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BHHIZEDSLTW A,
NUDONT I — - EOU REE)

5% Lk

1~5% i

1% Rt

B EAE

i

O

TR

I
LUHUEL
HFEV
i

AR

S>OIRAE

FHORWERIIBIEE - TZEBBEICBI2REEE (3 Al
H:7aby Ry T ey =509 75—, A ST —
e TRT 5V —=)LF NI LDIGE) DEEBEE O E AN K R B
B (TEF D) VKRR TS5 —=)LEDHRDETED
Fi¥: - B EROZLERFERERRE 2 &0) ICEDW TIN5,

12. BRARREEICRIETHE

NUIONTI— - EOVURREEE)
SUVTII=VEOTO N VRY T A VY =T EF Y
U VIKHM., 7T 2avA Y rEOTEME DR ®
B TERZ T, PC- REFLAHBOHESREPBEEICZ S
WHEES S B 72, BC- REMSHRBRIC L A2RBEHEZITHEH
FHICE. NS OEROBREKRTH 4 BALFEORSTERT S
CENEZ L,

14. BRELOFR
14.1 REIRMFOER

PTP AZEDEANIPTP ¥ — + oWV H L TIRAT 2 L D48
I HT Lo PTP ¥ — FORRAUC K D BEW AR BB R
ANHIA L. BIZIRZEA 2B I L CHERAREDEE L & HEZ
PHETDZEND 5.

15. ZDMDEE
15.2 FERRARSABRICE D < IEHR

Zv MITEFTTY LKA (2,000mg/kg/ H) T2V
Z =) (15mg/kg/ HELE) @ 4 BREMRAROHRS L7 3B,
KA RCT7EF T ) kY (500mg/kg/ H) T2V 7
7 =) (100mg/kg/ H). 7 VU Au~A > (25mg/kg/ H)
O 4BEBHRAROREG LI-RBT. 7EF SV VKM% B
Wd 5V IIHHBE LB RRPED SN TR EM, #F
BIETEF T KMIDHREICTH LI BDTH D, (£
T L7z D TR ZWVL I EPHERS N TV S,

16. EYEE
16.1 MANRE
16.1.1 BOgS

R IC 200mg. 400mg (/i) #=Z2fEREEREO#RE L
oL EOFHMBFRRERVENT A=Y DHEIRBLTOLST
bHolco B EEEONTY FI3DuP 57219,



Nl E==a Cmax Tmax T2 AUC
HER (ug/mL) (hr) (hr) (pg+hr/mL)
’522}(\)(()?:;) Bioassay | 1.16 1.9 404 | 898
E%{B(()ES) Bioassay 2.24 2.7 4.36 20.30

ERERLAIC 200mg (F11fi) % ZEfERsIC AR OS5 L. Blii
tkra< 757 (HPLC) ETHIE LA EZ A, MBEHICIE
REER OEERED O 14 AKBER(LAED IZIZREFREL. #
DOEHEME Bioassay THIE L7 E & IZIF—H L2 2,
16.1.2 RiEKRS

NUIONTI— - OV RRBEE)

BERACTEF Y VKM, Ta bRy T L ey —
EMEA LT 400mg (i) % 1 H2ME 7 HERKERZO®RS L
e EDOFHMABERTENNT A=Y DOEIZLULTOLS T

% > f: 21)~24)0

SHI ==Y Cm X Tmax T2 AUCO*Q

HER (ﬂg/I?lL) (hra) (hr) | (ug+hr/mL)
A (n=7)400mg. 7€+ | HPLC | , ., | , 44 | 184
VLKA ,000mg. | RE(H | * ol Bl R
V75 —=L30mght| HpLC
D e 0.97 2.6 8.5 8.87
A (n=11)400mg, 7€+ HPLG
SYUVARANL000me T |y 35 | 25 | 46 |27.85
AT5 =L 20mgHFREED

