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SR ey 50rpm
BRI WHREREE 2 ik (pH6.8)
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100 £2 (10 &£ X 10) .
1000 & (10 $E X 10X 10)
100 £ (10 & X 10) .
1000 % (10 $£>X 10X 10) .
1400 #E (14 $£ X 10X 10)
500 E (FZHAIA D)
100 £ (10 & X 10) .
1000 % (10 $E X 10X 10)
100 £ (10 &£ X 10) .
1000 % (10 £ X 10X 10)
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V. REICET HIER

1.

MEER TR

2. DEERIIHRIZEEY

HEE

. RER (IR

OBEE. t-EHEE. UAESE. FRUEBER

O'FEEJE,%G)E*EH%VE(U'O/U Hin, ¥R, ZE ONE
AMBEL. EBHEBROAMEEL

ORBrATIRE

(fiF)

BIG, +4eRiag. SRS &, 1BME &K o SR K& ORI AT
FIZONWTIE, N EHERERBRITHV T, He B IRAE G 2 %5 &
L “EHEMEBERBRZ B L7, £, WEMEF O VW T4 —7~
AR A S L 72,

WRPERIERIZOWTIE, 20 L ECTHRLTERZ/A L, rhr B X
SyHEC Grade A XU B O &E & B 2 X RICAK] 10mg 2 1 H 2
A% 53 2 BEAE 2L WATRER] —H M bbEGRBR 2 i L. AMER 024
PEDORE 24T > T2,

ZORER, BRRBRONREHEE BB T 2 NESBEEE X, 7
TFVURET1.0% (115/162) TH VY, 77 BARH 9.7% (14/145) 1%L
THEZ (p<0.001, MMM O p . x2HE) 2RBD O,

X1 : Y B RNHE
Grade O : FEfEtEE 2 L
Grade A : 22 5mm % M 2 72\ RS EEE
Grade B: 272 < &% 1 » FTORAED 5mm L/U:O)*r_kuﬂ%f%%% n (EnEN
BIOFEIE & 2 FICAFAET DRI E A B SERE L TV R0
Grade C : 2 UL EOKERE b # I L TR > CTWAHRRH D 3/4 %
ZIRVHEEEEN D < b 1 1 ATH Y
Grade D : &/ D 3/4 Ll LI 2KEHEEH Y
X2 NSRS
TRBRAE TREO AR AEIZI VT, Grade O Lo 7o BE LRI & ERE

5 MEXIHRICEET H5FE
FIE (7 B 2538 Grade C XL D) O it B R Ik 2 H%h
P OV BRI L TUvg by,
(fif3t)
WEMERE RT3 T DR IX, 2B 2555 Grade A XX B %
B LR TH D720, BIEOWMERERICK L TIX AR
EPETHEL L TOWRWEDOEEEZHRIE LT,
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3. RERUHAE
(1) HEXROH & OfFEH

(2) MiEAOCHEOBRE
e - ARPL

4. RBERUVAEIC
EEYT HIE

6. HARUVHAE

(BiEH. T-HERES. MathESs. ERUERER)

WBE., RAZIETZ 7TV LTCT1E10mg 2 1 H 20 (BI&g%, 4
BEFEIRERD) RORET 2, i, il - ERIT K0 E R
T 5,

(TREBRDBHERE (UbA. Hln, K. FE) O%XE
AEX, BEBXOSMEELY

W, AT 7F YL T1LE10mg %2 1 H 1R (A REE
IEEERTD RORET 5, . Fil - SERIC IV EEEET 2,
(RRBRYRTI 3E)

WHE . RAIZIEZ 7F Y & LT 1A 10mg & FH7aT H g i & O F
fiir 4 HRREEEOA 2 BF[E AT O 2 BIRE D54 2,

BRI SRER BRI BV T, 1 [ 58 E LT 10mg T4 72 B B w il
TERBR#EO LI, Tha 1 H 205G T2 LICKV&M, HRE@ELE
BEL T WANEIN NGO N D Z & R ST,

BEE., + HEBEEIcRs N CZERE, 5, 10, 20mg @ 1 H 2 [ 5
O3 HEICLD _HERRARE I LR, Bt fBBEEo [EH
W] OFEISIL bmg BT, 10mg BE. 20mg L& b I WO ER
DELNZZENG, BEHELY 10 10mg, 1 H 2L LEE LT,

SMEE R EOEMEE KO BMEEESICES T, 5bmg 1 H 1[8# 58, 10mg
1 H 1EHREGRE, 10mg 1 H 2 EH&EGHO 3 FEIC LD “HEERMAR A FEii L
ToAER, AUGERE Tomg 1 H 1 EHFRGH T, 10mg 1 H 1 A& 5/
& 10mg 1 H 2[REHGHETEZRDRN LD, EEHE% 110 10mg,
1H1EREGEERE L,

JRBRRT IR IZ IV T 1 Bl 10mg & RS A 2 REATO 1 &5/, F
RTAT H R A & OUREME A 2 BRERIRT O 2 [E 5RO 2 BEIC X 5 “EHERR
Bz Il L7ofE R, 2RI G CORBER LW b, BEEAEHES 1
[5] 10mg, FIATH BEE Al OWRFHE A 2 ReEIRTO 2 [ 5 &5 E LT,

INOLOHEFRERR TEDT-HET, Ho B EREETLAN Z R E Lz
HEERILERARE FhE L, AHESHER S,

BB, WAEIEEICOWTIZ 1E 10mg. 1 H 2 [FEETAH— 7R %
Tt L7z,

DT, hEEBMERRBRE LT, Wt RERICKHT S 1 [ 10mg 1 A 2
Bl 50 " HE R Z Eii L, AHMESHER I,

FEIN TV
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5. BRERBIE
(1) BabE— ¥ _
— 1 T B W
P e RBOME | RBORM | 50 OE S HOME [Tt | o
T OB | MRS AR T T o -
T o Rl | KRG |REEAT T T o |
% |mos [BlEco | . . B B
e G O Rl i ©
| RERE .. B B
» wRAEDRE | (o0 A ©
T | RO R B ‘ —
o | ke SRS | HHERAT T ©
T “EER | B
(1R 2@z | wusts | OOAEHE ©10©
e “EER || e B
n (10 2mis) | wwatg | T -RRRERE | © ) ©
% B —HER
e 3 [5) —_— — \‘%\ % —
1 ﬁ*; (10 1) | g | T TBEBEERE | O | O
o |0 [ HEE |HARE o 1o _
FH B E L3k B REE © ©
R —RER | EREE B
RERE o | GRRRE ) 910
FAM & D8 “HEMR | m o _
Wat gt | T BB ©1©@
FAM toltf| —HEMH I _
e [T +IRIBEERE | O ©
% CIM & O HH| “HER |, B
o | e |t st |TRAE @10
® B [ROX CORK| —BER | FHMAE N
i - HBREB | GRRATE S
;g%g“&@ Ei;g e sEE | © | © | —
TITERED| ZHER | aw B
Ho it Higptg | DRERERES | O | O
75 e RED| MER [EREARBER| _ | o | _
. e e
- TR L 0| EEM |H pylori BREAK| o | —
m | 25 e BB | o
EORt H. pylori B %
1 7reReo| SlER |G P00 | o |
Hol sk B PR | IR
KB EZEE - W) R A ERE E LA IS FEE L 7 i35 (2t o B B
FAM: 77 %FFY, CIM: > AFY, ROX: uxHFo
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(2) AR E AR
DA PERBR Y

(3) HEPGHR IR ABR

R A B+ 5 & 12x L CARK| 20mg, 40mg. 80mg., 160mg % H[alFE O
Beh U (I, IR, RiR, OFEX, BMRER, Mg Pma,
WAL FRAE, NOWKRE., IRREZAIE). 20mg @ 1 #ITHEFE, 160mg
D 1 1T HIMEREL OBEEEH NN F o, BT R T, BiR LR L
RO RITER D bivieinoTo, iz, BRI T 5 &1k L TAHAl 20mg,
60mg % 1 H 2[8] 8 H M ER N5 L7245 £, 20mg @ 1 61T ALT (GPT)
EOEE EFNA SN, BEMIERLG T, R EFMELE 725 P FIER
W HNIRINo T,

(Hd) =dm W, fth: ERAREEE, 11 (6), 1177-1200 (1995)
W) B, RSB, WA, Wi AE RIS L TR EN TV S i -
FAEX 1, 10mgl H 2mEOES5TH D,
Fo. AEFER. BHEEEOSMEMELICK U CRBINLTWSAE - AT 1 H
10mg 1H1ERAOESTH D,
WA ZRIC R U CARREIN TS AYE - A&EIE 1 18 10mg, Fiiai 0 gbE
HlJ&O%’i{hé HIRREE A 2 R AT 2 RO & 5 TH 5,

O Higw®

BRI B (i AR B R B - 79 B, e tEREAmEI%L - 99 1)
ZERGEE L, AHF% 118 5mg, 10mg, 20mg @ 3 #ElZ 1 H 2 [\ (B &%
KO £:1%) 8 MR A4 G- L 7o B, B RED R MR UGE L CESEH)
1T, FNFEN 82.1%(23/28), 77.3%(17/22). 82.8%(24/29) TH YV .
ThbEWARMES R S 7z, BRIRRAME R 25 RITEMIL. 10mg
#E (35 #) 12 3 fl. 20mg (31 fi) IZ 1 f5], 40mg (33 f5)) 1 3 BINFRD H AL
770

(HUR) BB, fh: BRIRIESE, 11 (Suppl. 4), 3-21 (1995) 1998 4T

) BB L TR ENTWS A - AT, 18] 10mg, 1 H 2 [8] (BAR% LY &%
RITHEERD RO ETH B,

@ +fEEE
+ ZHEWRE R (R DR SCE LML« 71 51, 2 VERFAm 14K -
89 fiil) Z*kt5 & L, A#l% 1 [H] 5mg, 10mg, 20mg @ 3 F#EIZ 1 H 2 [A] (5]
B ROV R1%) 6 RS 085 U7 fl R, 25 BE O Rk s e G
)X, TN 78.3%(18/23) . 91.7%(22/24) . 91.7% (22/24) TH 1 |
Smg FHEEICARE, BALNE 1 IR b, ERBRAEMEEE 25T
AERE, b\ﬁ“zn@%i ZHRO LR No T2,

() AHREASE, b BRRESK, 11 (Suppl. 4), 3-21 (1995) 1998 FFikET
)+ HRBIEEICR L CARI TS MM - A&, 11 10mg, 1 H 2 B (G
BREOY BHIRERD RO RS TH D,

@ +THEBIEE (1A 1 [E#EE)?
+ ZHR AR R (R R GE R A« 32 7, 22 MEREAm 15K -
36 B)) Xkt L, AKl% 116 20mg, 40mg @ 2 BEC 1 H 1 [ (& &
VBT 6 B R 1 G- U 7ol R A R O & ik i B G R o)
X, FNEI 82.4%(14/17), 86.7% (13/15) TH Y, 1[5 10mg, 1 H 2
[ENCE LA PRV R Ch o 7o, BERMRAEE R T 2 5 0aER X, W
NOFIZ LD N2 o Tz,

