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LD 3 PRI DWW TR, EINIC I\ THRERARBR S o Rl 1 F S8 B 23 R AE & 75
2 iRER & i LTy REERE)
sE, HETITDbhEZRER (v YT 5=, 7TEFL VY VK KU 5
J2TTA Ly E A b a= gy =L 0 3 AP Tid 680 il 239 41 (35.1%)
R O 2 % GORER 2R 5 hTh b,



3. REOHFZAVEHE

4.

H MALT V) ¥ SiE, v i oiAae, FHEIE IS4 2 NERSEHEERE. ~
Jansgaz— - a)EBERERIZEBITAANY) Iy 42— - o)) ORBREO#E :

*1

*2:

*3:

*4:

*5:

TubYEY T4 Ve A —, TEFVVY VA ROV 5 Y 204 2 0 *
g A Pa=& = )L* D 3FEEIZONTIE, EIC I TR ERER % O FIE
FEBUBHIE YN & e 2 5Bk &2 F2hE L TuZeny KGEEE) .

([VIL 8. RIfEHI] DIHZIHK)

DR E S DOMERHEIEIC BT, 1 H 1[0 30mg OF5-1E. 1 H 1[0 15mg 1 5-#12 1557

L 7zfil %5 £ 15mg TIERIRBAR V3 555125, 7. 1 H 10 30mg i3 15mg D %5
12 & D BERFIRREA RN b 72 0 fikise 3 ZAEHI T, IR UG I X D IR 5 B2 ha
YIS 358131 B 10 15mg [ I3 ibd2 2 &, Ak, HERpREHITEM
PN HBEIR A 2 I 5 5 EBEE 012075 T e E L,

(1) JEO S AMEEAEWFIEDORFRIZ OO P 5HRE 2 kA HR L LR R &R L.
FERDUCEMHIN A RS 5 s WHEITIE, BRSO RER2SE 2 615 7= fthoiEy)
BIRNOLEL A2 ERT D L,

(2) JEU S AMEEAEWHIEOBERFIZ OV, BZIC X 0 eT. FIES OISR
BOBLAGNSZE (1AM 2HLLE) #6EROS 253528, k. K
AP 523 B, £SO BIIES K O O LEERIC K 2RER & kT 5 2 &2
HBDT, NABIREFICLD ZhEDERTEWI LR T S L,

1 - R DT O 22 D IKHED 7 2 B ) ¥ ikl 5 L T2 BE & 53R & L,

PEGBRIAICER U Cid. W5 U3+ AEHES O A R 5 Z &

B Y &~ 7, BMEBIEYES I 51 2 EME B ED 7D IZIEA 7 a4 FHEHIRIEE 4 R

T G- LT BB ARG AR & U, BGHAICERL Tid. BIB% U3+ HEaEs ok

FEMERT S L,

BRIGVAFICH O 5 M 2 ORI ORM CHICLR S h T 2555, HERL., HERAREH

LD EOFZEABTHERT 5 Z &,

- WA TEROR & SR L 72 0 7 VAL RO, Kie U CHRIIATRE 2 CUBENARIESE D & 5 .

WIFERICBEE L TRMTANEEME

W IEE I 288, SoEfHHEET A N7 1 5% A
RMP (R34 U R 7 & EEE ) L
BIO Y A7 FMEiEE & U TER SN TW D &R L
B FHHEE D A R T A > L
{RRE b oo B B S E N L

(2025 49 AWEH)



5. ABRMHFRUTE - £RALOFIRER
(1) A&
YL en

(2) #l - EALOFIRER
L&

6. RMP OBIE
BE RN



I. &FICEEd 3I18H

1. R & %

(1)

(2)

(3)

2. — % %

(1)

(2)

(3)

3. BEXITHER

fm &
2 7avy® 715
2 7ay® 7 30
2 7av® 0D g 15
z 7av® 0D g 30

p= S

Takepron® capsules 15
Takepron® capsules 30
Takepron® OD Tablets 15

Takepron®™ OD Tablets 30

EX )=k
garay  BHEOFAN YRy TA4 e EH —
OD $% : Orally Dispersing Tablets

M & (BEE
vV 75— (JAN)

# & (®RB
Lansoprazole (JAN)

2 7 L (stem)
Ta bk vRY THES - -prazole

HsC 0]
N \ / F
oot
N (0]

LA AU S HEHEN



4. P FRXRUDFE

/J}?iﬁ : C16H14F3N3028
7R 369.36

5. t%% (&%) XIFHE

(RS)-2-({[3-Methyl-4-(2,2,2-trifluoroethoxy) pyridin-2-yllmethyl}sulfinyl)-1H-benzimidazole
(IUPAC)

6. [ERA%&. &, BE. BEES
B2 — F : AG-1749



II. FxhE7ICREd 2IRHE

1.

