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A RERE A2 200mg (JI i) & Z2 5 e L2 BRI 5 Ly i ik &
AR b 29 7 (HPLC) STl L 72 & & A MiF AU I RZEILAR L O PEAR
5 o WY OLARIRERALEANT IR AR L Z DA I3 Bioassay Tll5E L
WiLE [ TA(5.5% | 0% FREE (212 B LA
# (13.5%) S E 16.1.2 fiﬂfﬁh'—?} ) )
R I % T (NUINGH— - EOYRRRE
fE B EERANICTEXFT D) KM, 70 by RTS8 sy — et
EER %1t J L C400mg (711l) % 1 H 21817 H B RAERR L% G- L 72 & & o FI41i g
g % JERUHEINT A =5 DMEZUT O L) TH o 7220720,
g 1H- SHIT Chnax Trmax Tz AUCo12
;5;';;}&; Bk (ug/mL) | (hr) (hr) | (ug-hr/mL)
e A A (n=7)400mg. HPLC
_ ﬁ\ukﬂh% Fax o wokam| KB 2.42 2.7 | 4.4 18.45
1ML IR ER A 1ML 1,000mg. 7 ¥ ¥ 7 | HPLC 0.97 96 | 85 3 87
IFEREkIE % FIfnEk 8% v =V 30mg if =D R ) ' i i
NS A (n=11)400mg,
T =) _ =] TEF YUY VK HPLC 13)
iiRiE ASTJ'E;: A«I,Pf? . 1.000mg. 4275 —| FEfH 3.5 2.5 4.6 27 .8+
ALT kA <RV 70 <V o8 24 W 20mg D
LDH RS _ HPLC 1)
»-GTP_ L5 ﬁlz}@()(;mg; v | i 2.33 |2.0 6.43 17.50
Z ot TR & A TR DT ok @=® [ HPLC 082 |25% | o7 | 765
Ny Z YRy FER |JREE RS T50mg. 57 f'&;&ﬁ#éj
BaL AT O — k| BRI 7w F b | e | 1 250 | 49 | 1408
HEA K 1) ¥ 420mght| PMT =
i iy JREED (n=4) | HPLC 0.95 |2.5% | 7.51 8.46
EolEs Y ) ) ) )
FEH A (n=11)400mg. LC/MS/MS n
QTEE FExy vy v okmm| Az | 29 |20 462 ] 1826
By D 750mg, K/ 779 ¥ LC/MS/MS e
%ﬂé/ Vi 20meg A | 088 2.0 | 796 | 749
fUE -5 HEDAY ANy 5 — - Ea ) RYSEIC T A REHT - HRE T, 29y 2~ A
[+ L3 ¥ ¥ 31 FE200mg (LEITIE L C ER00mg ¥ CHEMET 2 2 EHTEL), 7
5 EF TV LAMWIFLAT0MEg, TO NSRS TL Y —DTRT T —

HHORIERIZHES - T Z8RBEGICB T 2 REHEEGCHIGH : 7o
Fyfyf4ytﬁy NI TIIT—, FRATTT— )b, TS

=)V b A DYE) OFRGRREO E N IR R (7T EF 2
//J(%[I%&Uz‘x77/—wtmﬁ?ﬂﬂmi}i DR - Aok
IRFE R R AR T &) 12DV T b,

RRRERERICRIFTHE
ANUONH— - EOV R
TUITIT=NEOTA RN R T e =R T EX Y
KR, 7o) Aa< A T EOYEYE OB R

L bY 7 AZ1EI0mgTH S,
FE2) IS F b 7 1 — AP450 2C1958 =17
EM ! extensive metabolizer
PM ; poor metabolizer
11:3) AUCo-= (ug+hr/mL)
4) Fr il
16.1.3 &4FHIEE SR
7 T A< A T EE200mel T A J& 7 5 A§E200% R EE T T
%ﬂ%hlfk[7 ) A< A rk LC200mg (M) ) 225 ek i ]
B (raad—"—=@) L, MiEF s 59 A0~ A4 2 Vi e