() AREARSE, fth o EEREZE, 11 (Suppl. 4), 23-34 (1995) 1998 k7T
E) +HEBEBICR L CERRBISRA TV D HE - AEE, 118 10mg, 1 H 28] G
BRI O B%SUIBERD R N5 Th D,



(V. amicET EE

(3) HESIGHRZR AR
(oo %x)

. 18PEE & o AP ERY (PRSP

PEE R, 1BYEE R OV B RS (B MR UGE R B4 - 57
B, 2R - 61 ) ZRfg L L, AKI%E 18] 5mg, 10mg D 2
FEC 1 A 2 B GARR KO 2% TSR XX 1 [H 10mg, 1 A 1 H
(B B#% AT E R 2 AR O U7 R R NBEAT 7B o
(B ADEFEHLE) T, T Eh 44.4%(8/18) . 83.3%(15/18) |
72.2%(13/18) ThH v | 1 Bl G &EIX 10mg DL BB L HEL2 STz,

() =405, fh - BRIRIEEZE, 11 (Suppl. 4), 97-111 (1995) 1998 FUET
) SV R ABMEE K OSMERESNICE L CORKRBE TV 21 I &IE, 18 10mg,
1A 1EEERIBEIM R OEETH 2,

® aMEEK, BHEERODMEEY
SMEE K BMEE & O SRR (R AR SE A4 : 212
B, ZAaVEFEmEIEL - 239 B) #xt4e s L, AHl% 1A 5mg, 10mg O
2B 1 B 1 E (Y R%IEER) XX 1 E 10mg, 1 H 2 [\ (H&%
B O Bt UIE a2 W 0BG LR, 22N o Rk ek
HEE (P EEREED E) X 77.6%(59/76) . 95.2%(60/63) |
91.8% (67/73) TH - 7=,

() =4S, b BRRESK, 11 (Suppl. 4), 113-129 (1995) 1998 4FikET
) AMEE R AT & OAMMEHI G L TAR SN TV - HEE. 1 [E 10mg,
1A 1EYEEXIBRERDRENESTH D,

® FRFEATEE ©
BHRIIC XD PIRSEIT SN2 EBE GRA R E R Mm%k - 119
Bl ZRVEREAGEIE - 120 ) 235 & L, &A1 18] 10mg & FaiH
LR AT OV Y B BRRMEA 2 IRFRTRT O 2 B A4 5. TR B R
Mg A 2 BFRIRT O 1 RO # G L7ofE R, 22 0maaHE GE
BIE. & % 90.0% (54/60) KT 79.7% (47/59) T - 7=,
(Ha) By ofli—, fil: ERIREK, 11 (Suppl. 4), 159-171 (1995) 1998 FkFT
W) BRREATIR IR L CRREN TV AL - AR, 1 8 10mg, FAFal A st i
K OVFIRY H BTSN 2 BeERTO 2 Bk 0% 5 TH 5,
@ W& ERIES "
WA RS B (R iR deE EE R 15 - 13 f, A 1 EEREAm 5 -
14 B, LZAaVEFEmEIEL - 16 F) Zxt4e e L, AAl% 18] 10mg, 1 H 2
[l R KON &% TR AT 8 MR D& 5 U 7 ik 5L Sk s
FE (PR ELL 1) 1%, 84.6% (11/13) Th - 7=, AHE FHLL L) I
78.6% (11/14) TH 7=,
() =% W, fib : EESREZK, 11 (Suppl. 4), 63-74 (1995) 1998 FLk7T
Wi PE R 2%
Fhii L T 7wy,

@N@ 7ge Xk Fi (VI-8.&I 1R ZEE BRI 8 S A e OV IR R
AERHE —%) DO E'E*fé &
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(4) HRAERFBR
1) A ZhPERREERER

O HiEE (gt Y

B R (SR CCEE MBI - 223 B, ZeRVEREM A - 261 #1)
EXRRE L7 7 EF VU O HERLEGBRIZB VT, AH 10mg
Z1H2BIXX77EFY 20mg 2 1 B 2 0] 8 AR OGS L
R, RANOBRBEEEITIST 2 FHUEERIT 81.7%(94/115 #i) TR
PEDSRRAE S AL7c, AAIORIVER B S1T 8.3%(11/132 ) T, HHJH
0.8% (1/132 ) . f#F4 0.8% (1/132 #) & TH ~ 7=,
() P #, fh: ERIREZE, 14 (11), 2085-2102 (1998)

@ + R (ke ER)
+ AR AR R (AR UGB EE R B4 - 208 . MR G - 234
B xR L L7 72 F VU OHERLERBRICKE W T, AH
20mg % 1 H 2[ X7 7 EF V> 20mg & 1 H 2 [0 6 HBFEO#SL L=
i e, AR OEMYGE I D EH I SEERIT 89.8% (88/98 f41]) T A5
DIRGES N7, AAORIERFEBLERIL 2.6%(3/116 i) T, A PR
0.9%(1/116 i) T - 7=,
(] R 48, ff: BRIREEEE, 14 (11), 2103-2119 (1998)

@ AMEE ., 18 E &k O 2N EL (iatiR) 10
*5@'%( i che e R ARG 5 2 - 186 il e MEREAm AR - 219 1) &
KL LTy AF VUt EEMREEGBRIC I W T, A4 10mg & 1
H1EXIX AF T 400mg 2 1 H 1[0 2 BMEOES LEHBR, K
%miﬁxﬁﬁz%f“ BT HdaER (P EEUGELL L) 13 83.1% (74/89 f4) T
LML S e, AAIORIEH BRI 1.0%(1/104 #1) T, HRK
1.0% (1/104 f5]) TdH - 7=,
(HHS) = 4FFK0E, fl: BRIRIEZE, 14 (11), 2121-2138 (1998)

@ FREAT S (FLieatBR) Y
YR X0 P E1T S 5 B R 2 SRR & R (515 : 234 451
ARG : 238 f) A xtG & Licm ¥ 4-F U 5t T EH 5 Mg
BRIZER VT, AHAI 10mg Z FATHTA M OIS 2 REflaTo 2 B33 n
X F U Thmg & TR K OBRIHEA 2 ReffaTo 2 (Al 05 L7z
il e A O B Sy is i S A K OVH B2 oy WAl 20 2k (pH) O# A 2RI
BT HFEDRIT 89.1%(106/119 #i) THREMENMEES Tz, AFITEIE
TR 622 o7z,
(U] B asi—, ff: BRIREEZE, 11 (10), 2143-2158 (1995)
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1)

2)

1)

AN PERRRE R R
(23%)

2P RRBR

(5) B - REHIER

(6) TRFRAIHEH]

it Y Sl A
(— A ) g o
A | E 4 Rl
AT A FH Rt
WA) | RLER
Feth T — 4 N —
A s AR 5E
AR O W

HT

1 B IR

!:1

OF!

&

ES

i

SULR/ 1k %ﬁLK 12)
HE) : RFI O RERICKT 5 H201MEE2 77 2R & g LR35,
BTV A | o7k, ZEHE RN LR
- % IBRE O W R ME Rl A B (2P IS - 447 1], 24tk
FEAMm % 501 i)
NRERAEICL Y n “JL/“YZ}I/X/\*ET Grade A X% B D%
ERBEIEE | e st g 2 B SN B
F 7R proh Y ﬁ%%%u%%ﬁﬁ%ﬁ%%btﬁﬁ
T, B (77 B REER) 1 BEM%., AAF 10mg L7 7R %
e 1Bl 168, 1 H 2B EIR%, & RE%E UIEERD S B 5
FEFMEE | NIESEREE (R FirEE)
BIREEAMTE B | Mo Sk o EEk ., B L OB RAEIR
F M
i Al . 71.0%(115/162)
FIER : 9.7%(14/145)
1 p<0.001, x2HE (T 7 BARBICH LCO), BIFERMEN O p il
Bl UEEA
H Ol iER O EIE O 2L TlE, 1R 2 Bk, 4 H%
. 0 BN 6 BBEOAKIE T EREDOEICHBEENRD BN
H (p<0.05, 4 H LD pfl, tRE) .
il /EH
ZN %l : 8.9% (15/169)
7T R 4.T%(8/169)
ERBIERIL y -GTP #0 1.8%(3/169 ). ALT #5/n
1.2% (2/169 fi) . i HREZEE N 1.2% (2/169 Bi) & OVH I ER
b 1.2% (2/169 i) T - 7=,
(i#) Ohara, S. et al. : J. Gastroenterol., 45, 1219-1227(2010)
HAR 53R I OV M IR ME R BR 13560 L T 7e
PN AN
FRAE A 1

2000 4= 4 H225 2003 4 3 H £ TR e AU K0 FEhi L7z, FRYERY
7RBEMIRIE, BIEBELOWAEIEE 8 MM, + fRIBES 6 M, 2k
Ao - BB ROSVEEEN 2 WM. BEETER G- IR H SRR X
OFAR Y H BRSO 2 IgfERT O 2 [8] (2 H ) & L7z, 491 Mk GeiER XL v
458W%W%L,Z%QEJ%FWﬁj38MM§5ﬁﬂ@£ﬁf%i26%
BT o7, AR DOENERFBIERFZR1T 2.6% (102/3,856 i) TH D |

NEE - HR) ISR ﬁ@m%ﬁrW$izmaumﬁmﬁm\rﬁmm
B TIE 2.9% (28/984 i) Tho o 7, KGRI E TORBRITE W%m%

BUERI R 2.5% (32/1,287 fi) & Lk _XTIZIERITTH Y | %ﬁLtWW%
KEREWTIRD o To, EERBIEMNIIENRO BT 47, %@u
A, JININFEZE, B A AR, E@%%@MF%\ BB, FR4, 28
FLBE, FEEN M PRI, IFERERERE 1A 1 BICTh o7, Ak
fﬁ\wa®ﬁmﬁ_kmf%&muiwﬁ%¢f%oto

[ZoWn



(V. amcEY2EA |

1) A Rl A A
(— ke 56 FH Rl A
AR E A AR
A | Al b
WARAT) | B
FhT — H N —
Z A B R oE
%R ER DN
K(HO3%F)

e A A A A Y

O MEEHBE BT DMt - Ak
M B (X9 2 ARK| D222 L %2 2003 45 2 A5 2004
10 H ECHRREEAFRUT L0 Fi L7z, 79 fisx (29FD L0 385 fi
UV U, MR HIES] I 384 1], A N MHERHMAEF1IX 328 il T - 7,
BIVE R R BUE B 21X 3.9% (15/384 f5]) THh - 7=, BHEZREIEHIXAMED
AR R O+ ZFHIEENS 1 B CTh o 7=, T2k OH IR B ot
N MRS bR o T,

@ RS & R R SR BIVE F O IR O #a st
BHEEE & PR MIRR ORIERICIER L TARAIO R HRFd 2 2 &
ZHBE LI-HA % 2004 46 5 A 225 2005 4F 6 A £ T did i ic &
0 FEhE L7z, 526 fifigk G2Eh) L v 5,552 Bl 2 WA U, 224 A A iE 1]
1% 5,276 il Td o7z, RIRDOEIVEHRBUEFI 1L 0.7% (38/5,276 f5]) T
Hol-, WHBTBHERE ORBIEMRBHRIEMRIT TEFH] 2N
0.8% (19/2,461 #1]) . [#EREREE | 28 0.7%(14/1,914 #) . [FhEEERE
78 0.8% (5/606 ) T [ FEREE I XFEIER TR b e - 7= (0/295
Bl), BHEREREE 249 2 BFE I W CRIVE R & BUEFI =R O BT R
BT, BHERERE E B E IR TR ANEITHE B O R IG S 63 7 [ RE AU
RO LN ol 2ok, BELRBNWER TS M, > R oM,
HERLER B D 84 1B TH - T2,

5 A RR AL i R A R 1Y

O BRI EEIER OB
1 g% 10 Blzd8 e LT I v BB _HERZ 0 A4 —"—kB %
Fehi L7, 3 HREIRAEHRGICE Y Bikb~F VI &L, AEE
BRH LN (p<0.05vs TR, 4 HLED pfHE, XIGOH D tFRE) .

