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14. BRLEDIEE

14.1 ERIRMAFEOEE
PTPAEDHEFNIPTPS — b S HD L TIRAAS 2 L 58835 2
&o PTPL— FOBEIZ LD, FENSAERAEEREARI AL, HIZ
WBEALEB I L THIMRAAZOREROIHEENRT 2 2 &hib 5,

15. ZDMHDEE

15.2 FEEERRAERICE D < 1B
Jy MITEFIIY 2K (2,000mg/ke/H) £S5 TS5 —
)V (15mg/kg/HEA L) O4AMPEAR DS Ui, ROA X7
EF U KW (500mg/kg/H). T2V 75 =)L (100mg/kg/
M. 75020712 (25mg/kg/H) OLERIPHHREORE LR
BT, 7EFI T KM E BB D VIO G U - BT R
ROGED SN TWNDN, RIS T7 BF 2 U KM PEREZICHTH
LEbDTHO., ANTHHLEZDBDTIIRN I EAMREIN TN,

* 16. EYEHRE

16.1 MAEE

16.1.1 HEEZE
@Rk A12200mg. 400mg (F7ffi) 2 =GR EER O G Lz & & D
SEX IS IR R UE NS A—F DIEIRLLFDO LD TH oz, 2B,
TR DN T Y FI13 D Tsino 72,19

e Crnax Thinax Tie AUC

H -

WEE | gmD | @O | 0o | (ug-h/mD
A (0=8) 200mg Bioassay 1.16 1.9 4,04 8.98
A& (n=8) 400mg Bioassay 2.24 2.7 4, 36 20. 30

fEFERR A 12200mg (7)) 2 ZEERFICHEERR D35 U, &gk s o
Y~ 57 (HPLC) #ETHIELZEZ A, MiEHITIIRAAR KL
CIEMAA D O 1AM KB L AN T IR BEEL. TOAHEMZ
Bioassay Tl U 72 8 &1 1E 8 L 72,20

16.1.2 RigiS
(NYaAnNsy— - g0l BELEE)
BERANICTEF U KM, JObh R Ty —&
B L T400mg (F71i) 21 H2[E7 H M RAER D5 L 7= & & OFH 1
FIEE R BN A —F DIEIZLLF D& D Th o fz,20~20

g | Com | Toa | Tz | AUG:

(rg/mb) | (hr) (hr) | (pg-hr/mD)
HPLC
RAG=7400mg, TEFS | fpsfop | 22 | 2T | 44 18.45
U KA 000mg. 5> T
52/ =)L 30mghEI
mg Jf /i fowm | 097 | 26 | 85 8.87

A (n=11)400mg. 7 EF HPLC
S SARIIL, 000mg, AT 35 25 | 46 27,879

57— )L 20mg I AL
S *}g}cwg 233 | 20M| 643 | 17.50
oS fB | o | 2w | em | 76
S HPLC "
NmgPf AR | pype | Rk | L9 | 254491408
o e |0 | asm| sl | 846

LC/MS/MS ~
A (=11)400mg. 7EF | Fgfppk | 92 | 20| 462 | 1826

S KRIYI750mg. R TS
> 20mgff D

LC/MS/MS
v L]
EDAYINT S — - EOUKRGYEICH T 2KEHE - HRETIZ, 77020341

2 31E200mg (LEHNZIR U T ERR400megE CHEMET 2 2 &N TES), 7
EF U AKMMIZLETOME. ORI RS T D EY—DITRT T —
JVF BU T AFLEIOmETH 5.
TE2) B R T 7 0— A P450 2C19iE 5 18!
EM ; extensive metabolizer
PM ; poor metabolizer
11£3) AUCo-c0 (£ g * hr/mL)
14) s ofiE
16. 1. 3 £MF RIS HRR
72U A0XA T 8E200mg [h—") &7 5 Z§E200%, 7O A
F—N—FEickvzEhnEhnise (V) A0 1> &L T200mg
(7)) f@EEpk N5 7T B B O %G U i 5 R LR IR E
ZHIEL. FoNz3EYEEINT A—% (AUC, Cmad) IZDWVTI0%
(SHE X R THEHRNT 217 o 7285 R, 1log (0. 80) ~log (1. 25) D &g
FNTH D, WHEIOEYFRREEDHRS NP