MIEL2ME

(1) 448 - 4K

HE~HEHEDOREIEOH R TS 5,

(2) & @&

(A AR T7)

N, N-VAFIFLLT I FIZETRTL A X = LIZRRBEITR T L. 4 7 — )L (99.5)
IZRREIHTLS LKL KITIFEAEBE T B,

(HAHER H)
B&ERE I 5808
WA KilgZ BT OICET S EHE (mlL) | BEREOXRB
N, N- AFILFKLLT IR 3 IR0
AR ) =) 22~23 R TV
&/ —)L (99.5) 57~58 RRWEFIT< WV
VIFILIT—F) 2400 isd THEFIZ < W

K

29000~31000

FLAEHET N

B&EpH OB 2884 (89 257C)

(R - B ORAESS)

K DpH* VAIRIE (g/mL) K DpH* VIR (g/mL)
1 1.3x1072** 9.0 ( 9.0) 8.0 X107 ***
3.0 3.0X107%** 11.0 (10.4) 1.3 10 ¥**
5.0 <5.0X107** 13 (11.6) 3.2X107**
7.0 (7.0) 3.2X 1077

% pHIAD 202 LI F OBEREHH L 72, £, (

WEH R L 2zpHE R T,
pH1 : 0.1mol/LiE#e. pH3.0~11.0 : Britton-RobinsonfEM#%. pH13 : 0.1mol/LKEE{t.F

A7

YNIES v I — L ERAIL 72

sk L RIERIE FTIRT VY T T — VR B 720, IAIRCBIER L 22 T OISR 278
fxkx kv 57 4 =2k DHlE

(3) % & %

(RIS - BFFERr)

25C. 75% RH D&M FIZ 7

HREIPRTE U 7203, WRtEiZal 6k h 57z,

(ECHEE A - BFFERT)



(4)

(5)

(7)

Aa (PER). Ha. BES
e %9 166°C  (53fiR)
(AR )

BB R MmREE
pK, = 8.87 (WHEEHIETE) . 8.82 (ML) [Ny 24 I x4 )k (R ]
pK, =% 1.3 [NV XA I &4V YLK (BREHEMER) ™

pK, =8 4.5 [¥) DLk (FEHMER)]*

* 0 REIIBRMEEREP CARRE L 720, BICRELFHEULAEY %2 I OHEE L 72,

PECRE

25°C =51 BATHEIEIE & % B pH O ATEHE & ORI SHEUFEIE FRO L B0 Th 5.

B>V 75J -V EERE”

KEWRDOPH | A2 57— | BEBIFL | Yruuxgy | JIFLI—F)L
7.0 240 230 180 20
9.0 120 110 90 8
11.0 10 - 2 0.2
13 0.8 - 0.02 0.004

* 0 IRB=AEETh ORIE/KIEhOREE, — - JWEET

Z DD E f R IE
BE e PE N, N-DXFIFRIL LT I FIEHE (1 —10) 35t E2m & .,
(CTHE S R ST E S 2 AL R (R

(HAIEEI7)

WO ELS (284nm) : #9414 [X 4 7 —)LiEHE (1 — 100000) ]



2. AMRDOBERGTICETIREM

BEFRE TOREN (31 v EH)
TRAE 4 A RAEIR TR1ERE i x
’ o 5 o RAER) (%)
H @~ o Rs Mo
FRs — — — 99.0~101.0
R
— — 4=yl — H DR MEO R 99.6 (100 )
B | 55 (4~33C) I W7 A (F
39 TS OSSO B 99.7 (100.1
A | . 18~95%RH N e ) | TOHEOREEORA (100.1)
N T 3T WEEOSSED
o | 40°C. WEAF 124 H 99.6 (100.0)
- K 7 2R R
' L () 5 S~ @D R
. W ) .
) | 50°C, Wi 94 A . 96.7 ( 97.1)
i | 3 |25°C. 75%RH 187 H |5 2 5 FVEEORSEORA | 98.4 ( 98.8)
j |40C. 75%RH 6»H | (&) W GO MDA 88.5 ( 88.9)
z 25C.
: 5C. REIOT | oy | o maOBE | 996 (100.0)
(10001x) Tr—L (R e
P K | 25°C. Tx—FA—4 ZUF VBT AL LT
[Fv/v50 78X | 18.75H5 | E>) MEA GO EMEDBAR 99.3 ( 99.7)
1041x]
BKBRPTCOREM
SERYE~ 7L ) TR (20pg/mL, #9257C)
pH e[ (h) FRAFEHE (%)
5.0 0.5 50.1
6.0 1 80.9
7.0 2 90.3
8.0 8 89.2
9.0 8 98.0
W v e (Img/mL., 24°C)
| 1 0.5 1.7

3. AMRSOHEDEABRE. EE)
HESREERE
Hig [9v v 75— fERikBRizk 5,
EE*
HR [y 77 0—-n] ERKEIZEKS,



V. ®HEICEEd 3I1EH

1.