@ BRI 269 B R O Rt
1 Mgk 10 Bl LTI 8RB _EHERZ 0 24— "—kER
HEMLT, 38 HIEIIER % T, &5 5 7R1L 5 47~30 /5% O HL
HEE L7 Bl B AR Lo 7z,

@ BITEE BT DIKNEIE DR
B M e FRARER (PR SRHER) & L C. 1 sk T 20 bl Lo 7e <
& B 3 B MIRENT & W EE & 2 HRE 6 £ 1CIEFENTIREES K ONEHT IR
WZENENAAE 1 EHG Ui, FEBHTRE CIIBEERA & ik LT,
Tmax IFZ& L2V DD, Cmax 2357 2 f512. AUC 2389 3 i EH L
T 389 2 fFIIER Lo, F72, AFNTMIEEITIZ LD 7T~18%2RE S
Nz FEBATREO MR EZAFOMAEAQ H 2EFB L1 H 1[EIRA)
TREHEG VI ab—arad 5 e FIEEG% 36~48 R IILER
RREICET D EEBZHN, ZOLEOE—7 AT 1 H 2 [BIARH CTHIAE
AR 0.5 R OfED 1.2 5 TH Y | MIEFRED EFIT/NE D o7, LL
EOZEND | FEEHRFICHE W CRT OHIECTKEES L TH, Tz DIE
ENMEREREIC RTINSV EEZ 57, (TVI-10.(1) BHbE
[ BE | OHSMR)
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2) ﬁkmu%'ﬁ:& LT |#&YELan

FE i T EDONE
S L7
& - KB O
(7) Zofth S
171 BHHERUVEEHICET R
(BEE. THERES. MEHES)
17.1.1 ENE O/MERER
HiEg. + HBBRG. WEMEREE 2 4RICAHK L 1 [H 10mg 1

H 2 [\ FIR%, YE%FIEBERN KOS LIEEROERRAR %
EHELIER, SRGCGEEITEIEE 89.3%(100/112 #1) .

+ iR
i 92.6% (25/27 f5) . W& IS 84.6% (11/13 i) Tl o 7z 231110,

. | AREHEEERE

T ERNIR RN & i P

e 89.3% 97.1% 71.4%
bR (100/112 1) (99/102 i) (80/112 i)

e 92.6% 100% 88.9%
TR (25/27 fA) (30/30 f31) (24/27 )

84.6% 100% 84.6%

PANEVA 3%

R (11/13 i) (11/11 fil) (11/13 )

EfRUCERE, AMEAERGCEE KOS ERIT (hEEdEE) Uk

(TREEDBHERE (VbA., Hill, %K. FE)

é ﬁ,kx Tx'fi

ROAMIBEL)

17.1.3 ER%E I HERER

OB AIFHIILO WF g 23425 8K
10mg 1 A 1 [E(¥ & E 721

OF &

BEZNRICASZ 1 19
BRERD OGS Lo EEOR

Rz 5

FEUTRER, 2R UEEIT 94.0% (78/83 #) Th - 72 +7,

o - ORI | PIBBEHIE TR R
PR EE H th 5 i R O 2 P
2 1B 94.0% 94.3% 90.4%
D H IR (78/83 i) (83/88 #1)) (75/83 i)

ERRYCGEE, BTG R OB BRI T RS Mk




VI. EMFEHEICEHI LHEE

1. REZHICEESHD
LEMRITILEYEE

2. EBEER
(1) TEHIFBAL - VEHIBRFF

Ho Z2 RS A
I B0 D B M OME - HREE, RHOBFIRLEBRT 52 L,

B EBRRENOHTEIND T 7F 2 OEREST O Z FTRIZR LT,
HH RTVY $6R
Hl S OFVVDOER
RIND 77—

a W R

HIYADY
R AR E

REZEAR S
BHEESEORFREL S TF O L ORE
(Eb. Sy b, 4R, EILEYH)

7 7F VU3 He A REPUER 29 L CHB W ZMH L (e b T v b,
AR), SHICHKMRIZAH SN T D0 7Y A o MRt 2 L.
RSB GRHEIER (Z > b)) ROBEREEMER (8 b 7 v b)) 277,



A

(VI EmEEIcET 5EE |

(1) TEREAL « TERRERF
(o2%)

1) HeZFEEEHUER
EBLE Y PR EBREAR~D SH-F 4 F Vv OREBEEICHT D
WHORS &2, FAF U UREEGHEREKL ) CRLZ, Z7F V00
Ho ZRE~DFERIT, 77FF VLD 1.9E, VAF VD 855 5D
fFEARTH - 7= (in vitro)

(%)
100
-
/‘.,D
50 1REREE Ki{E (M)
il 5 —e5IFUY 1.24+0.16x10®
00 J7EFYY  2.37+057x10°
= A-AYXFYY  1.06+0.15x100
O--0ERFZY 1.15+0.08x 10
. B--BF< 77Uy h 7.12£041x10°
e A EEEE
‘ J & ‘ g ‘ Ki=ICso/ (1 + 345 I/ 547> OFRER)
0 *9 8 o7 6 5 a 3 F4RTUY b HBBREBE
i® E (HogM)

EILEY MNRERD *H-FFF O ORISR T HMFIERADE S DELE

Jiik s ey DRI A Z IV, HBRIEE 5 SRR Lo, SH-FAF 20
RIS ZRD, HREOTFATFVURAMEREKDZHH L, FATF YD
REEE I T AT VU DOREEE 2 - B OFE R % Scatchard plot f##r 325 Z & 1T
LV RE L,

2) BRI A SR
T =TS LD BRSO 2 B 1 O AB YL@
R DWABRZFREICIR T, T 7 F VU IIdEE L5 30 ok L0 L5
S, BEGIEEEEIC L D P EeEE 2R Ui, LvL, BT YA v
MR T » b TIRZOENITEEI L2 (T > M),

E = EXE3
O 5B (n=10)
—e—:57F7YY  10me/ke (n=10) .
—/s- JFEFYY Ime/ke (1=10) == O-- IRE (n=9)
(%) -k i I7EFYY 150me/ke (n=7) (%) —e— 577Uy 10me/kg (n=9)
501 50
40

) 60 1720 180 " 5 60 720 180
B (49) B%RE (49)

sk 1 p<0.01 Dunnett i&®

B+ 1EAESE

GEROBHERBEICHT SIS TFOUDHER

HaL7-Fy MCT7F P2 10mglkg X7 7 EF P 1, 150mg/kg & O#% 5 L7-
BIZ 1% T v E= T KERAOE L L=, F0%., BREICEH 2 H45H L. alcian blue (AB)
PO R A 2 ER U 72, REIEERE O AB BHEHIRRIC K B S iz Dk 42 H
ML O L Uiz, B 7% A v U S A iR BRI 7 » Mk LT BRI

ik

TI7F VORI EBRE LT,
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S

e ]
pl e

YIS

g

(BT ZEE |

(1)

YER AL
(oo x)

- (RS

3) ' K A A B N 2
B L— —Mitet &2 555 LB E 2 e Lz, BNRE5TT
T F D ATEER R M OEIER E R Lz, LacL, 7Y A
PR RARRRERARE 7 » N CIIIMER 2 R E R o712 (T v b)),
E &

-- O - 34iRE¥ (n=16)
—--57FJV 10mg/kg (n=11)
2225 --0-- JIRE¥ (n=13)
—a— 5T7FY 30mg/kg (n=14) iy _
— i JPEFUY 3me/ke (n=11) —+— 57FY 30mg/kg (n=10)

(mL/min/100g) sii mmsmn mcmmes) (V108 mmesam mmcmes)
m o s
B w
D D
= =
it it
2 2 0
70 10 20 30 40 50 60 70 57010 20 30 40 50 60 70
B A ) B R

%% :p<0.01 Dunnetti&E

2 77T U BEREES O B IR mTIE A
Tk RERLTZT  bORTE LY L—F —liE 07 0 —7 2 FPUCRA L, e a B AR
\CHER S, FREIEI TR AE LT, SBEIE 10 HREMNICIEA LT, 7o v
AT T » MO LTRSS 7 F U  OfERE R L,

4) BREHEEINE R 2
Ty FEEEAGREREEL, SH-Z v a I U E2RINL, iR~
ABBEWE L, 77TV ITBRERFENIC SH- 7 a3 O

U
DIAZ BN SE, MREA 22t LTz (in vitro)

180 —e— STFIYY
O OFYF I o
ke YRFIY " T
160 --m--S=FIY
18 n=8
140 7 .
- S ) o
a4
= 120
[
1004 = e——#—wnwum =i
80 \
0 10® 107 10® 10s
= BWM

%:p<0.05 3%:p<0.01 Dunnetti&E
FigELS.D.