0.88 2.0M9 | 7.96 7.49




(ug/mL)
1.4 —o— 1 75U 2071 ¥ 2 4200mg [h—"17)
—— 751 Z§E200

1.2 ' Mean+S.D., n=22
1.0+

0.8+

WEERE

0.6+

0.4+

5% 0K (hr)

HIEINT A—5 BEINT A=Y

AUCp-12 Cnax Tinax Ty

(¢ g - hr/mL) (tg/mL) (hr) (hr)
7520712 8 %
200mg [ h—17] 5.210+2. 182 0. 897+0. 383 2.64+2.57 | 3.00+1. 21%
2751 Z§E200 5. 057£2. 045 0. 859£0. 358 1.95+£1.39 | 3.19£0.97
(Mean+S. D., n=22)
% :n=21

M PR CNCAUC, Coax B D85 A— 4 1d, HBRE ORIR. (KD RIELK -

RS DA BR R IC & o THAS B TTREMED B %

16. 2 WRIR

16.2.1 NAFATRASEUT o
ERAICBWT, 751U 2031 2284 (250mg) &R O%5
Lse CEEE) &75Y 207412257 NEF VEE % Ik
N$E 5 U 7= 58 ORI ERTISN S A —F 2R L, 208
B RBMEDNA AT XA TEY T 11352, 55%Tdh o /=05 #E
TR L > THERS N DIEENRHY QARKEELR) 2807k
INT A= IRMFERM S, 75U 2071 3 3R O0#%5%1F1F58
FIIFINSNTND Z EAVRBI NS ST —4),20

16.2.2 REDHE
@ BERR A 12200mg (F1f) 2 B[ 0 5 U 7= & & O IiE PRI,
BEOEENMIEALERD SNRBND 19

16.3 9
RSB DR, £/-. BEICTBITIRE. [LEZDWIEAD
BTt 2HE LR, 2N T OB OBITIZRIF T, mig i
EMES LB ENLLOBEERUZ. /o KHE. Wik LEEms
fEEE DM TEEIZIEE AL OFI T P EEEZRE< LEbo/k, 7t
B, b MMEEARESRIF42~505TH o= (n vitro) 20~

16. 4 {3
b M2BIT 2 ERBPNIAMKERARTH O, s ITERE
L FEREFTEL /2,20
EMNFI 7OV —AZBWEn vitro i BICBWT, 75U 20xA
U EELTCYPIATHR#EI NS Z &N MEEINT NS, 3D

[10.. 16.7.1%H]

16.5 #Ett
e FE AR A2 200mg (F74iffi) 2 22 B RFIC BA[El R 1% 5- L. Bioassay Tl
FELEET A, #5524 F TICHR 58038, 34N RF A &N
7o WQ?PZL(SLi‘fz:%E{tﬁt&mﬁl‘i{ﬁ%%@14&7@5&{5{2&753‘%&56
N7z 19

16.6 HEDEREZFT2EE

16.6.1 EHEeEEE
BHEAR I &Rl 4 7R FR O B RERE 12 200mg (F1 1) 2 22 R IR B
EREOHRS L, ZLT7FZ2 U752 (Cor) EXTDIKNEHEEE D
BRERRGT U7z k R, BHEEDE Itk TCnax® E5. TR K
CAUCOHENNNZED 57 QHIEE © Bioassay) .3 [9. 22:]

A Conax Toae Ty AUC
(mL/min) (1t g/mL) (hr) (hr) (1£g - hr/mL)
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 SihE
BEEIRERREDIRN66~825% CEH72. 2i%) D2Z#:34412200mg (7
fili) 2 ZZ MR BE (AR % 5- L. = DIRINBIRE 2t U 72 f R, TR A
EHARS EThae T IEERETH 5720, Cnae AUCIEZBA S MNTE
Mo 7= (HIFETE © Bioassay) .3 [9. 8Z:Hd]

Crnax Tiax Ti/2 AUC
(4 g/mL) (hr) (hr) (4tg + hr/mL)
i (n=3) 3.72 2.3 4.2 19. 20

16.7 EMBEER

16.7.1 CYP3A. P-gpicxid 2MlEERHZET 5.0 [10..

16.7.2 TAT7 14U
EERANBHEICT A 74U > 2400mgk N7 S 20X A2 %
300mgPEfH L7z, PERSHETT A 7«4 U > O i i1 Cmax
T1.26f%. AUCTL I ERL. 77U 7 T AIX16. 4%/ L 72054
FHICAEEEISRD SN0 .Y
F2. [EIEBEIZTE T 1 U > %300~600mg/day T1H 4)2#4%
O#% 5L, BIZZ Y Z20%1 2 >600mg/dayZ1H 5205 L 7=
fEE. SFHTHBEIZBWTT A 74 ) D OMEFBEIFER L7 %
KU [10. 22:H8)