_5_



L7720 55 NHWERE/ XS X — % (AUC, Cmax) (22 TREHENT %
110 7S, WHI O A0 RIS SRR S iz,
FRA e 5B OB EE ST X — &

16.7 ZEYMEE(ERA
16.7.1 CYP3A. P-gplaxf 4 2 MEMEH A AT 5%, [10.. 16.45H]
16.7.2 A 714UV

A BT+ 7 11 2 %400mgh F 2 5 1) A0 <4 ¥~ %300mg

Cmax Tmax Tz AUCo-24nr
(ug/mL) (hr) (hr) (ug-hr/mL) BRI L 72K, PESHE TTF 7 14 ) &~ O I i 1ZCmax TL. 2615
ZIVARIOEI ] o 025 | Lsele | 35519 | 42512 AUCTLIONE E L. 27 7 7 > AI316 4% L7 ASkatig o 4 i1
$£200mgl 7 1 | BN o720,
77 ) A5E200 081+0.36 | 1.3+05 | 2.9*0.4 | 4.33*1.23 F 7, RETMERICTF 4 7 11 ¥ #300~600mg/day T1 H 52811
(Mean 3. D) B L. HIZs 7Y A0 A Y 2 600me/day % 1 H 420 R G L 7o
L2} B BEHTHBIZBWTT A 74 ) YOG P EEREE R ERE2RL
725,[10. 207 ]
oo —e— 5 A0TA > §E200ngl 7 1 | 17. BRIRREHE
bl o ZIUAM 17.1 BHERURSIEICHET B558 )
7 ean+S. D. (n=20) BAZ IR E L7z S EE RIS & O ERABROBMEIL kO & B
Z el Il NTHb,
N (ANUTGH— - EOUBRIE)
Tl S 17.1.1 BifS - +EBRBICST AU NS — - COUBRER
7 X9 B EARUESERRER
Bl § Bl - T ORBEEICBT 2 ans 5 — - E R ) GRS T
o HEEHERILERE, -7 HBaTr ) 2u< A vy OF RN
(11g/mL) REEES - Wy T
0 m{)l 152 3 4 8 12 ! 24 W OB % FxhE (%) [F%h2h 1]
02 5% OREH (hr) iy - FoRBESICBI AN ANy — - K0

IAE R EE 72 5 NIZAUC, CmaxZEo/8T X — 7 1%, WEgg oIk, 1k
WOTRIUAIEL - R OB L > TRZ 2 WD H 5

16.2 MRUY

16.2.1 N/ AT7RASEUF «
fEHEAICBWT, 75 1) 2a< 4 ¥ Y$E#](250mg) % & 11#%5- L 72
WA QEIE) E 7 F) AU~ A D YTy S VR EIRNES L
T DI HEEIR ST A — ¥ & E L7ze ZokEE, KL
RDOINA FT7NXAFE) T 41352, 55%Td - 72A%, ) EE ) (2
Lo THR SN B IEMEABY QA KIBILE) 2 & 7285 X — & i
WERERNL, 7o) 2094 Y VIROKSZIZIEEEITINI Ty
B EATRIE END (I T — 8 ),

16.2.2 BREDXE
FERER A Z200mg (J1 i) % MR P L 72 & & o i P i e 1 13,
HHEOEEPITEAERD SN o219,

16.3 9%
ERER NI BT DR, F72, BEIIBUT LB . KELS5wm®
EAOBATHZME LR, 2N ENOMBA~OBITIZRIFC. 11
FRIREE LSS L ZZ ML EOWRER R L7z E20 BEO. Rk,
B RS S D M R R IR & A L OB TS R E A K E L E
bolze B, b MRS HRIT42~50%TdH - 723 (n vitro) -