SI7FOUDMRESBREER

FiE 7y PEMEAZREEEL. S H-Z7La VI UERML, BER~OR Y A& ZHE
L7,
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(VI EmEEIcET 5EE |

(1)

(2)

TEHIERAL - 1E IR

(oo x)

& AT D
7308

FLT7T7FVUOROBEICLY, BHESVEO LT o EEZEINSE,
IBIZT 7T VR ARSI L s P REER I B W TV E O HEANME
MaERLIZ(T Y M),

1. & hTOEM
1) A R OV Tl i) R oy i 22

R NICB T D, i, 7 T AN U A R O g~ & > —
JUHIIBEFI B G RED 2 B H BE WA, 10mg ALY ZhEh,
95.1%, 84.0%M& X 98.3%, X7 UM EIZZENEN 69.2%, 46.0%
B O 86.8% M S 4v7z (£4LFh n=6, 6 L' 1),

2) R E s >
BERERR A D F 14 11 K> B 7R 6 REE T 7 K] (B 5% 1~8 Refi]) B
ROTW I AT i ElE, 10mg RO 52 LD ZREH 95.6% %
O BT.9% Ml Sz (Fh i n=4 L' 5),
3) 24 FEfEIH AN pH £ =4 —"

R IC W T, BHERT 10mg FAHEGIZL Y BN pH X, &5 2
REf#Z X pH 5 LA E & 720 | 10 Befil# % C pH 6~7 O#PH THER L
D 12 BB WT pH 3 LLEDFE—1VT 4 7% A4 LOEIG N
75.0% Coh o7z, £72, 10mg 1 H 2 [FREOEEHICEVEH L OTHF D 12
REIC B W TZENZI 67.8 %K1 60.2% TH Y, HH HEMH & FEkICH

T IA IS ENH S ATz,

(%) (] ety
p:;' 80 75.0 " A #sH
N 67.8 ok
ﬁ 70 7 % 7 sk 64.2
® 60 585 6072 7
R
L e 7
AA 41.3
7 40
>
g 30*24.5 25.5 25.3
T 20f 17.6 15.2
I 124
' Il
2
g 0

®wE HR 245 %wE Bf 24KH
(19~7)  (7~19) (19~19) (19~7) (7~19) (19~19)

10mg, 18 (n=4) 10mg, 28 (n=5)
#:p<0.05, #%:p<0.01 (tIEE, MWEHRE) FIE

4BHEBRAPHE=2Y VYT
*fGe . FRERBAAART 1 7 A LA & 2 WIXEREBRKE T 1% 0 B iR A © AL iEle /W &2 2mEq/hr UL E
THDH I E DRI IR ST 9 #,
FiE B R OHEAR G & 12 19:00 225 24 W= =4%— L7z, 1B H 3B, KO
2 B E X5 (1 F 10mg. 1 H 1FEIXE2[E) OF 2 BT - 72,



}

S
pl

g

MEIRIET ZE |

(2)

WA BAT D
B A
(o2%)

4) H[E$ 5RO H N pH HER Y
H. pylori [2MERERRR A B PEIZ VT, 22K 10mg H[E# 512 K0
B pH X, 5 1RM% LY pHS UL EOfEZR L, ZD%D7R L
b 4 RFRILL_ERRSE L7,
8-
74
6 -

a:p<0.05 (vs Lansoprazole)
Wilcoxon signed-rank test

5_
4_

3_

27 —o— Lafutidine pH

14 —8— Lansoprazole pH

Hourly median intragastric pH

0 T T T T T 1
9:00 10:00 11:00 12:00 13:00 14:00

Drug administration

HEKE#ZODEN pH O
k4 BEER LONFIEER B OBEE D 2 H. pylori FEVEREFERA B M 10 #,
T 7 7FV10mg HDHWIET YT TV —)L 30mg & 2 BB LD T o
F—_—12 5 L, BN pH 28 5% 6 REICIEY T=X% — L7z,

5) ERSEIEMAEH 220
fRE R AIZB T, A4l 10mg1 H 2[A 3 HEREOEEIZXLY | &5
% 1~1.5 R COBETO~NF Y IV ENT T BRELG LKL,
AR Lz, 72, BURTEDOBREIZB W T, A4l 10mg 1 H 2
Bl 2 W &G L 0 UIBR S BRI OXHR 7 Vg D LT BN
FEEG O 3FITHmM LT,
725, BRI M RN VE R S 2 W T, BEERBIICIRFER STy,

(mg hexose/g)
3.0 7
SEH#+S.D.
254  *p<0.01(vs FE#5-H4i) x
Student’s tHiE
2.0 1
b
1.5
%
1.0 4
0.5 1 T
0 L

7 7F VI EA 7 7 F VB4
(751) (74510)

BAEMET ILBOMKRE
R4 BUBRTEOFHBESABED S b, HIRARICAEEBHE 14 1,
Sk 97F Y 1 10mg & 1A 21, 2 @REAKRE L. 9k S A7 EEGHO H

ERR 7 VR Ok R R T 7 F Y IR G HIORIERNL & SRR LT, KRR
DIREEL L TAF Y —2ABEZWE L,



(VI EmEEIcET 5EE |

(2)

oz BT %

PR AR
(oo %x)

2. WY TOEH
1) BESWBnHIER Y
BAPH 2 AR U SR A+ IR NI G- U 4 IRE[E TR DR IE S Wb &
(BB X)) &Rz, 77 F VOB WIHITER O 17 7
TFVLD01E, VAFUD23/BTHHoT-(T v b)),

—— v 6.1
SIFIY (39~87)
] 0.6
1(03~1.0)
- o 14.1
IAFI Y (7.9~25.4)
n=8~10/H&.
Y (95 %IEFERSR)
T 1
0 10 20 (mg/kg)
EDsofE
HAFIHEZE D v RIS ZBH'%) BB 5 I E A

FHE B LTy N — T UREE FICHIE U, P 2 R R S I SR A - TR
P Lz, 4 TR %Wﬁ%%%ﬁb P % 3 DA IS . R A
L7z, 72, G0N H®REZPRHEEL, MEZHEL, BRELMBE L ORKLY
%M%wiéwt
BREAEA (e AX I, TRIHTARY Y, _Ygyxa—)|2 kb
HER WK T D IHIER 27, 7 7F 20 By WwIHER
X7 7 EFF U BRI AFO LD EE LI (T Y b, A X)),

N TN UIR—F A RIZE T 5 BB i iNEl £
gOBs0O EDso(mg/kg. #EO#5) (95%IEER )
B il STFOYU I7EFOV DAFTY
0~6 [ 0.41(0.31~0.54) | 0.04(0.02~0.06) | 1.55(0.94~2.54)
0.5~1.5 & | 0.56(0.36~1.17) | 0.03(0.02~0.08) <1.0
5~6 ] 0.36(0.26~0.52) | 0.06(0.03~0.26) | 3.35(2.04~5.78)

n=4/H &



}

L] i
p 5(‘ ;$:

g

(BT ZEE |

(2)

K BT D

B AR
(oo %x)

LIRS

8001
700}
600
5001

(S57F9Y) (7 EFUY) (uxFyy)

300} 3

200} ;

100
0

—o— J bO-=)b —o— J bO-)b —o— Jd¥ bO—Jb
(uEq/15min) —-®-- 0.3me/ke (uEa/15min) —-=-- 0.03me/kg (uEa/15min) —-®-- 3me/ke
& 1.0mg/kg 800, #- 0.1mg/kg 800, - 10mg/kg
= —> = —> =>
IV Jool EAF=¥ ool eIV
600} 600
% 500} # 500}
400} ¥ % 400} ; % 400}
H b b
& 300} & 300}
200} 4 200
100( 100
0O 1 2 3 4 5 6 o 0 0O 1 2 3 4 5 6
5% OISR (B50R9) 50O (F5R) 125 OISR (B5R9)

n=4. FE

N TN VR—F A4 XNZH T2 BEES NI B
ik HEME E— 2V RISEIEICE DA T oA UR—F Z2ERI LT, BERIEEFRE D &2
23 (40 u glkglhr) ZEA LT, 74 AT X0 HiKE 15 pEICERRL, FEEH

ELIZEPAREE L CREZIE L, FELBEOH LV RBOWELG, R
e 22 I U BEBRR 90 0 (0 ) ICRE P 5 LT,

2) BMEFES. Sk EEIES R OB E I S SRR

SMEBEE OKIZMRA ML A AV RAZ VY PR T ALY
Y. ERZ I ) RO TRIBER (A Y=L Y FLTTF
FINRA— K 5 DDO)IZK LT, 7 7F VTG OIREE FBKFN
WHIH L, EDsofEIZ 7 7 £EF V0D 0.1~0.3 fi5, Y AF VD 3.4~
1015 CTHY., FEf Lz 6T /AT 5 ET /T TEEAWMH&E LV
HIRHE TR (T > ),

natEEER

BEETI I9F° Y | MMERFY | UAFVY
B A b L AV 4.3 1.4 24.3
AV RAL VBB 7.8 1.6 56.9
PBEE S | IR T A B BB 4.1 1.0 41.2
EDso (mg/kg) | v 2% 3 ik 2.9 0.6 10.0
AU — LIRS 4.6 0.5 44.4
DDC &35 0.4 0.1 2.5
%5y i dniil H 2 EDso (mg/kg) 6.2 0.6 14.1
n=6~10/H &

Fi AR E T ACH B HORIHE M O EDso & BIE Lz,
F AR (FERRTEES) (25 L CHRARFRYICTR B f & #f /) S
TP E 2R L2 (T ¥ B,



Y
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| VL RIS R |

(2)

K BT D

(oo %x)

3) TRMEIETEE R L ONE VR A Y
M@V (WERRTE ) 1ot L C. 7 7 F ¥ U ITiamieEEH 275 Lz,
FEEBEOFEBIIXH LT, 77TV, VAF VU EEREBLT
TFVIRBEIEBEELE LT (T v M),

(%) symet (n=30)
100 — 555yy  3me/ke (n=32)
"""""" T7EFIY  1mg/kg (n=32)
——————— IXAFYY 30mg/kg (n=27)
80 o
FERS ——— #
@ 60 a~ve® o 1
1’
o
%
40
x
| #:p<0.1
20 : % : p<0.05
Logrank {#&&
0 | 1 | |
0 5 10 15 20 25 (H)
ERFEE DR
(%)
100
80
=
& 60
3E
B
¥ 40
= — XRE (n=17)
ST7FYY  3mg/kg (n=25) #:p<0.1
20 e JFEFUY  1mg/kg (n=22) *:p<0.05
------- IXAFIY 30mg/keg (n=16) Logranki#&E
O 1 1 1 J .
0 5 10 15 20068)
AR OIFY

HBRBEBICNT SRERUVBRICRIETZE

Fik Ty N —T )VRRE T CBRIE L, B miEED ' AE & WP AT EE SR O BE ST OK WS & 4
fitsE2ZLicky, BUEEEE2ER” UL, BEERE, 1, 3, 5. 7. 9. 11, 13,
17, 21 KOV 25 @I —F VEREL F CHREBEBE AT, 1B OFER 2 HE L,
B OHFIZOWTIE, B LIEBEROREZx R E L, BEHEENLHREE TOH
W% & & L7~ BREIEHE %R (Kaplan—-Meier #:) TEEAMH L7z, #BRE IS ERL 1 H@%
LV 1H2F, 12#FTHEGHRS Lz, 2B, BRkiZ&EE5EE2 1H1EE L,
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pl N

g
A

HEBIZET HES |

(2)

K BT D
AR AR

(oo %x)

4) BRIZKT DER
T =T ROZ U B 3= /VBRIZ K % E AR (F RO I SE ML e O
BEMAEGEA) 12t LT, 7 7 F VU EEEREEHZ R LI (T v M),

MIFIBRFEIFAGIRIZ (um)  EEHARER (/0.0625mm?)
50 100 150 200 O 50 100 150

B RBRFAISHERE (um)
0 100 200 300 400 500 0

T 1 T 1 T

STFYY 10meg/keg
JPEFYY 1me/keli:

IXFIJY 30mg/kg L

n=9~10. FHE+RERE
*:p<0.05, %%:p<0.01 DunnettizE

FUOEZTEURERETINCEBITAMBEXER GV M)

PIRRTRIIALERIE (um)  BEHRAZEL (/0.0625mm?3)
50 100 150 200 O 50 100 150

BIEBRREAEIRIE (um)
0 100 200 300 400 500 O

T T T 1

EsE|

XEREE

S7FJ 3mg/ke

[ .