* 17, BREREES

17.1 ARV RZLHEICET 258
RAZERGE L EEREKRBRZSDERKRBOMEIITRDO &
BOTH5,
(NYaANs & — - EOV RS

17.1.1 BiZE - T2HBEECBIIZAY ANy — - OV BRREE
12349 B E R KRB Rt ER
BiEE - + o HEBEECBIAANYINT Y — - PO BREICKH
TH_EEREERR A—-T BT RO OHF
PR 517z,

16. 4%:1]

BB BRERE (HHE L)
BEE - T EBEEICBIT A INT ¥ — - E0U RIYE (REER)
(529 75— EDPHHDEE) 3D~

R (400mg) D | 87.5( 84/ 96)
(800mg) 1 | 89.2( 83/ 93)
TR (400mg) D | 91.1( 82/ 90)
(800mg) 1 | 83.7( 82/ 98)
CKHE : 14AE#%5) ) | 87.6(197/225)
CKHE : 10H##%5) ) | 83.7(103/123)
(FEHE : THERS)ED | 90.4(103/114)

(FAT TN EDYFDFE) D~
B - T iERE (800mg) & |  78.8( 89/113)
(400mg) 0 |  81.1(116/143)
(800mg) #7 | 80.0(116/145)
GEsh © +FEm3iEs) 9 | 96. 4(106/110)
(% - HEEDEY | 79.2( 38/ 48)

(SRNTSV=)IVF MU L EDHHDEE) 9~
=hi-v (400mg) ™ |  87.7( 57/ 65)
(800mg) 10 | 89.7( 61/ 68)

(400mg) 9 | 83.3( 45/ 54)

(800mg) 10 | 87.8( 36/ 41)

CKE : 10HH#%5) ED | 86.0(147/171)
CKE @ THRE#%S)ED | 84.3(140/166)
(BN 7RG ED | 93.8( 61/ 65)

D 7592071 2> &L TLA200mg (7). 7EF U k& LTl
750mg (F1i) 5 > 75 —)L & L T1aI30mg d 37 Z [ KF 12 1 H 2187 H [
O,

£2) 75V A0%A 2> &L TLAEM400mg (). 7EF U k& LTl
750mg (F1i) 5 > 75 —)L & L TLIEI30mg d 37 2 [ KF 12 1 H 2[a7 H [#
O,

3 T EEBEBICBTAANY INT Y — - EOURRYERE E R E UK
B (75120712 >& LU TLES00mg (J1ff). 7EF U ki LT
1[8[1, 000mg (J1 i) R Z > 75 —)b & L T1E30mg D35 % [AkF12 1 H 2[8]
REO8E) . AKI DR EAH#IZ800mgTH 5.

4 TEBEES BT BRANY AN Y — - E0 ) RYYERE 2R & L ZBR
Wi (7502074 2> E L TLE250mg (Jifl). 7EF U ZKAMmEL
TC1[al1, 000mg (i) KT > 75 —)L & L TLE30mgdD 3% % [FRi21H2
B 425 o AHI DRI A EIE800mg TH 5.

#5) o0 A0RA &L TLE400mg (Jiffi). 7EF U KR E L TLE
750mg (i) KA A 75 —)b & L T1EI20mg D 37 2 [AIF2 1 H 2[[7 H i #%
4% 5.

#6) 7 ZUA0vA &L TLE200mg (Jiffi). 7EF U K E L TLE
750mg (FHI) B UOF A 75 —)b & L T1E20mg D35 % [FEFIC 1 H 2057 H Rk
45 (N O LGS IRTE 4R RS .