16.4 {3
L MIBU D BRI AKIRILAETH D o i P IE R bk
R IZFEEAELE L7220,
v MFI 2oy —2axfHwicn vitoildElCBWT, 7 5) 20< A
VUIFEE LCCYPSATRBE EN L Z EHHE SN T 5%,[10.,
16.7.1%M]

16.5 HEftt
R HERE A 2200mg (JI i) 2 ZE G2 FLANER 4% 5- L. Bioassay Tl %E L
Jo & T AL e H1A240EH F TSGR 038, 3% AR AT S 71,
PRANZ L VSRR K DTSRI O 1A KR LR 2SR & 722,

16.6 {SEDERZFIDESE

16.6.1 BHkaeEESE
EPRREIE R L 4 20 AR O BB ERE 5 12200mg (FI1il) % 225 IR HL
FREHEG- L, 2 L7 F =207 5 v A(Cer) & ZDIRNENRE & DR
FRaREs L7z H, BRI T IS > TCuan®D E5 T2 EE J O
AUCOYENNATRD & 11723 (52 © Bioassay) . [9.251/]

Ahind Conas T T AUC
VT TR (ug/mL) (hr) (hr) (ug-hr/mL)
(mL/min) He uehr/m
Cor=100(n=5) 202 124 233 389
Cer= 50(n=5) 215 1.89 5.74 2169
Cer= 30(n=5) 255 0.96 469 18.73
Cor= 5(n=5) 354 1.48 6.13 36.89

16.6.2 SHRE
TR 7 HAERE L O 7066~ 827% (3572 . 2%) O 2 ME34412200mg (1)
% ZRJEREH RS G L. 2 OMRNENE 2 Biad L 72458, IR &
WD & Toa, T12Z I IZFABETH > 7255, Coas AUCIEIA S 221215
7o 725 (7€ #: © Bioassay). 9.8 &)

Chmax Tmax Tz AUC
(ug/mL) (hr) (hr) (ug-hr/mL)
wEiE (n=3) 3.72 2.3 4.2 19.20

Rt (R %) ;
5=k DB T

—

87.5 ( 84/ 96)
89.2 ( 83/ 93)
91.1 ( 82/ 90)

H i

TR

83.7 (82/ ®)
87.6 (197/225)
83.7 (103/123)
90.4 (103/114)

(FRTT =) E OB OB E) D
H - T TIREES (800mg) ™ 78.8 ( 89/113)
(400mg) *o 81.1 (116/143)
(800mg) *7 80.0 (116/145)
(iEHy © I8y 96.4 (106/110)
ok« i) 79.2 ( 38/ 48)
(FRT T =F b oL EDHRHOBE) O

H iy (400mg) ™ 87.7 ( 57/ 65)
(800mg) #1? 89.7 ( 61/ 68)
AR EE (400mg) ™ 83.3 (1 45/ 54)
(800mg) 1 87.8 (36/ 41)

B - T TIRE CEE : 10H B#%5) Y 86.0 (147/171)
CRE : 7HEES) Y 84.3 (140/166)
(BRI : 7 H BES) ™Y 93.8 ( 61/ 65)

WD 29 2uxA Y& LClE200mg (Jifif) . 7EF 20 2RAE LTl
750mg () KO8T > v 75— )b & L CLE30mgD3#] % [k 21 H 2007 H H
S mER 2o

W2) 7 7)) Aux ALy LClald00mg (i) . 7EF 20 LK E LTl
750mg (Jii) L O°F > 75— & L CL30mg?d 3% % [ 121 H 20017 H 4]
L mER 2

TE3) T ARSI B AN I Ny — - B0 ) EYERE 2R & LR
B(z 59 20~4 Y v LTUE500mg (i), 7EFS 20U kM E LT
11H1,000mg (J3fili) U8 > v 75 V' — Vv & L CT1E30mg® 3% % [l 121 H 2/
RS o ARFOAGREKH R 12800mg TH % o