S57FJV 10mg/ke

TPEFIYV Tme/k

i R RRIIBRIIB B RS RSB R]
v*FIY Bomerke e S

n=9~10. FE-+HRERE
%:p<0.05. #*k:p<0.01 DunnettiZE

A0 —)LEREMBRETIVICETAMBRAER (Y M)

ik 7w T 0.01%7 U E=TKIEKE 4 BB H 50 E 5mM # v r a— gt kY oA
KW (TCA) % 13 HEBHHRICHK S, BHEEREZEE Lz, ML E-EOM
FRAEA A MER L T JECRR A g K OV PR IR BB D R M 00 J2 & B OV JEC I R Sl el 2 oD B
Mk ZE Ui, BRI T =7 KO TCA HOKHIRK T#% 1 B 108, 7 B BhEk:
BE L7,
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| VL E RIS 3EE |

(2)

K BT D

B Al
(oo %x)

5) M E KGR 2 Tkt D B ORI A
KRS E (T =T, WX ) — L, =X ) —)L,
W, -2 v e a— V) I XD BRMEEEICR LT, BES W
HilED 0.5~3.8 R THKMBEREEMZ R LI, 77 F VU I3RICT
VE=THEICH L TRWMREEN AR L, L, AT A
AR ARRRBRARE T v b TIET 7 F U OREERITRED b
Mol (7 v R,

HREEVEICNT S EMEREER

EREME FIFY | IERFY | VMY

1%7 > E=7 K 3.3 150< 111.6

B 20 B 0.15N i EE + 60%1) - 11.0 150<* 96.6
EDso (mg/kg) | 100%x % / — /L 14.9 150< 136.4
n=T~10/M| o 6N s 23.3 150< 172.1
0.4N ¥z + yyna-)k Na 23.1 150< 75.9

7245 WA I ]
LN B

FHik R LT v MO, BFEEMEEZRORE L CREEZFEE L, 60 0%ICH 2 ML
T, HEBRE (?E{%FFFE) ZRE Ue, HBERI3BREm B e 5 30 /yANCE kG L7,

(mm®)
1901 [ sumer (n-10)
M 555>~ 10me/ke (n=10)
TSR
. % :p<0.05
7§ 1001 Student's ti&E
=
%
#M s0
£
0
IEE PREE
S7FOUDBHIEREERICHTEIHTHA O UBEZHE
HMEAZREZEOFE

FiE Ty N T AL v b oL UORBICHILAET S Z LIk, BTV A @z
PEA T AR 2 R Lz, B R OVER 7 v F &R SEZ0b, 1%7 =T K
RO L CHEBEREG 2R L, 60 0 BICEERKGEEER) 2ME L, 77
F 0 10melkg 13 1% 7 =7 A5 30 ATicRO®EE L,
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S
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g

MWEIRIET SE |

(2)

W& BAFT D
(oo %x)

6) T AR IE A~ 0> S A A 12 R 4 il R
18 B (WERRTE D) ([2xF LT, 7 7 F ¥ v B 5B 305 i ARG
JEA~DRIEAMNL IR EIHEN 2R L. £OERIZ 7 7 E2F P +7 7L
JPOFRRE (e TN T 7 F U L A% O BB WEIER . BRI
WEMZ R B ikE) ERABETH -7 (T v M),

120

| ##
100 T

80

60

40

2ifHAEY/0.0625mm?

20

iOme/kgx2/8H 1mg/kgXx2/H 35me/kgx2/H +

n=4 n=12 n=12 n=11 n=11 n=12
THE+HRERE, ##:p<0.01 (Student-tiRE. VSIEEHEEREE).
*:p<0.05. *3%*:p<0.01 (Dunnetti®E. vs BEXI0EEE)

KRR S B ERR~OMRZEIGEER (5 v b)

JiiE s Ty b —T O VEREET CRIIE L. 1 ATEE D RHR & 14 PRI 8 0 51 S K e % 2
fRSED Lk, BUEBGAERLZ, Ml LSO MBERAZERL, &
AR RS 0D ol S A7 e o oD 32 T A AR B & SR T TR L 7. BRI ER O B 1
v 1R 2F, 3HEMEREE LT,
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| VL E RIS 3EE |

(2) Hhz Rt 5

(oo %x)

(3) fEMFETLFH -

Frifoe iy ]

7) WA E R AR D R D
T NAERMERIERET NV TT 7 F U T RIEREEF IR L,
KRRE L i LTl L, AEZENRD b, EDsofliZ 7R T 1o
0.9mg/kg, 7 7 EF T 2.4mglkg, ¥ ATV 34.Tmglkg ThH-o7- (7
v B

500 1 EDsofiti(mg/kg, i.d.)
0.9 2.4 34.7

400 A

300 -

XXX
$%% %% %% %%

200 A

Lesion area (mm?2)
RXRRRRR

R
%%

100

ol

202920.9.
126%%%

\§
\
\
\
\
\
\
\
N

RN
%!

%
2!

w
—
o K

O_.

- 031 3 10 031 3 10 30 100 3 (mg/kg, id)

Control  Lafutidine Famotidine Cimetidine Lansoprazole

* : p<0.025(vs %IE#E), Williams' multiple comparison
test ## : p<0.01(vs XHREE), Student’s thRE

v FEMFERERERREEICHT SRE
Frif  HEME SD T v b &40 18 BERTHG R U WP R O & B RO B R0 2 T A R gk

L7c, #ERE#%. 0.5%HPMC &R MK VA %2 + g G L, itk 6 Frf#%Ic R
SEZEMH L, AERIE OSSR IR Z JE L,

AR L



VI. EYEREICEET HIEH

1. mAREDHER

(1) B EAD mEERR L
1 e A

(2) MR THER SN | O MR A ®

7 i g %859 R AR T 6 410, 775V 10mg % Z8fE W T &% 12 A 1
BHLEZEEOT7FVromIERRES X, TROX D 2L L
Yl

(ng/mL)
1000 3
i 3 —o— BEEE

i 1 —e—— TSRS
1003
7 E
- m
9’— 4
v -
N 1%
% 3

1- [ T T T 1

0 6 12 18 24

PEH4% 0 (hr)
BERACSIFOUE2 10mg BOKSEHROMBRS IFOVEE
(6 Bl D -3l FEHERR 75)

BEBAICIIFOUOZ1IOMgBOBRSHEOOEFS TIFI D
EMBNRE/NT A —5

Tmax Cmax T2 (hr) AUC .24
(hr) (ng/mL) a B (ng-hr/mL)
A% % 5 21+02" 167+17 1.31+0.35 3.79+t1.02 849+95
ZEfERER 5 | 0.8+0.1 174+20 1.55+0.61 3.30+0.39 793+85
. p<0.001, Student's t f#E (ZEME R & 5125 L C) (6 {51l D il AR HEFR 22)

X1 : UVRHESRZAW @ERA s a~ N 77 73EIC X0 HlE
¥2:2 AL N— KAV NETIL




(VI EmBEIcET3EE

(2) HERFER CHERR S
f:mlqjﬁ%g 38, 39)
(oo %x)

R AB 6412, 77F Y 10mg & 1 H 2 [E (&%), 8 AKX
EROFKGE L E20T 7F V0 OMPEEIITRO X S B 2R
Lz, PG & e 5 ORMBRE T A — 2 [ IHEEEZROT, &
IR D b o T,

(ng/mL)
1000 o EIfE — TR
. -
§ 100
P
7
7
f 10
z
v | ¢
VE 1 i!
0.1 T T T T T T T T 1

0 24 48 72 96 120 144 168 192
Be5H5H (hr)

BEBRAICSIFPU%E10mg1 B 2E 8 BREIREZLOKRESRKOMIEH
T I7F O UREDT AR & FANE (6 5] FEIff AU )

BEBANICS7FO % 10mg1 H2[E 8 BMREROKRSHOMIES
SI9FVVDENHE/NSTA -4

BEE | %5 | Tmax Cmax T2 (hr) AUC
mg/B | B (hr) (ng/mL) a B (ng-hr/mL)

10mg 1 3.0t0.4 178+26 0.82+0.40 2.99+0.60 895+ 170*!
X2 14 | 2.4*05 203+32 0.92+0.39 3.54+1.17 1004+ 180%**

1:1EBE#EE  0~oco, X2: 14 [ H#EE : 0~14 KFiY (6 Bl O i AR HERR )



(VI EmBECET 3EE

(2) ERRBRCHRIN |@ TrT BV OD§Es 7 uT v DAY FERR SRR »)

et o g 25

(oo %x)

(3) ik

(4) &5 - JFHHEOR

2. EYEE R
/Qa)(_/)-l 38)
(1) AT J5 5

(2) WU L 7 %

CYRET S Fict-

4) 7VT7F7 A

(5) o Ai A HH

fERERR A7 1T Y OD $8 10mg (FZENAREESE : LT OD £8) (k72
XIIAKH Y TR & 7 a7 h Yk 10mg (@be) OK TIRA) 22218
RECHERR Q&G L2356, EMFNICRA%ETH D 2 &R S,

(ng/mL)
250

@ : ODfg ()k%L) (n=29)
O:O0DfE (KkHY) (n=29)

1 200 DR (n=29)

% (EHE1ZERE)

EP L

7 150

7

F ‘

Z100

~

B

E

0
0 3 6 9 12 15 18 21 24
B R (hr)
FIT Cmax AUCo-24hr
’ (ng/mL) (ng-hr/mL)
OD & (k72 L) 164.18 755.28
OD §E(kH V) 169.04 772.38
S FE 164.59 758.44

(n =29, VHH)
¥ mEREKs e NS T T 44— BT NERSHEIC L D HE

R L
B#E)

R AIZT 7F 2 160mg & H[AlRE A 5 (Cmax : 1666ng/mL) &
N7 7F> 18 60mg, 1 B 2 E, 8 HEXERAOEEL (Cmax :
804ng/mL) L7/, ME72 EIZZBITFRD vz o7,

REE R L

AR L
MR L
AR L
AR L

AR L




(VI BT 5EE |

(6) Zofh IHHERE O EEFRE) ST A — 5

M-9 ® Tmax ¥ 1.2£0.2 (hr) , Cmax IE 22+ 2 (ng/mL) , AUCo_24 (ng-
hr/mL) 1% 21014 Th o 7= (BEEK A, 77 F P 10mg, ZEFRFE S, 6
B D S5 + AR HERRFE)

3. BEM (RE2L— 3
V) R
(1) fifHT ik MMERR L

(2) NI A—ZEBER | FZUERR L

4. MR 40 (1) WAL
I P el M I ke )

ERERR A B 10 Akt L7 v 24— "—IEIC T, MERE L bl e
T 717 0D BE 10mg # & 05 L7zkE, KOV 7 17 5> OD § 10mg
ZOWENIZE 7 2 S IS S B2, BT T2 2 & 7 < FREEHEHA) 4 WE
KO E & Il U= i S PR EEHER & Lt LTz, &
DOFRER, OFEREIE S OWIITIE L A ETRNZ R E T,