TR R

(= i gt =1 ¢

<




b))

18)

£9)

75 AnxA 22 ELTLE400mg (i), 7 EF U 2KF & L TLE
750mg (1) e ' A 7 5 —)b & L T1[0120mg D 35 2 [/ 121 H 2[817 H [##
C4%5 (EN ORISR TE IR IR o

77 AnxA 22 ELUTIES00mg (Ol 7 EF U 2K E L TLE
1, 000mg (i) e O A 75 —)b & L T1IE20mg D 37 Z [FIEIZ 1 H 20al#% 114
Ho AHOKEHEKHRIIZ00mgTH %,

75 AnxA 22 ELTLE200mg (i), 7 EF U 2K E L TLE
750mg I l) K FRXT 5 —)LF b Uy L& L TLEI10mg D354 % [FRFi21H2
[E17 H IR D 45 5

H10) 7 5 20X A 2> &L TLE400mg (i) . Y EF U 2KFE L TLE

750mg (Fii) KT X T F =)L+ kU A &L TLE10mg D3| % [FKFIZ1H 2
=17 H [l 4% 5

FIDE - TTEBEESICBI RN ANT Y — - EO U BYYEBRHEMN R E LT

* 18.

BB (72U 20< A1 2> &L TLES00mg i), 7 EF U 2K
& U TLE1L, 000mg UIil) R TXTF 5 —)LF kU A& L TLE20mg D34
Z AR H2ME 4 5) o AHI DK A HI3800mg TH %.

REE

18.1 {EFtLR
HEDT0SYRY —LD50SH T2y hEfEA L, BEAGKRAEHE
@-5036).50)
18.2 EBIER
18.2.1 #AE{ERA
T RUKERE, L YIRERE, MRS O SMT T AR, £
T8I (TITUNAD) - hFZ =V, A TINIToHE, LIF %
TE. W EONT I —BEO—ROT T LRER, XTRZX ML
NavhR@E 7IIP7E XA ATIXRE. IX1IANITIUY
AEROANY AN & — - EOVIZHEERZRL, TOEMIMD
~ o054 RERFAEWE ER%LETH S (in vitro) 5D~
18.2.2 & MERBACOKBE LIADIE S
REKREFZIFAEOHENZEZETZMN, XA ANITFUTL - TE
LTy 7 X (MAC) RUANY IONZH— - B0V L TR
REKREL VI (in vitro ), 5. 6D.62
18.2.3 BMIREET VIS B4ER
A DRGNS, TR, IR YYEETILICB W T,

7

kR

19.

20X 2O REFBHBEBITEZRKML, ENBRerR
51),52), 54, 55), 61)

BEMASICET HEZNMR

MG .0

—fets
b4 .

1
ATE:
LEE N

i

22.

CHj

2751 20<A1 > (Clarithromycin)

(2R, 3S,4S,5R,6R,8R,10R,11R, 12S,13R)-5-(3, 4, 6-
Trideoxy-3-dimethylamino- 3 -D-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
CssHgoNO13

747. 95

HEOHEFEEOMAT, WEIE W, 7 X377 ooR))

LZRRRITRT L, A /=), T /=)L (95) XiI¥
IFINIT—TINEFITL L, KIZIFEAEBT RN,

11 220~227°C

AR

1008 [10%¢ <10 : PTP]
5008E [10%EX50 : PTP]

* 23.
1
2)

3)
4
5)
6)
7
8)
9
10)
11)
12)

FEXE

JEA 55 B (R R RS R YR ARAR P s E R O F 51 &
Griffith DE, 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

TARFF NEA ¢ Chemotherapy. 1988 ; 36(S-3) : 515-520
AERNTD  BANET L)V F 245 1989 5 3() : 48-55
Jacobson TA. : Am ] Cardiol. 2004 ; 94(9) : 1140-1146

Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 ; 64(3) : 278-285
Yeates RA, et al. : Int J Clin Pharmacol Ther, 1997 ; 35(12) : 577-579
Hedaya MA, et al. : Biopharm Drug Dispos. 2006 ; 27(2) : 103-110
Kulanthaivel P, et al. : Cancer Res. 2016 ; 76 (14 suppl) : CT153
Liukas A, et al. : ] Clin Psychopharmacol. 2011 ; 31(3) : 302-308
Hardin TC, et al. : Pharmacotherapy. 1997 ; 17(1) : 195
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13)
14)
15)
16)
17)
18)
19)
20)
21)

22)

23

=z

24

=

25)
26)
27)
28)
29)
30)
31
32)
33)
34)
35)
36)
37)
38)
39)

40)
41)
42)
43)
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47)
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24.