HPLC ;
\ o | #E(E| 233|209 | 643 11750
TEFLIYY 0.82 |2.5% | 9.71 | 7.65
KA 750mg, R
T HPLC | 199 2580 | 4.49 | 14
FRTL0ME| prren | B L 2 : 03
L (n=4) | HPLC

teapy | 095 | 2580 | 751 | 846
A (n=11)400mg. ;g%%ﬁ 292 | 2.0m | 462 | 18.26
TEES)VKRNTONE, | o
R/T7 20mgfHRE | ae® | 0.88 | 2,080 | 7.96 | 7.49

FE1) ANVaANTy— - COVBGEICN TSR AET
& 77 2AavA 2213 1\ 200mg (BEIECTER
400mg FCTHEHEBILIENTES), TEFVIUY
AKAPNE 1 [ 750mg. R R ALY =D TN
75— F b LI 1 [E 10mg TH %,
FFRE@EESR T~ u—L4 P450 2C19 #E{n 75
EM ; extensive metabolizer
PM ; poor metabolizer
i*#3) AUCo-» (p g-hr/mL)
¥ 4) HRfE
16.1.3 &£YPHEEFHEHER
7Z ) AuavA ¥ $E200mg [TCK] &7 7V Z$E 200 %,
JUAF—=N—FEILLDZENZTNLEE [TV 2a<v AT
200mg (1)) MM ASFICEEREROHRS L T ilmiEsd
RENMAEBELZREL. Bon-EYEHE/ISF 2 -4 (AUC,
Cmax) 122\ T 90%EHKENIEIC THEHENT 21T - 72558,
log (0.80) ~ log (1.25) O#EENTH V. WAHIDEMFHIFE
EMPER S NP,

*2)

il - -~ 752074 U 200mg [TCK]

%E%’ o -o- 751 2§k 200

y o Do Mean+S.D.,n =20

= \

1) 0.4 D

A ; !

o] 4/ b

< v - !

1 0.2 - !

v o X

= i

i ?

J:g O T T T T T T T T T
1 2 3 4 6 8 12

i (hr)

MEEREEY I AUC, Cmax ZED /85 X — %1%, #EED
BIR, (RROFRIEE - BEEORBEMFICL->TEL BATHE
HrH 5.

16.2 TRUN

16.21 NAFT7RA4SEUFT «
BERAICBWT, 75V A0vA ¥ 8EE (250mg) ##%0
BE5 LI5S QEEE) L7V RuvA I S
BRIE # B IRAIR S U 72358 OBYEE RS T X — 7 & Hlgis
FL7ze ZORR, REMEONA T RAFEY T 114 52,
55% Td > 7=73, FIOLEBHRIC K o TER S LA EERHY
(14 RIKEBEILIR) ZE&EDTINT A - BITHERPE. 75U R
04 Y ERAOBRERIZIEREIIFNEN TV S I EARE
Sz (BN T—%).

16.2.2 BEDFE
EFERLAIC 200mg (Fifffi) % BEHECOHE Lz & 20 MmiE+HE
B2, BEOEENSIZEAERDON P22,

16.3 9t
BERANICB Y 2MEE., £/, BEICB2BRE. [REZSW
MENOBTHEERE LR TN ZFNOEEBANOBITIIR
FCUEFEBEERED LEZENUEOBEZR L, /2.
2. k. ESIRAEEOMMHIREILIZE A EoflTiE
higE2 Rk&E EEbol. 4B, b MNIEEAKERIZ 42 ~
50% T& -7z 2" ~32 (in vitro) .

16.4 X35
bt MIBT2ERBYE 14 (KEBILETH D MIEFICIERE
{bik L 1FITREEFEE L7 2,
NI Zay—axzH0zin vitro REICBWT, 7TV A
OvA Y I3FEELTCYPIATRIE SN A EPRESNT
w53, [10.,16.7.1 Z#]

16.5 HEtt
A A IC 200mg (/1ffi) # ZEERICHEEZEORS L.
Bioassay THIE L7z & 25, BE5Z 24 BEE TICHREGED
38.3% MRFAAFEM S N7z RAPICITFICKREER OTEER
D 14 CIKEBRLED RS 5z 1920,