(&)

v bOHE., M. EW. BB RO OV — NI UC-F 7
FUVEEAL, BHRERGFREZRD R, ERWIERNIL/ MG T
bbb EHEINT,

(2) WU
MG R L
(B#H)
Z v b :90.3% (14C-F 7 F ¥ 10mg/kg Hial#E O£ 5-)
(3) W T 778 B
UE R L
(&)

UWC-Z7 7F V% 10mglkg 5 L7277 v OEHZRIOT v FD+
THRB NI G LT AER, G 48 BRI £ CITH R OURTP A~ T
NGO 10.3%, 9.2%0 PRt S, 7 v FTIEIBITEER T2 2 & 28
s ST,




(VI EmmEcETZES |

5 9Hf
(1) 1 g —Hid BE P i it

(2) MiE—RaAERa R
P

(3) FA+~DBATHE

M EERR L
(%) 0
T MIUC-T7F V0 % 10meglkg RAKEGE L. £2FF— T V47
T ABRERUZRER, MCIZE A CESREITED oo T,

UE R L

(B%E)
EIR 19 HH 7 v MMC UC-F 7 F ¥ % 10mglkg H[AIF G- L7255 5
0.5 el DR T A KA P O RRIR EE 1L, RMARIAE & RIFREE D> 2 (5 FEE &
VMEZ R LA, 5 48 el % TIZIKR T L7,

EIR1IOBEDS v T MC-57F U & 10mgkg BOKRSHOMBHRIERE

P M EERE (1 g eq./g XIE mL)

B 0.5 B[ 8 FFfHE 24 BERE 48 BEE
iliR3 0.92 *= 0.06 0.23 = 0.04 N.D. 0.02 + 0.01
A 1f 2.67 £ 0.50 1.19 = 0.10 0.37 £ 0.02 0.36 = 0.03
iR 26.58 = 1.00 14.69 * 1.39 3.90 £ 0.46 2.39 = 0.24
R ik 14.88 * 0.86 3.05 = 0.60 2.89 £ 0.11 1.61 = 0.16
EVIN 0.38 = 0.08 0.10 = 0.01 0.05 £ 0.01 N.D.
RS 3.96 = 0.73 1.84 = 0.21 0.50 = 0.08 0.20 = 0.03
T 2.57 £ 0.40 0.90 = 0.10 0.28 = 0.02 0.11 = 0.02
PR 2.09 = 0.31 1.12 = 0.18 0.47 = 0.06 0.18 = 0.02
MR 0.85 = 0.19 0.21 * 0.03 0.09 + 0.02 0.05 = 0.02

A 1f 0.60 = 0.12 0.23 £ 0.12 0.09 = 0.05 N.D.

ilE 0.67 = 0.10 0.21 = 0.01 0.03 = 0.02 N.D.

N4 0.93 = 0.18 0.17 = 0.09 N.D. N.D.

it 0.92 = 0.20 0.27 = 0.03 0.08 = 0.01 N.D.

JHE D 1.35 = 0.31 0.40 = 0.03 0.12 = 0.02 0.09 = 0.01

R ik 1.49 = 0.21 0.47 = 0.07 0.15 = 0.01 0.10 = 0.01

I 1.12 £ 0.25 0.27 = 0.02 0.06 = 0.03 0.26 = 0.03

N.D. : ERRNLUT (3 B D) + FEHERR )

ZMERR L
(BE&) »
itt 10 BHORAF T v M UC-T7 7 F Vv % 10mglkg R A& 5
U7, Syt iR E L 1 BEfE#2120.75ug eq/ mL &R L7Z, 2B 2
R ICIT A MAE L FREZ R L, 4 FERZ IR ERALL T E T
KF L7,

TIPSy M2 MC-FTF P % 10mg/kg #ER
BREROFTROMmME PR EERE

o WETRERE (1 g eq./ mL)
7Lt miE
0.5 0.37 = 0.19 1.63 £ 0.18
1 0.75 £ 0.22 1.50 = 0.24
2 0.55 = 0.09 0.57 = 0.05
4 N.D. 0.29 £ 0.03
ND. : & BB, F (3 B0 FHIfE - B E)



(VI EMEBEICET SEE |

(4) B ~DOBATHE MR L
(%)
Z v MIUC-77F V0% 10mglkg RAKE L, 254~ T UFT
T A ERL U AR, BHICITIT E A CHERRIZRO Do Tz,
(5) = DO ~D ZMERR L
AT (%)
Z v MZ UC-F 7F V% 10mglkg f&O#G U 7= 0k B o i 2
BE L7oAa R, R MEEGR0 b ho T,
Sy MZMC-5ST7F T % 10mg/kg AR GO B P RETEEEE
MR atEERE (g eq./ mL Xk g)
#E 8 0.5 B 2 F5E 8 FFfHE 24 B 120 B
1. it 0.47 = 0.05 0.21 £ 0.03 0.10 £ 0.02 N.D. N.D.
4 il 1.38 = 0.06 0.99 £ 0.02 0.47 £ 0.03 0.19* 0.01 0.11 = 0.01
e 0.23 £ 0.03 0.14 = 0.02 0.09* 0.01 N.D. N.D.
iERNEEAN 0.99 = 0.20 N.D. 0.42 £ 0.23 N.D. N.D.
i Bk 0.27 £ 0.02 0.17* 0.02 0.13* 0.01 0.07 = 0.01 N.D.
N AR 0.69 = 0.09 045 =* 007 0.38=* 004 0.18=* 0.02 N.D.
ER 1.02 = 0.10 0.79 = 0.09 0.49 = 0.05 0.23 = 0.02 N.D.
T MR 1.50 = 0.20 0.81 = 0.08 0.46 £ 0.06 0.16 = 0.01 N.D.
IR N N.D. N.D. 0.78 = 0.39 1.44 = 0.13 N.D.
] i 059 = 0.08 0.35=* 0.05 035+ 012 0.06 = 0.03 N.D.
i Jik 095+ 0.12 066 * 008 065=* 005 0.37=* 005 0.10=* 0.01
fiti 1.81 = 0.20 1.34 = 0.15 1.16 £ 0.05 0.55 = 0.03 0.09 = 0.01
FoE 9.14 = 048 845 * 0.09 7.19*+ 047 218 =* 0.10 0.42 = 0.01
= Jik 526 £ 055 3.00* 029 174+ 0.18 0.73=* 0.10 0.18=* 0.02
il T 1.61 = 0.16 1.27 £ 0.12 092+ 0.08 0.38 £ 0.03 N.D.
I 2.72 £ 056 140 * 0.17 1.04=* 0.16 0.36=* 0.05 0.09=* 0.01
i Jie 334+ 059 162=* 019 1.74 = 0.14 0.81 = 0.12 N.D.
] 0.43 = 0.06 025 * 003 0.15=* 000 0.09=* 0.01 N.D.
& ] 025 £ 0.02 0.32=* 0.12 0.20=* 0.03 N.D. N.D.
CaN =i 0.37 = 0.04 0.50* 0.07 0.38=*= 0.08 0.15=*= 0.02 N.D.
= i 0.95 = 0.13 0.69 = 0.08 0.46 = 0.05 0.20 = 0.02 N.D.
WY o oRFi 2,283 = 0.14 249 = 0.08 1.47 = 0.05 0.77 = 0.08 N.D.
i bt 34.44 = 1599 9.80 £ 3.74 13.16 = 2.37 0.27 = 0.05 N.D.
Eha 107.32 = 12.96 123.52 + 12.36 56.05 = 8.73 0.07 = 0.03 N.D.
/N i 59.95 = 521 56.05 =+ 9.54 13.86 = 2.03 0.79 = 0.11 N.D.
I i 2.81 = 0.05 40.62 £ 4.71 80.97 = 21.13 9.14 = 1.68 N.D.
PN JIg* 473 £ 120 1041 = 3.84 50.22 * 16.69 15.77 = 4.69 N.D.
i L=<} 0.43 = 0.05 0.30=* 0.03 044 =* 024 0.06 == 0.03 N.D.
T NN 0.70 = 0.12 042 = 0.06 024 = 0.04 0.09 = 0.01 N.D.
e K % 1.04 = 0.02 1.39 £ 0.06 0.52=* 0.06 0.18=* 0.06 N.D.
& & 043 = 0.05 025 =* 0.03 0.16=* 0.02 0.06= 0.03 N.D.
¥ NEWEETL  ND.: EEBRUT (3 il D T i + K HERE )

(6) MIEHEAKEERY

779:V/0)t HI[[ iﬁEl"f‘m:.“

AIREE (1 g/ml) mFEEEEE (%)
0.3 88.610.4
1 87.7+0.9
3 88.0+1.2

(3 Bl O F-¥yfifl = HEHEFR % | in vitro, FRAMIEIEE)
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6. X
(1) BB O
TR

(2) RS DS
(CYP %) D4y 1,
TR

(3) A1l 38 3 2h L o> A7 4
K ONEDEE

(4) R OIENED A
MONEMERL, FAERER

RN - M ER 2 L
R
(&) 0

TI7FUNT =T ARG OOIN, Y U UROKEEL, XY Y
VEROMRE, BV U UBROBCEITEE, ALK XV RO DR
TRE SN EHEESINTZ (T v M),

HO\Q\I\/QO‘\—/N”\ /rj QIO\_/ Bjsl) L) Hoocgowgﬁ\‘s)l;u

' ~

Homﬁowgﬁ\’@ﬂ HOOCJQO\_/NU\‘S‘/[Fj
M-2 M-4
Q\I :NH < O'\—/N”\'SJ‘_J —> GﬂovN”\,é

M-1 TITF

C?\O/C\{O'\_/N”\.SJ_J / \

S QU 'w
C{’\/CfovNu\u/rj H(?—g U\ H(?_E u\ l

M-12

O'\_/Nksﬂ

MlO

M-13 H II\I T
M 120 RHERNNAS Okas o

o M-11 o

STFOUDOHERBERE(SY H)

M-8

EMIBFAET7FUUOREHNEITF 7 n—2a P450 Ik v iThbil, X
W M-4 O M-9 045 I21E CYP3A4, M-7 o4 %iZ1% CYP3A4 (2
Z2 T CYP2D6 "5+ 26D EEx bz (in vitro) .