D) T ARG SE BT AN aNs ¥ — - U0 ) REERE AR E LR
RKBE(r 99 20~ A e LTUE250mg (i) . 7EF >0 YkAME L
C1[H1,000mg (Jifili) R ONF » v 75— )b & L C130mg? 3% % FEIZ1H2
R S) o ARFI OFKFEIR A #212800mg TH % -

D) 7 9 Au~A Yk LTl400mg (). 7EF T ) vk E LTl
750mg (i) K S+ A 75— )b & L C1aI20mgd 3% % [7 1121 H 2017 H %
[mEL2E

E6) 7 7 ) Au~A Yy LTLR200mg (Fil) . 7EF > ) yokRE LTl
750mg () & 05 A 75— )b & L C1AI20mgd 3F % [7 I 121 H 207 1 %
145 5 (]9 0 B BT 12 I PR 3B o

ED 7 ) 2u~A Yy LTIH400mg (Ffl). 7EF T ) YRR E LTl
750mg (i) e 08+ A 75 — v & L C1R20mgD 3% % [F#E 2 1 H 21817 H 7%
1455 (] P9 0 S R 1 PR 3l ) o

H8) 7 7 ) Aux A Ly & LCLEB00mg (i), 7EF 2 KR E LTl
1.000mg (i) fe U4 X 75 ' — v & L C1l20mgd 3% % [AF 21 H 20a04% C 4%
Beo BRHN ORI 1E800mgTH % o

E9) 7 I Au~A Yk LTH200mg (). 7EF T ) Lk E LTl
750mg (Jif) K O F X7 T —)vF b )7 Ak LTl 0mgd 35 % [ K5 (21 H
2017 H RS

W#10) 7 ) Au~v A ¥ » & LCla400mg (i) . 7EF S ) AR E LTl
750mg () VT X T 5 —)vF k) v Ak LT1R10mgD3#] % k211
207 H B 5

FIDE - FTBEESICB AN ANy y— - K0 ERERE E R E L7z

FEREER (2 9 20~ 4 ¥ ¥ & LCIEB00mg (Ili) . 7EF> ) vk

& L C1IE1,000mg (Jili) 2 85 X7 5 =)+ b Y A& L CTLE20mg? 37

Z [ARFIC1H 20088 0 5-) o AR O KGRI A #E12800mg TdH % o

18. ZESpZEIE
18.1 {FAIHERF
MBI OT0S) KV — AD50SH 7= FEfEE L, BAGHEHES

2% 50)




18.2 ZIE{EH
18.2.1 ME(EA
TR EREE, L RS, SR RNk 2 T A TR,

ETrRT(TTUNRXT)
FTIE. Hr¥uanNy v —gsEp—
L7 hay s A,
TN T NEV N AN F— -

CHET=) A AVTNVE TR, LIS
O T 7 KBRS, AT R AL
7 IIVTIET, 43T FAED D, <4
v ) IR 2R L

oMo~ 7 a7 4 FRIUVEWE & RZED ETH 5 (n vitro) s
18.2.2 & FERBEMAMDKEMLIADIE S

REALF L 1Z

EFESEOMBE N ATV, x4 anNs 7)o 6 -7

oy aary7Ly 72 AMAC)PRUANY anNz g — - ¥ )0 2% L
TIWERZALE X Y 55\ (i vitro) o

18.2.3 EMIRRETIVICK T 2 1ER
< r7 7\ @ﬂgﬂém@z%ﬂ) 52). 54). 55). 61)\ &’F}:@%BU 54) . 55)\ ﬂ?%%‘%"’éﬁ%

#I’EBU‘ 52), 55). GI)JE?\)VL:EV"CCi‘ Ve 7 |) 2 U’?/f > y@ﬂﬁ?’&‘ﬁﬁﬁk%
Ttk e KL, BENZZRRZ RS,

19. BT ICRET DIEEFIAR

—f&Z : 7 9 A< A ¥ (Clarithromycin)