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 TN, et al. :J Antimicrob Chemother. 2014 ; 69(3) : 728-734

Wallace RJ Jr,et al. : ] Infect Dis. 1995 ; 171(3) : 747-750

EREELRRIZ A ¢ BEPRIEHE. 19955 26(1) : 149-150

EAS B ERENERRENSY =2 7)) SIS B R

R B FH - Chemotherapy. 1988 5 36(12) : 921-932

MEHEFF A - Chemotherapy. 1988 5 36 (12) : 933-940

SFIPHRM O EIRE (¥ To > h T, TEFIIU AT
[h=7) M. Z7S5UZEE 7TV Ty REE: 20004F9H22HARGE. HIGE

BEEHEEA. 3. (D)

SFIPEHARFDOIEYEEE (AT T - FAT T D88 TEFT I

SHTRIN Th="T) fl. Z7I5UREE 75Uy REE: 20024E4H11H

R HEHEEMIZEA.3.2). 3)

SFIPERRE M EIRE N T Mg, /St R AT RIV/MIRL 8 - 7

ERZF T OATRIV BT AT/ MR/ S 7T REE - Y

F Ty R 20074E1 26 H7RGE, HFEERMIEEE2. 7. 6. 1)

E N ILAHH. pylori FRESSFIBEICH T 2 EWMMAIEARR (¥ 7

Fv T8 20144F12H26 HRGE, HIGEERMEEE2. 7.6.12)

HHREED | EE LS 2006 5 55(3) © 395-401

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

e A ARURERIZA : Chemotherapy. 1988 ; 36(S-3) : 1058-1073

WEEMEEA © Chemotherapy. 1988 5 36(S-3) : 698-714

JEE NIE) : Chemotherapy. 1988 ; 36(S-3) : 715-728

S KERIEA © Chemotherapy. 1988 ; 36(S-3) : 950-954

TIFREIEA ¢ Chemotherapy. 1988 ; 36(S-3) : 926-934

iR 1F A - Chemotherapy. 1988 ; 36(S-3) : 213-226

Suzuki A, et al. : Drug Metab Pharmacokin, 2003 ; 18(2) : 104-113

e B33 A © Chemotherapy. 1989 5 37 (1) : 15-21

JENTHEED © Chemotherapy. 1988 5 36(S-3) : 660-666

FH/\SUE H AR g . 2021 C-1597-1605

Asaka M, et al : Helicobacter. 2001 : 6(3) : 254-261

Schwartz H, et al. : Am ] Gastroenterol. 1998 ; 93(4) : 584-590

KEICBT DHREAE (¥ o hTel, TEFI U AT RV
[h=") flh. 725U REg- 750y REE: 20000F9H 22 HARGE. HIGE

ZEHEE . 4)

Fennerty MB, et al. : Arch Intern Med. 1998 ; 158(15) : 1651-1656

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

Kuwayama H, et al. : Clin Drug Invest. 2005 ; 25(5) : 293-305
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Lind T, et al : Helicobacter. 1996 ; 1(3) : 138-144
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Kuwayama H, et al. : Aliment Pharmacol Ther. 2007 ; 25(9) : 1105-1113

ENE IR ON) Ty M /Nt b2l TR/ - 7 EX

ZFI ATV U AT RIV/RL/SE 7T REE T T

2y REE : 20074E1 A 26 HARGE. HIEEERMEEEE2. 7. 6. 3)

WM TARGER ONU T g /N2 RS 2h TRV /MR 8 -

ZF AT BT A TRV S 7T AEE -

Ty REE : 20074E1 A 26 HA&RR, HIREERMETEE2.7.6.5)

KEE IS 0N Ty M /N2 o2k TR)V/MR/ e -

ZFI ATV - BUS) A TRV S 75 A -

Ty REE 200741 H26 HARGE.  HIGEERHIEEE2. 7. 6. 6)

)11 & NiZ7 © Chemotherapy. 1988 ; 36(S-3) : 123-128

/NEFEIFE A - Chemotherapy. 1988 : 36(S-3) : 1-34

FLEBEE TN : Chemotherapy. 1988 ; 36(S-3) : 35-58

HEH {137 : Chemotherapy. 1988 ; 36(S-3) : 59-70

FEEFEEIEA - Chemotherapy. 1988 ; 36(S-3) : 95-110

EF2#1F/ : Chemotherapy. 1988 ; 36(S-3) : 129-155

TNEEERSIF A - Chemotherapy. 1988 ; 36(S-3) : 71-81

FIRAIEFIF A © Chemotherapy. 1988 ; 36(S-3) : 117-122

YNIRHEIE A © Chemotherapy. 1988 ; 36(S-3) : 111-116
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1990
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Cohen Y, et al. : Antimicrob Agents Chemother. 1992 : 36(10) : 2104~
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