16.6 RIEDEHRZEIIEE

16.6.1 BikpEEEE
BHEEEEE S 2 BEOBMEERESRIC 200mg (H1fi) %=
EEBREEEOREL, 7L T7F=0 27075 R (Ca) &
ZFOENEE S ORERZ ST LIziER. BHEDETICkE-T
Cmax D _EF. T2 OEER U AUC OEMATERD 5172 3 (H
FE% : Bioassay). [9.2 £E]

HENT A= BENRTA—Y
AUCo - 12nr Cmax Tmax T
(ug-hr/mL) | (ug/mL) (hr) (hr)
JIVARTA VY
§ 200mg [ TCK] 3.00£1.14 | 0.51+£0.22 | 2.05£0.58 | 3.60+0.81
JFVREE200| 2.95+1.18 | 0.49+0.17 | 2.03£0.41 | 3.51+0.85

(Mean = S.D., n=20)

TVTT=7 | o T T AUC
VT TR (e/mL) (hr) (hr) | (ug-hr/mL)
(mL/min) HE &
Cars100n=5) | 2.02 1.24 2.38 8.89
Ca=500n=5) | 2.15 1.89 5.74 21.69
Car=30(n=5) | 2.55 0.96 469 18.73
Cors 5(n=5) | 3.54 1.48 6.13 36.89




16.6.2 &
BELEMEREDOL V66 ~ 821K (P 72.275%) O3
12 200mg (Affi) ZZEEREBEEREORS L. ZOEASH

%2 é‘f*ﬁ%{l‘ l/ 7‘: r{\l:gl:%\ @%Ekj\ t J:t&;o) t Tmax\ T Li 3 Lflﬁ]
BETH 57275, Coaxs AUCIEZBHS D ICE D - 723 (HIEE -
Bioassay). [9.8 ZH]
Cmax Tmax Tie AUC
(ug/mL) (hr) (hr) (pg-hr/mL)
miRE (n=3) 3.72 2.3 4.2 19.20
16.7 ZEYMEEIER
16.7.1 CYP3A, P-gp lIZxt 9 5HEEH%ZH 95 [10.,16.4

2]

16.7.2 #7410
EERABHICT 47 1 ) > % 400mg RUZ Y A0 <A &
> % 300mg R L7-/ER, StRSHETT A 7+ ) Y olliE
FIEBEIX Crnax T 12615, AUCTILI9GEERL. 77U 75>
ANE 16.4% D L7z ietiICERERO o o729
Fio. REXMERRICT AT 0V > % 300 ~ 600mg/day T
lH 2RO8E5 L, BEIC/FY Au~vA ¥ 600mg/day %

H7 2 ARG LR fFR7HBBICBW T A 74U >
DIEFREIIERELZ EREZR LY, [10.2 ZH]

ERPRAHE
17.1 BWEROREHICET 258
A NRE L ZEEMEERRZ & CRRRBOMEX
ROEBYTH 5B,
NUONT T — - EOURPE)

17.1.1 B&B - TTEBREBICHBIFIANUINTI— - EOUR
ZIEICH T 2 EAN BN IRRER

EgE - +IEBEEICBTAAN) AN Y — - O RYSEIC T
THOEEMEERR, AT VBT RavA Y DER
HHBDO 5N,

A A (%) [BxILLE]
BEE - +EBEEICBTA 2NN Y — -
Yoy BYYE (BRER)
(S VTSI =L EDHRADEE) 3 -4
BiEE (400mg) =V | 87.5 ( 84/ 96)
(800mg) #2 | 89.2 ( 83/ 93)
+iEEEE (400mg) #V | 91.1 ( 82/ 90)
(800mg) #2 | 83.7 ( 82/ 98)
CKE : 14 HRE#®S) 53 | 87.6 (197/225)
CKE : 10 HRE#&S) 3 | 83.7 (103/123)
(%E: 7 HREES) ®9 | 90.4 (103/114)
(A ATV =L EDPHDEE) 42)~45)
B - +ZiEgES (800mg) % | 78.8 ( 89/113)
(400mg) 9 | 81.1 (116/143)
(800mg) 7 | 80.0 (116/145)
(4t - +HEEEE) =9 | 96.4 (106/110)
(Bsh : BEE) #9 | 79.2 ( 38/ 48)
(FRTFTV=)ILF M)A EDHHADEE) 40~49
BiEE (400mg) %9 | 87.7 ( 57/ 65)
(800mg) #19| 89.7 ( 61/ 68)
+ RS (400mg) 9 | 83.3 ( 45/ 54)
(800mg) 10| 87.8 ( 36/ 41)
B - +TIEREE  CKE: 10 Af%S) #1| 86.0 (147/171)
CKE : 7 BRE#ES) =10 84.3 (140/166)
(RN = 7 BRE%S) ®10| 93.8 ( 61/ 65)
E1) 7ZJRAavA 2 ELT 1 E200mg (Hffi). 7EFT