HMERR L

(&)
T v M UC-F7 7F V% 10mgkg BOHKG LR, WRILE
(90.3%) |2 b U TR R (5.8%) KW &b, T » T

MmlEE R E =T D LHERSND,

M-9137 7 F ¥ v LIREFFEO He 2 B ARAEHUEN (n vitro) 73388 &
oDy, WARNER G CTIEBERIRGREERITR O b o7z, b MuEf o
M-9 RBEXT 7F V| iTL“CW%(f'JOlP)TE?)@ HIPITHFE LR

LRI D,

EB. M-TIZ

EJeN

TWTNOIEELRD e o T,
M-4 1 ZMAEP IR SN WO T LE LANW LRI NS,



(VI EmBEIcET3EE

7. B
(1) PEMeERAL K O B B NRFDD OPEMERITK 20% TH Y | F- D PEIREITE R T H
LEBEZLND W,
<2/3/’:%> 40, 43)
Z v RS X2 UC-F 7 F V% 10mglkg £ 1H$5- L 168 Rk =
TIZ, #HREO 32.7%K N 48.0% R I, 67.9% K% 8 50.8% 43 3 12 HE
Iz, 287 > FOFERHTHRIEITER O b o T,
(2) Bt % t MRFDD OPEIERITK 20% TH > 72,
BEBRANIZS7FOUE 10mg BOKRERFORDF KB
mEg 0~24 BREIDRFPRBY TREEITHT 5%)
TR xEiek M1 M4 M7 M9 | & &t
1%§%E£y 10915 N.D. 17+0.2 7.5+0.8 0.3+0.1[20.3+2.1
N.D. : SRR (6 {51 > St + fEE L 5)
(3) Btk g (%)
—o O 4HEt
” —a— g5tk
)ié-f —a— M7
;E;Fé —a —*%—M-4
it
R __a —>—M-9
24 (hr)

e 5522 1 ]

BEBAIZTI 7F U % 10mg EO%SEORPHE
(6 {51l D -2 fiE)

8. FIUARKR—E—IC 2L Rl L
B9 5 1EH




(VI EmmEcETZES |

9. BHEIZLIREE

10. B ENESEETHEE
(1) BrpgnersEERE

JIIRY: 872 (i
MEBNTICE DT T7F L DRERIZIT~18%Th -7,
STFOUDREBBEMEIZEBITAENIVTSISVAEBRER

] ] 5 ==
E&No. B (’fn f/rzi:)/x ”‘?(jf)i EH I
1 21.0 10.5 7% 7L
2 17.2 8.6 FUTET—
3 34.7 17.4 RNY AV T F v
4 19.6 9.8 F)TET—
5 24.0 12.0 U T7ET— kK
6 15.6 7.8 WY AL T v

(MRFEHT 4 K, 7 7 F ¥ 10mg & 5)

BT EBE Y

BHTRE 6 4127 7F V0 10mg 2R AELE L2 T7T7F V00
MARHEEF I TR X 5 a2 /R Uiz, BTE 4 BrEFEE L7z & &
DIEMBIRE N T A — X 1T FEBHTRFD 0~6 REH O B HEH L7254
T Tmax 2MER, Cmax, AUCo-en)2ME T L72,

F 72, FEBHTRFTIE Tmax 0.8 FEf#], Cmax 336ng/mL, T2 6.71 RER],
AUC(-24nr 2278ng * hr/mL TH V| fEFEEEA &~ Tmax T8 L7
WH DD, Cmax, Tie NWT I HAK 2 7, AUC-24m 238 3 512 B L7,

(ng/mL)
50017 -

i

fh 1003 —— BT
7 ]

7

?\

> 104

Ve E
2

B 1 T T T .

0 6 12 18 24

F %R (hr)

BHEBEICEITHS7F O OMEPREKS
(6 5 D F-E i AR HERRSE)
HE) BT OB M1 6 IR & T

BENEFICIIOFOUEI0Mg BOREHOMBFSTFOLD
EWEE/ (T A —5
Tmax Cmax T1r2 AUC
(hr) (ng/mL) (hr) (ng-hr/mL)

0~24 I OfE | 0.8+0.1 336+40 6.71+0.30 2278+306
0~6 KffE O fE 0.8+0.1 336+t40 4.37+0.45 1264+133
& M W 0~6 RFfE O fE 2.6+0.5 226+36 4.57+0.24 853+128

FEF M HF

BT ;4 HERE (6 Bl OO i A YRR )
¥1: UVsESRE AW ®iEkE s a~ N 77 7RI 0 lE
X2 ETFIAKIE LRV E



(VI EmBEIcET3EE

@) > FIH 10412, 7 7F V0 10mg & EAKE LIz & DT 7F V00
MBS 2 FRUC R Lz, BHRELEREGH, ZvTF=02707
7 v 2 (Cer) V¥ 88.09.4mL/min) & BHEREIX FHME (5 4. Cer 20
~60mL/min, V¥ 45.2+7.8 mL/min) T7 7 F ¥ > O M2

ERDIRD o T,
(ng/mL)
1000 \
i —o0— BHREERE
3 (Cer : 88.0+9.4mL/min)
T 100 —— EBEREIK R
; (Cer : 45.2+7.8mL/min)
7
v
> 10
b3

0 6 12 18 24
e (hr)

EEREICSIFOUE 1IOMgROBEHOMBFS JFOVREE

BRMECTIIFOUE 10mg BAKSHOMEFSTFOLO0
ENBENF A5

Cer Tmax  Cmax T12(hr) AUC (0-24nr)
(mL/min) (hr) (ng/mL) a B (ng-hr/mL)

88.0+9.4|1.0+0.2 195*17 0.69+0.48 3.05£0.19 869+ 65

45.2+7.8(1.1+0.2 196*23 0.94+0.50 2.93+=0.21 853*+113

B REMR FEIM#E © Cer=20. 34,54, 58, 60mL/min (% 5 Bl OB+ FE HERRE)

¥1: UVt E W2 k7 v~ 77 7B 0 flE
¥2:2 2 /N— KA NETIL

1M1. 20 R R L




VI &2 (FERALDTETF) ICHT HIEE

1.

T

ERNEEFNDER REIN TV

N
y
b

IS RES z
NEELZDHEH 2. B2 (ROBHEIZEFHBELLEWNI &)

2.1 KAD R x U CORBUE DR O & 5 BE

(fisn)

21 AFITCIEIHRBZICBWCYa vy, TFH7 4 T7F% L —0EEBEE
DIEENDH HT-DFLHEH L TV 5D,

3. MEERIIHNRIZFEEE (V. {RRICET A 22552 &,
THIELEDER

4. AERUVHAZICEE JFEIN TN
TEHIELEFNDER

5. EERERIE L
ZDEH

8. EELERIE

Mmigtg. Arikee, BRRFIEE T2 2 L,

(@) HeZARETANCLBOEEEHTH 5,
AFNTERRAMVER S LCray s, 774 7% —, BERRMR
i, PLHL BRI BERERIERAE . /N R R R IR BRUGE 2 (Stevens—
Johnson JEWEHRE) . H R MK B RELARIE (Toxic Epidermal Necrolysis :
TEN) . ITHRERETS, I, BET7 0y 75007 v v 7 B MARIE .,
FIEMEBRDHE SN T D, AAIORGICER L TIEEHEZ HoIc@lgs L,
F/o. Mk, NITHERE. BHEREFORKMAMER ICHoEET L2 &,




(W ®metEALOIES MY EEE |

6. RENDERZRISE
HICEHTHEE
(1) & PHE - BEFEIESE D
boERE

9. HENERZHTHEZICHIT HFE

9.1 BHHE - BEEZEOHLIEH

9.1.1 EVBBUIENBRETEDOH S EE

9.1.2 BEE
EHENGEEICRGT 52 &, BHTEE TIEIEEHTIRF O i@ iR
JERNEEANDOK) 2 FIC LR35 2 L0 MESL TS, [16.6.2 BH]

(fig &)

9.1.1 He ZABIEHANCLBOEREHTH D,
HIRBICBWCEERE L CYay ., 7F747F%v—, BB, =
W2, € DFEEOMBUEDOHRENH D, FW (B 21X D He 2 AR HL
Fl7e L) okt U CRBUEOBEERE DO & 5 BB TIEIAFOEHIZL->ThH
WEWEGE N BB D RN S 5720 HYRBEUEOBEERE O & 5 BF I
FEEICERG T2 L,

912 BITAEZE 6 /T 7F VY 10mg 2R NEE LI &7 7F Y om
BEP R I IEBENTF C1F Tmax 0.8hr. Cmax 336ng/mL. Tie 6.71hr,
AUC-24m 2278ng-hr/mL Toh Y | fEFHERKA & T, Tmax 13258 L7220
HDD, Cmax, Tire NWOTILHHK 2 %, AUCo-2am3HI 3 ZIC EH- L7, (TVI
-1. (2) BB CHeERR S 7o iR EE ] KON TVI-10. (1) B pnelm s i)
OIS

o~

Mo T, BNMBECIHEAENOEEICRETHZ L,

— 7. AT (BT 4 RefH]) Tl FEEHTIRE & B~ T (0~6 FEE O fii Tk
). Tmax 2MER . Cmax, AUCwoem2ME N L7z, 728, MiREIC X
57 7F VL DRERITT~18%TH -7z, ([VI-10. (1) BHEHEREBE
DIAS)

2 EX Vs RE ﬁ%/’%" Lo Xz =
(2) FrieRehs s b 92 BHEBERE

TERDELT DB 1H 5,

(fig &)

He Z B EFEHIANCBOEEFETH D,

ARFNTIR R HEME =R A 20% CRELIRIE 10.9%) TH Y, BHEREIKTICL D
HEEhIEA~ O, BRI O He SR BEIANZERE I R0 D LB X
Hivd,

BREICB W TR ERE (7 LT F=27 17T 7 A (Cer) : ¥ 88.0
+9.4mL/min) & BHEHEM FE M #E (Cer : 20 ~60mL/min, “F¥) 45.2 =+
7.8mL/min) O# TIfiL FEFREIZ ZITFEDH HAL TV, ( TVI-10. (2) M
DIEZHR)

L2rL, BN ISV TR, IEENTRFD 7 7 F 2 0 o iR B A R Rk
ANIZHAT Cmax, Tie AW TN HR 2 %5, AUCo2am 3 3 512 EH L TH
0. BHENSEEICERGTIMNERDH D, ( TVI-1. (2) BRRR TGl S h
7o HRREE | KO TVI-10. (1) BiRERE B ) OESM)

Fo, AANTENWER & LT BUN EFENRESIN TR, BHEDE(IZ
HbIEFEETOINEND D,




(W met@EREOTES ST SEE |

(3) JTH&RERR T B

(4) LhERex 4254

(5) hf:har

(7) /1Y

rm
4

9.3 FF#aefEEEE
JEIRN BT H2BENEH D, [11.1.4 ]

(fi )

He Z A EFEHANCHBOREEHFETH D,

AANTERZRBIEN & U TIFEREREE ., MEARO 6N TEY | fFEE
MEBITELTDBENLD D,

BRE STV

9.5 WFiF
TR TR L T W B RfREME D & B I IZie R L o A i ME N fa kit
Z Bl LB SN GEICORBETH T L,

(fiFan)

e R RUBR TR S ~ D IR ER 1370 < RRMEITHESL L T, )
W RBR (FE TR & 53R IZ B\ T, a2 R+ 2T TR o 5
NTWRW, Eo T, M SUTIER LTV 2 FIRENMED & 2 I IR L
DA ERMEEZ LIS LTS 2580 kET5 2 L,

7Rk, A RRAR AN A (BRERATIR ) (2T dkpESm 5 61 (77 E 8D 337
L AMEIR O FiT O 72 8D O FRIRTHE) ~ O3 8 - 7o 25 BIER O FEH
EREO bR o T,

9.6 1=5LIF
189 EOA MR OB OAIEMEZ B8 L 2L O T IR 2 i
AT &, BMERT v b)) THHF~OBITRHRESIN TN D,
(fiAn)

FZy FEHWEERTATBITARDON TV A TDFLE LT,
10 H HORILF T v M2 1UC-T7 7 F V2 (10mglkg) 205 L7
X ORI O MET B X O O RE R EHER 2 Et L, it
TR B 1345 5 1 BRI e il (0.75pg eq./mL) 277 L, Z ORI TO
FHA O I B BESR S D 1/2 Td o 7=, FLIT T REIE BE 13 % 5 2 HRRY
BIZIZTRHE oM gE & RFRRE DR (0.55ug eq./mL) (238 L, B4 4 FFfH
BT IR AL IS E TIR T L7z,
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E iR 0 1(0.19) 1(0.06)
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FHERBOT7EFLal v, v AF I kO BaCls WHEIZ % LTI
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WZxf LTI, 3mg/kg #RIRNE G LL ETT O EARNA BN, B
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2) MRIROEE R GRE (Z » bR OY % Segment 11) %Y

S O BT BITR O 6T, IRIROBBE, 5 E il &k O #r
LR O N> 72, 7 v b Segment II O REN D —ikEIEFEH
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[l zh 3. 2 A NEE 200mg $E 400mg, AL 20%, ESHK 200mg,
H A X —EE 10mg,/ $E 20mg, /D #& 10mg, /D §E 20mg, % 2%,
B 10%, R 10mg,/ SR 20mg, TV ¥ v N T L
37.5mg,/ 1 7V T5mg,/ HRL 20%, HEA 75mg, TV v
#E 75mg,/$E 150mg

7. EREEERR 2000 £ 1 A 18 H (HA)




| X. HEOEREETIEE

8.