B 5
E%%

HFR
5F
RO

CAM

(2R,35,4S ,5R ,6R 8k, 10k, 11K ,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-r7bo-hexopyranosyloxy)-
11,12-dihydroxy-6-methoxy-2,4,6,8,10, 12-hexamethyl-9-
oxopentadecan-13-olide

CssHeoNO13

8 1 747.95

220~227C

s

3

R E—lﬁ"@?fnuli PEDOBHERT,

WIEH W, 7R Xidzoakiva
Ay =), IH ) —)(95) NIxT =T
2L KIZIEEAEET BV,

128 R T’i’@”<
I—F I

22. Ex

PTP : 100§ (108t % 10)

5008 (10%E x 50)

23. EEVM

—

)
2)

3)
4)
5)
6)
7)

8)
9)

10)
11)
12)
13)
14)

15)

16)
17)
18)
19)
20)
21)

JEL A 57 B A AR R SR A A I e AR« PUBE S E R O T5 ] &

Griffith, D. E. et al. : Am. J. Respir. Crit. Care Med., 2007 ; 175(4) :

367-416

Desta, Z. et al. : Clin. Pharmacol. Ther., 1999 : 65(1) : 10-20
TRIF A : Chemotherapy, 1988 : 36(S-3) : 515-520

SEARFERM 0 HA/RNE 7 LV —22455 1989 5 3(1) : 48-55

Jacobson, T. A. : Am. J. Cardiol., 2004 : 94(9) : 1140-1146

Greenblatt, D. J. et al. : Clin. Pharmacol. Ther., 1998 ; 64(3)

285

Yeates, R. A. et al. :

577-579

Hedaya, M. A. et al. :

110

Kulanthaivel, P. et al. : Cancer Res., 2016 ; 76(14 suppl) : CT153

Liukas, A. et al. : J. Clin. Psychopharmacol., 2011 ; 31(3) : 302-308

Hardin, T. C. et al. : Pharmacotherapy, 1997 : 17(1) : 195

Ouellet, D. et al. : Clin. Pharmacol. Ther., 1998 ; 64(4) : 355-362

Hafner, R. et al. : Antimicrob. Agents Chemother., 1998 ; 42(3) :

631-639

Kakuda, T. N. et al.

728-734

Wallace, R. J. Jr. et al. : J. Infect. Dis., 1995 ; 171(3)

T A Euu K%i"i 1995 5 26(1) : 149-150
JEAE @) - EERIER R EBIIE~ = 2 7 )b &) M O i 5 B

SREh A Chemotherapy, 1988 : 36(12) : 921-932

HREGREAM © Chemotherapy, 1988 : 36(12) : 933-940

RS GT XSV YIRKHM, TV 7T = VR (75

A§E200/ 7 7 1) v FEE200mg - 200049 H 22 H KR8 HI RS GRHE

ZENL3.(D)

1 278
Int. J. Clin. Pharmacol. Ther., 1997 : 35(12) :

Biopharm. Drug Dispos., 2006 : 27(2) : 103~

: J. Antimicrob. Chemother., 2014 ; 69(3) :

L 747-750

22)

23)

24. NERFAERERUREWVE

FBEHGAT X220 YRR F AT T = VB (250 A
$8200/7 5 1) ¥ v F§E200mg : 20024E4 H 11 H AGE,  HRE &R 2
~.3.2).(3)

PAEFGAT X T2 YRR, TRT T =S ) LB
(7 91) A$£200/7 7V ¥ v F§E200mg : 20074E1 H 26 HA&AGE, HIF5
EREZE2.7.6.1)

FAEHG(T X220 KW, R T B (5 7 % v
78 | 20144F12 26 HARGR, AR EAHIESE2.7.6.12)