VK APELT 1| 750mg (1)) ROT>V STV —
& LT LE30mg » 3FIZFEHC 1 H 2 [6 7 HEZO#S.
F2) 79209 ELT 1A 400mg (Hfi). 7EFT ¥
V2K AELT 1| 750mg (1)) RS>V TV —
JLELTLE30mg » 3FIZFEHC 1 H 2 [6 7 HEZO#S.

E3) ToEBESEICBIIAANYINTY— - YO RYYEBE L
MRELUERRE (752012 0T 1[E 500mg
(Fiffi) . 7EFT V) KMPELT 1 E 1,000mg (F11ifi)
">V 75 —=)LELT 1 E 30mg O 3 &z R 1
H 2 E#O#%5) . AROEZRAHEIX800mg TH 5.

E4) +IEBBESICBIAANY NI — - O EYLE B
BEruRELLERAR (V7Y 2u~vsoreLTlE
250mg (/i) . 7EF >V 2 KAPELT 1 [E] 1,000mg
(Fff) ROS5>V 75V —=)LELT 1 E 30mg ® 3 FlZE
BFIC 1 H 2 BfEOKRES), KEIORZRRAHEIX800mg
THb

E5) IR vA Y ELT 1 E400mg (Siffi). 7EFT T
U kFIME LT 1 750mg (1) KOARXT T —)L
EULT1[E 20mg @ 3 A& ERIC 1 H 2 [B 7 HREZOHS .

E6) 7I)AUTA T ELT 1 [E 200mg (Fffi). 7EFT
Y YokFIE LT 1Al 750mg (F1ffi) KROARX T T =)L
ELT 1 H 20mg @ 3 Al EEIC 1 H 2 | 7 HE&EO#RE
(BN OBEIR7E#% B R R o

F7) 75020 ELT 1A 400mg (). 7EFT ¥
Y KA E LT 1 [E 750mg (FMf) ROF AT S5V —)L
ELT1H 20mg @ 3 FlxFEEIC 1 H 2 B 7 HE&EOH#RS
(BN OBLERRTE# R ) o

E8) rIyAuwA Y ELT 1E500mg (Siffi). 7EFT T
Y2 KFIME LT 1 [E 1,000mg (Ffli]) ROFH AT 5 —
JELT1[E20mg @ 3 FlEERIC 1 H 2 BRO#S, K
AlOA&AERAHARIX 800mg TH 5,

E9) 7IJARTA T ELT 1 [E 200mg (). 7EFT Y
VY RFIE LT 1 | 750mg (/1)) ROTRTFI—)L

FRULELT1IE1IOmg D 3 F%#FEICIA2E7H
[EEmE
¥ 10) 7oV 2avA & LT 1E 400mg (Ffi) . 7EFT Y

YAKFIE LT 1A 750mg (i) BT TF T =L+
rM)LELT1[E 10mg @ 3 FZFEEEIC 1 H 2 [ 7 HiE
BO%SG.