10.

11.

12.

13.

SERTRDBFARR
UVARRES., RifE%E
IEEA B, R5hHEA
£AA

HEER TR EN. A
ERUVAELEEEM
EN0ERBRUVED
ES

BEEWR. BE
HBRARFABRUY
ZTORE

BETHM

REMMFIRICEY
GALE:

L£EI—F

R T 4

TOThOUES

JaThTP U0

BUERoEAGBHH B

200041 H 18 H

2000 41 H 18 H

L

21200AMZ00032000

21200AMZ00033000

FEAMhHEHEYLHAFE A H

20004 4 A 14 H

20004 4 A 14 H

W 5¢ BA 45 4F 1 H

2000 44 H 19 H

2000 44 H 19 H

JOFHhPU 0D S

JO57FHhHT2 0D 10

20124 2 H 15 H

201242 4 15 A

KO EF =

22400AMX00292000

22400AMX00293000

HEAMHE HEHRAE A

20124 6 H 22 H

201246 4 22 H

W 72 BH 46 4F 7 A

2012 4 7 H 24 H

201247 A 24 H

TaF YU S, [ 10

DI QRS P SEYI

2010 4F- 3 A 12 A :

Wi

PERIE R

FuaFHh YUk S, [F 10
HEAMBEAREHNH 200943 4 30 H
N KRFHEHOEER L

a7 YRS, A 10

By, + fE0ER. e
TROIR & @ﬁﬁ%ﬁ%ﬁ%%h i, FEAR,
V1R PEE 2 O SERE E

aPEE
%Mﬁﬁ%

s

TIE) DU

64 : 2000 1 H 18 H~2006 1 H 17 H (¥ 7)

AFANE LI R AN

T HENTWAEIRE

WZREY L7220,

14, REHGLEDZFE

BETrWEER : NS
. e |E&EEO— HOT (9 . _
mox & | selmEREs | e | MO0 sz
a—F - Aa—F
7u P
b5 i 2325006F1036 | 2325006F1036 112718801 610443006
A= VS
b 107‘7'] 7 2325006F2032 | 2325006F2032 112720101 | 610443007
A Ead 2325006F3020 | 2325006F3020 121350801 622135001
OD 5 5
7 Dz‘i]‘// 2325006F4027 | 2325006F4027 121351501 622135101
OD #¢ 10

AR




XTI.

X B

1. BIRAXHE

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)

13)
14)
15)
16)
17)
18)
19)
20)
21)

22)

23)
24)
25)
26)
27)
28)

29)
30)

31)

32)

33)
34)

=g M M ERREESE, 11 (6), 1177-1200 (1995)

FREARSE i BREESK, 11 (Suppl. 4), 3-21 (1995) 1998 kT
FREARSE fth : BERESE, 11 (Suppl. 4), 23-34 (1995) 1998 4Lk
SRS BEIRIEESE, 11 (Suppl. 4), 97-111 (1995) 1998 4FkiT
SRS M BRPREESK, 11 (Suppl. 4), 113-129 (1995) 1998 4ELksT
Bp Ol fth : EEIREEE, 11 (Suppl. 4), 159-171 (1995) 1998 4EikRT
=y Wb EEPREEEK, 11 (Suppl. 4), 63-74 (1995) 1998 4EikRT
R fth o BERESR, 14 (11), 2085-2102 (1998)

Rt BERESR, 14 (11), 2103-2119 (1998)

SRS M BRORIESR, 14 (11), 2121-2138 (1998)

B O — M BEPRESE, 11 (10), 2143-2158 (1995)

Ohara, S. et al. : J. Gastroenterol., 45, 1219-1227 (2010)

(PMID : 20632193)

7 7FVUBERHEE R

HYE R Ml BRREEZE, 11 (Suppl. 4), 35-48 (1995) 1998 4FLkiT
A& 1R BEIRIESR, 11 (Suppl. 4), 87-96 (1995) 1998 4EEkiT

=W W M EREES 11 (Suppl. 4), 49-62 (1995) 1998 4Eek T
I 8% BEIRIEEE, 11 (Suppl. 4), 75-85 (1995) 1998 4EekT
FRBERA fth : HJEPEGE, 105, 231-241 (1995)

NEFSERR M 0 SEBRIET, 25 (2), 217-220 (1998)

SeH B it EBRIE, 24 (1), 33-37 (1997)

Ichikawa, T. et al. : Eur. J. Pharmacol., 251, 107-111 (1994)
(PMID : 7907983)
Ichikawa, T. et al. :
(PMID : 7509019)
JEVE RS fil o HEPREE, 104, 379-389 (1994)

TR fih : ERIREESE, 11 (7), 1381-1393 (1995)

TRH Ml ERIREESE, 11 (7), 1395-1407 (1995)

TaH fth : BRIREE3E, 11 (7), 1409-1422 (1995)

Y ALIe fh : BRRIESE 11 (8), 1667-1678 (1995)

Yamagishi, H. et al. : World J. Gastroenterol., 14 (15), 2406-2410 (2008)
(PMID : 18416470)

& VAR HEEROERIR, 5(2), 200-206 (2002)

Ichikawa, T. et al. : J. Gastroenterol. Hepatol., 22(11), 1800-1805 (2007)
(PMID : 17914953)
Shibata, M. et al. :
(PMID : 8099553)
AT EA fil © HSEPREE, 99, 401-410 (1992)
NBFSRE R M H3EEEE, 111, 167-175 (1998)
NEFSFRE R fth o B SEPEEE, 109, 31-40 (1997)

Life Sci., 54 (10), 159-164 (1994)

% ﬁ%

o

Eur. J. Pharmacol., 235, 245-253 (1993)



| X1 x|

1. BIAX# (DD %)

2. E0tDSEXH

35) Onodera, S. et al. : Jpn. J. Pharmacol., 68, 161-173 (1995)
(PMID : 7563973)

36) /NEFSFRAR fh 0 EER{EDS, 26 (2), 75-78 (1999)

37) Nakano, M. et al. : Pharmacology., 90, 205-211 (2012)
(PMID : 23038658)

38) BALTIHR Ml FH LI, 23 (11), 3049-3059 (1995)

39) kM2 . a7 Ty OD SEDEYFHEEMERER. tENEEL
WFFEHR S No.368 (2012)

40) REFEZ M o FEBE LA, 23 (9), 2279-2297 (1995)

41) M2 . a7 P2 OD S0 NPk ERIGRER. +ENE kL, #F
FeE ¥ No.370 (2012)

42) REFEZ M o FEBE LA, 23 (9), 2299-2312 (1995)

43) WEFEE fih - P LR, 23 (11), 3041-3047 (1995)

44) HiE =8 fh : FHTREE, 35 (1), 35-42 (2002)

45) EFEAFE Mo ST SKE, 50 (4), 399-416 (1995)

46) JRFA T M0 c A EEEL 50 (2), 143-147 (1995)

47) /RFIE fh c I A SEEE, 50 (4), 417-420 (1995)

48) Rty Ml S SKER, 50 (2), 149-166 (1995)

49) /RFIME fh : I A EEEE, 50 (4), 421-438 (1995)

50) Broadmeadow, A. et al. : J&HZEEE, 50 (2), 167-184 (1995)

51) /IMRFIME fh : it A 3EEE, 50 (4), 439-460 (1995)

52) JRfa T MR c A EEEL 50 (2), 185-192 (1995)

53) JRfa T MR c A EEEL 50 (2), 193-207 (1995)

54) JRfa T M0 c A EEEL 50 (4), 391-398 (1995)

55) JRfa T M c i A EEEL 50 (2), 209-222 (1995)

D RRRERIME & T 7 o o v RS M AR — BRI B T D iR

P TR B A A — )
INZETR fih : 7895, 81 (8), 2179-2189 (1999)



XI. 8E&%

1. ELEHETOHRTKR T 7F VKT T Y U8 - OD SEILEIAE, AETIEEEINT
7R,

B, EEIZBWTA b —§E 2 BRI S4E23 . 2006 4 9 A 19
Bz TEEE. + Mg, SrEE R R OB E & 0 B RER 2 O UeE,
RIERT ) S - AEIZAAREF L) ISk LT, HIZ 2008 44 H 25 H
ZInYanyz—.-vrRE] (HE- HEIZXZ 7F Y2 1 10mg,
1H2ME, 7Y Ar~A 2 1[0 250mg, 1 H 20, 7£X VU1
[l 500mg, 1 H 2 [a] & fFH) 1Tk U COKRBZIE L, 2009 4 7 A X 0 %5E
LTCW5 (10mg $EDH),

AFNZ BT DR XUTERITLL T O Y TH Y | #ETORRBHNE & 1T
2%,

4. HEEX IR

O8:; I% +ZiERES. MEMEE. FRERER
OTitk®E ODEﬂfEHEﬁE(Ub/u i, #F. FE ONE
%Iia*\ BHERDALIEEL

RRERATIR ZE

1) ENOEBNE O CARZ M5 2 &,

2. BONCHITHEAERZE | 4L

CE:




XI. § &

ZTOMOBEEEH

R L



| MEMO |




@ PN BT SV Sl
R T AR MEB A 1-27

15-0010-2



	表紙
	目次
	Ⅰ．概要に関する項目
	Ⅱ．名称に関する項目
	Ⅲ．有効成分に関する項目
	Ⅳ．製剤に関する項目
	Ⅴ．治療に関する項目
	Ⅵ．薬効薬理に関する項目
	Ⅶ．薬物動態に関する項目
	Ⅷ．安全性(使用上の注意等)に関する項目
	Ⅸ．非臨床試験に関する項目
	Ⅹ．管理的事項に関する項目
	ⅩⅠ．文 献
	ⅩⅡ．参考資料
	ⅩⅢ．備 考