A © 3595 & 38, 2006 5 43(5) : 491-503

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

e % RWHBAE © Chemotherapy, 1988 : 36(S-3)
W 2 © Chemotherapy, 1988 : 36(S-3) : 698-714
JIEE M © Chemotherapy, 1988 ; 36(S-3) : 715-728
SRR HR A - Chemotherapy, 1988 5 36(S-3) : 950-954
)
)

- 1058-1073

= el © Chemotherapy, 1988 ; 36(S-3) : 926-934
FMEfEFEAE © Chemotherapy, 1988 : 36(S-3) : 213-226
Suzuki, A. et al. : Drug Metab. Pharmacokin., 2003 ; 18(2)
113

HEH B 3l © Chemotherapy, 1989 : 37(1) : 15-21
JESTWEAL © Chemotherapy, 1988 : 36(S-3) : 660-666

S5 NCIE HASE 5 5 iR ahi 2, B 113005, 2021 5 C-1597-1605
Asaka, M. et al. : Helicobacter, 2001 ; 6(3) : 254-261

Schwartz, H. et al. : Am. J. Gastroenterol., 1998 : 93(4) : 584-590
Fennerty, M. B. et al. : Arch. Intern. Med., 1998 : 158(15) : 1651~
1656

Misiewicz, J. J. et al. : Gut, 1997 ; 41(6) : 735-739

B - T RBERICB T AANY anNy & — - ¥ u ) BIEIC
3% WM R IRRER (7 9 ’) A§€200/7 5 1) v REE200mg  20004E9
H22HARE, HFEERHRZE ~ .4.2.(1)

Kuwayama, H. et al. : Clin. Drug Invest., 2005 ; 25(5) : 293-305
Higuchi, K. et al. : Clin. Drug Invest., 2006 : 26(7) : 403-414

- 104~

Lind, T. et al. : Helicobacter, 1996 ; 1(3) : 138-144

Malfertheiner, P. et al. : Aliment. Pharmacol. Ther., 1999 ; 13(6) :
703-712

Kuwayama, H. et al. : Aliment. Pharmacol. Ther., 2007 ; 25(9) :
1105-1113

W 2 T AHRER (7 5 ) Z$8200/ 27 F 1) v F§E200mg : 20074E1 H
26H KRR, WIS EEMREE2.7.6.5)

KIS MARERER (7 5 1) 288200/ 27 5 1) v F$E200mg : 20074E1 H
26H KGR, HIFHERHRZE2.7.6.6)

FEIP 55 MAHEER (7 1) 288200/ 27 7 3 v F§E200mg : 20074E1 H

26H AGE. HFEFEZ2.7.6.3)

W) b - Chemotherapy, 1988 ; 36(S-3) : 123-128
/NP R © Chemotherapy, 1988 @ 36(S-3) : 1-34
HEFEE B Chemotherapy, 1988 ; 36(S-3) : 35-58
T AL © Chemotherapy, 1988 ; 36(S-3) : 59-70
PEEEEAM - Chemotherapy, 1988 : 36(S-3) : 95-110
FEFELA © Chemotherapy, 1988 ; 36(S-3) : 129-155
D E A © Chemotherapy, 1988 ; 36(S-3) : 71-81
FFIRAE Tl - Chemotherapy, 1988 ; 36(S-3) : 117-122

Mg Al © Chemotherapy, 1988 ; 36(S-3) : 111-116

Brown, B. A. et al. : Antimicrob. Agents Chemother., 1992 ; 36
(9) : 1987-1990
Cederbrant, G. et al. :
1025-1029
ETE#A : Chemotherapy, 1988 ; 36(S-3) : 156-169

Cohen, Y. et al. : Antimicrob. Agents Chemother., 1992 ; 36(10) :
2104-2107

J. Antimicrob. Chemother., 1994 ; 34(6) :

{olchw

PR AR ESR A ~ 5 —
T532-0003 KBiE X = ES T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BUSHRFERES

26.1

BHEARFETT

R RERISHT

ABRmE)IRERSTH2-30

DAl A230521