E 1) B - +TEBEESICBIAZANY AN — - O BERE
BEEWNRELEBRAR (7Y A0~/ LT 1
500mg (Ffi) . 7EF 2V > /KAHELT 1 [E 1,000mg
(Fii) BROTXTF—=)LFh)7LELT 1 [E 20mg O
3FNEERIC ] H 2 BREO#%E), RAIOARRAHARIE
800mg TH %,

18. EEIE

18.1 1EFERE
MED 70SUARY—LD50SHT1whEfEEL. EHENZ
BH%@-%) 36),50)0

18.2 EIE{EH

18.2.1 E{EA
TRYRKERE. LYY HER. MAREOFRME ST LG ERE.
TR T (TITIUNRAT) - HhFTF—=VA, AV TLIZUHHE, L
IVF2TE. ho¥unsy—BEo—Ho 7 LEEE., X7k
ANV T AV HRE VIIVTR. A AT ITATE. w4 AN
IJTFUILBRON) AN — - Ca)IciiEfFAZRL. 20
EREtMO~7 04 FRMEMBEEEFL ETHB D -0
(in vitro) .

18.2.2 b MEREM 14 ADKEHEADIRES
REALIZEEEORENEETID, YAIANTTIVTL T
LI T Ly A (MAC) BRUANYIANTY— - avicxflL
TIFARBARLDFF W\ 0~ 2 (fn vitro)

18.2.3 BWPRRETIVICH T B1EA
NI ADERENEGE R, GRS EYWEE T BN TIE
IV AaVA T ORFLMABHITEERIL, BnlRER

3_ 51),52) ,54) ,55) ,61)0



19. BYHD(CRT HIBLFHAHR
—fRiGEH : 25U 2a <A > (Clarithromycin)

b %

% (2R,35,4S,5R,6R,8R,10R,11R,12S5,13R)-5-
(3,4,6-Trideoxy-3-dimethylamino- 8 -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

43 T 3 CeHeoNOis
5 1 & 747.95
L M 1220 ~ 227C
g
CHs
T R HEOEREOHEK T, FIFE L,
TE RN RIZZ7UORILLIZRRBITFRPT LAY ) —
Uy T4 =)L (95) XIgTVITFINIT—TIIIETIC
<L, KIZIFEAEB T 0,
22. A&
100 8 (10 % (PTP) x 10)
500 #& (10 %E (PTP) x 50)
23. FEX@k
1) EAFEEARRERELEIVERR @ FUAEY R EFEA
DFF|&
2) Griffith DE, et al. : Am J Respir Crit Care Med. 2007 ;
175 (4) : 367-416
3) Desta Z, et al. : Clin Pharmacol Ther. 1999 ; 65 (1) :
10-20
4) ZAF NIZH 1 Chemotherapy. 1988 ; 36 (S-3) : 515-
520
5) iARZTREHNIS  HANETZ ULF—255E. 19893 (1) :
48-55
6) Jacobson TA.: Am J Cardiol. 2004 ; 94 (9) : 1140-
1146
7) Greenblatt DJ, et al. : Clin Pharmacol Ther. 1998 ;
64 (3) : 278-285
8) Yeates RA, et al. : Int J Clin Pharmacol Ther. 1997 ;
35 (12) : 577-579
9) Hedaya MA, et al. : Biopharm Drug Dispos. 2006 ;
27 (2) 1 103-110
10) Kulanthaivel P, et al. : Cancer Res. 2016 ; 76 (14
suppl) : CT153
11) Liukas A, et al.:] Clin Psychopharmacol. 2011;31 (3):
302-308
12) Hardin TC, et al. : Pharmacotherapy. 1997 ; 17 (1) :
195
13) Ouellet D, et al.:Clin Pharmacol Ther. 1998;64 (4) :

355-362
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16)
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20)

21)

22)

23)

24)

25)

26)

27)

28)

29)
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33)

34)
35)

36)

37)

38)

39)

40)

41)
42)

43)

44)
45)

46)

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. :J Infect Dis. 1995;171 (3) :
747-750

EEERII A | ERREEIE . 19955 26 (1) : 149-150
EAFEHE  EEREREREIGY =27 FEAlH
IEBEREERE

FF& B 135 : Chemotherapy. 1988 ;36 (12) : 921-
932

#5513 © Chemotherapy. 1988 ; 36 (12) : 933-
940

SHEIPHHBEOEYERE (/) A5E200/27 5 ¥ v RiE
200mg:2000 % 9 A 22 HAGRHFEERMEA 3. (1))
SHIFHREOEMERE (75 A$E200/27 59 v R
$E 200mg : 2002 £ 4 H 11 HA&AFE. HEERMIEA 3.
2) . (3)

