 [0 7 H RS
#6) 7)) Au~A e LT 200mg (Jiffi). 7EXT ) VAKHYE
LC 1M 750mg (JIffi) BROF X 75 —)L& L 1M 20mg ® 3# %
FEEC 1 H 287 HREEO%S (ENOBEIGE AR A .
W7 7oV ATTA T e LT 400mg (Iffi). 7EX T ) kA E
LC 18 750mg (Jufii) KO+ X 75— )L & L1 20mg ® 3 # %
RS 1 H 2 1 7 HBEREOHRS (EN O REE R IR ) o
#8) rI)Au~vA e LT10500mg (JIili). 7EXT ) YA &
LC 18 1,000mg (JIffi) BOF A 75—k LT1IA20mg D 37
ZEEFC 1 H 2 mIFEE S REI O KRR K ®EIE 800mg TH %,
#9) Iy Au~vA L rELT10E200mg (Fl). 7EFT T YA E
LC 1M 750mg (Jifili) RS NT 5y —vFryvanklLTl
10mg @ 37| Z [FZ 1 H 2 [ 7 H RS
#10) 7)) Au~ A e LT 1 400mg (Fffi). 7EFT ) YRk
L LT 1A 750mg (Fifi) RO T XTI — )b Yy ak LTl
10mg0)3§lj%lu R 1 H 27 H B S

FELD - FTEBEES BT LN INs S — - ¥ uuﬂmr$ﬁ%ﬁ%
k L7-BRRER (75 A0~ A ¥ > & LT 1 500mg (FI1fi) .
XU A E LT 1 1,000mg (Jifli) KONTNT S /~)1/+ l\
A& LC1IE 20mg @ 3 A% FFEFIC 1 H 2 BIFEIHES) o ARH 0
P KR 800mg Tdh 5,

18. FExhEEIE
18.1 fERA#R
MBEDT70S ) KV —2 D508 7=y bEfEEGL. BEHAHE
P24,
18.2 EIE/EA
18.2.1 HE{ER
7 RYEREIE. L oY EKEE, NEREOGRME 7 T 2%
HO® 25245 (FT5UNAF) - AFTFT—YA AT
ILUHHE., LIFTRTE/. hrEuns ¥y —@BEo—Hors I A
B ™ RTFPAMLT Ty A REY, 253V T EY,
YA ATIATENY . oL anyFYm AET RO an
75—-Euuw°m%wm%?u ZoEMidtio~ 205
4 FRyuEYY P ECTHD (invitro) o
18.22 & bif’c.ﬁ% 141**&&1250)}‘“573
RERE FIERSOME N2 HT LY A <4 anxs 7)Y



AT LAaryTLy A MACY RUAY anNy y— - ¥
)% 2 L TIERZEAE X D 55 (in vitro)

18.2.3 BMMRBEET IVICHT B1EH

,\7ryX@HEH?W@%M),50),52>,53),59)‘ JﬁiT@?%":m’w’w\ ﬂ?%%&@%
SR 20 TN BT A O B 7 MRS AT & SO
L. BENZZRE RS

19. BRI S ICEET 2L R
— Wk IR 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 -p-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 &2 #&HL)

(A1)

47 F3 1 CssHeoNO1s

S T47.95

R HEOBREOR KT, BRI, TR b ds ook
WAIZRREFRT L, AF /=, % ) —) (95) X
Y ZF NI =T IVIZHEITIZC L, KRIZIEBEAEE TR
Uy,

B 220~227TC

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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FEEE T - FERSEEL 19955 26 (1) : 149-150

JEAGH I - EEAERERIIG Y =2 7V SEFIE S O
(34

HEH 53137 © Chemotherapy. 1988; 36 (12) : 921-932

ARER 5137 © Chemotherapy. 1988; 36 (12) : 933-940

Chu SY, et al.: Antimicrob Agents Chemother. 1992; 36 (5): 1147-
1150

{fe % KIKERIZ 7> © Chemotherapy. 1988; 36 (S-3) : 1058-1073

HE 72 5ET 7> - Chemotherapy. 1988; 36 (S-3) : 698-714
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30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
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T #1372 : Chemotherapy. 1988; 36 (S-3) : 59-70

B R&EIZ 2 - Chemotherapy. 1988; 36 (S-3): 95-110
FT22135 : Chemotherapy. 1988; 36 (S-3) : 129-155
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24. XEEKRERVEVEDEX:
KIF#EEEMR S AFA DN v Tr A= gy s —
T 170-8633  HLHUAR & 5 X i HH 3-24-1
Wit 0120-591-818

26. BSHRGTEESE
26.1 BERR5E

QO == IR
RHR#HEEXSH3-26-3
26.2 5%
\\