SEIHHBEOEYERE (75 RFE200/ 75V ¥y Rig
200mg : 2007 &£ 1 A 26 H&AFR. HEERMIE 2.7.6.1)
E N HH H.pylori FREE 3 AEEIC B T 5 EWRIHE(E
i (¥ 7%+ 78 : 2014 12 A 26 H&FR. HFE
BRI 2.7.6.12)

HENER - AR ESE R

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

1 2 RIRERIZ A © Chemotherapy. 1988 ; 36 (S-3) : 1058-
1073
HEELEZD
714
HEBANIZD :
728
EHRERZ A
954
BIRFREIZD
934

W REE D
226

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

HEHEFIZA © Chemotherapy. 1989 ; 37 (1) : 15-21
J& 37 B8 13 : Chemotherapy. 1988 ; 36 (S-3) : 660-
666

B+ANE HAERBAMRHE. BIEE. 2021:
C1597-C1605

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

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

KENTBIT2EEEREAE (779 A8 200/ 75V 2w NiE
200mg : 2000 £ 9 H 22 HA&R. HFERME - 4)
Fennerty MB, et al. : Arch Intern Med. 1998 ; 158
(15) : 1651-1656

Misiewicz J], et al. : Gut. 1997 ; 41 (6) : 735-739
Kuwayama H, et al.: Clin Drug Invest. 2005; 25 (5) :
293-305

Higuchi K, et al. : Clin Drug Invest. 2006 ; 26 (7) :
403-414

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.

Chemotherapy. 1988 ; 36 (S-3) : 698-
Chemotherapy. 1988 ; 36 (S-3) : 715-
Chemotherapy. 1988 ; 36 (S-3) : 950-
Chemotherapy. 1988 ; 36 (S-3) : 926-

Chemotherapy. 1988 ; 36 (S-3) : 213-



47)

48)

49)

50)

51)
52)

53)
54)

55)

56)
57)

58)

59)

60)

61)

62)

2007 ; 25 (9) 1 1105-1113

EINEIHREE (72U X§E200/7F Y > v FE 200mg :
2007 £ 1 A 26 HA&R. HEERHEE 2.7.6.3)
RN EE MAHRRESR (72 R$E 200/ 275 ¥ v RiE 200mg :
2007 % 1 H 26 HA&GR, HFERMIE 2.7.6.5)
KESBMAEREE (7)) A$E 200/27 1) v RiE 200mg :
2007 £ 1 A 26 HA&R., HEERMIE 2.7.6.6)

% )IZ A\13 7 : Chemotherapy. 1988 ; 36 (S-3) : 123-
128

/NEFERIZ A ¢ Chemotherapy. 1988 ; 36 (S-3) : 1-34
ABBEE 73D : Chemotherapy. 1988 ; 36 (S-3) @ 35-
58

&35 : Chemotherapy. 1988 ; 36 (S-3) : 59-70
FEFFRE A Chemotherapy. 1988 ; 36 (S-3) : 95-
110

EFERIZH : Chemotherapy. 1988 ; 36 (S-3) : 129-
155

PNEEERHE A © Chemotherapy. 1988 ; 36 (S-3) : 71-81
FIRTETF 135 : Chemotherapy. 1988 ; 36 (S-3) : 117-
122

M i f# 1 > : Chemotherapy. 1988 ; 36 (S-3) : 111-
116

Brown BA, et al. : Antimicrob Agents Chemother.
1992 ; 36 (9) : 1987-1990

Cederbrant G, et al. : J Antimicrob Chemother.
1994 ; 34 (6) : 1025-1029

FEFE#137 : Chemotherapy. 1988 ; 36 (S-3) : 156-
169

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

RE4AZHRKXEH

ERFTARITHA406F #h

X 2603 @