&l
(1)

(2)

(3)

it

AR

gouarayh e il T eILAH
& 7'a 0D §E - R (HPENAIEESE)

HEDHBRUMEIR

Bz 7ayhrElL

AhrravirTe 15

A ravirTel 30

HE~b 32 IcltEz w0 HED
attER 2 20 aEom s 7 v

HEa~b stz m 7 HED
VA ERER & & 3 BEER AT 5 VRS

@ - A nEe :
W DOARBW, JHE > TVEEORE
BHOOE 5 7 £ LA

35T 35 TEIL
2 R D1 D283
LR -- Fih  235me -- Fh  250mg
Ef (mm) 15.8 15.8
e (mm) 5.8 5.8

Ws 7 7ar 0D

& 7uay 0D 15

#r7a v 0D $E 30

@ - Al

HE~HEABORETHREE~HREORNL2H 25 (AR = &

TN A SE)

2R N

X (mm)

JE X (mm)

g (mg)

285

a3 — K

OsrFavhTen 15
OsrFay 7 e 30
Osr7ay 0D $ElS
O 7ay 0D $E 30

1 D281
1 D283
D212
1 D213




(4)

(5)

2. HAIDOMERK
o CEERSD) OEERUVERME

(1)

RE DY

AU ER L

Zz O 1ib
B9

| ERAvAvIIE A

& v, BERKT A

(TR ILEKEK) Y557, BILF
2y, wrzuad—)L4000., )
UREF L) o o, 27T ) Vg
SR A, FYEQAVF YTV

IRk7e44 gy rayirri 15 g rayirTeil 30

. 17 177w

R VIS5 =) 15mg 5753 —=) 30mg
KA, royEvas Ty 7y | BEAE tyEuav Ty T
R~ 7 3o L, REHEL Fo | REEv 3P0 A, (KE#EEE Fo
Frvruvitio—2Z, vlrodx | Fv7oilbiio—2, v FoF
vFuvlibliug—X, A7) | YTFubilk)lu—, XA Z YL
BaRY)~—1LD., 7Y VILGEESF | BaAR)~v—LD, 77 VLK)
FUZA, FYVIALXR=F80, # | bUTAL, RJYALXN—1| 80, &

WAl | v, w2 —)L 6000, B{LF | L. v uT—)L6000. BfbF

sy BRI A

(W TFELEKEK) ¥55v, BiLF
gy, wE= bk vosua—
L4000, 7% ) ILRREEF Y & 4
2FTV VBRIV A, P E
uaLvFyTy, ek

W7 7oy 0D g

WR5eth &7 a 0D §E 15 & 71 0D §E 30
e 1 gerp - 1 e -

AR vV FF =) 15mg VI 75 =)L 30mg
AR, M ra— 2, R~ 72y o L, KERELE Foxs 7
orltiao—Z, bfueFdFy oo —2, vJuxa—2z, X
Lo, BtF2Y, D-v = b=, X4 )ILEIAR)~v—LD, I

. VLR b A, RYIALXR=1b80, 7ZUABEIFIL - X2

Al ABEAFILIAR)Y—, R)AFLVZFLY /LT 2T =T, &
IVBINY)IZFIIL, v adT—-)L6000, E/ZTTYVBEIS) LY U,
WS T bk, S ek, Kk T VEE suZ2RE RV, T AL
T—b (L-7x=AT77=1EM . & 277V VB2 v T L

ERMEEDRE

54 L




5.

. ATBHEROERRVEE

(3) & =
B9

BE RN

s B i

L&

BAT BEREMED & 5 Y

T 29I TN E LD TH 5.

0
H :
N~_ SO-CH,
N—F %o Fik [:ji;]/ ~ |
N e
OCH,CF5
H _ N
N\(SO2 CHy~
2oLk Uk 1'\1 . C]/\J
3
OCH,CF;
H ) N
N\( S-CHy -
ANT 4 VK 1'\1 LA
3
OCH,CF
(ERHHSER, - FIZ2)



6. HENKZERHTICHITIREN

(1) REGRESR
Bxr 7oy 7rv15
(BRATSRAF - B0R. RAFIERE : PTP + NS +H0)

3u .y b

H H 4= ¥ 125H | 2458 | 3645 H | 424 H

HE~bFricm@asrmlzAaeE | . " . .

s Bl DR & 54 1O 5 7 L] At U2 ks U2 ks L 12k x L
AT (%) 100 100.7 99.9 100.5 | 100.3
Bz 7uyh 7L 30*

(R1FEEME - 25C. 60% RH, {R(FERE : PTP + NN +#%5)
21y LY
H OH 4=y 12»H | 2458 | 365 H | 425 8
O I NN < iR R Ol &= READY. L2 iV
EEHEDUHEENI TOEBADORE - . s
s B B EAS 5 4\ 6 0 B 0 At U2 ks U2 bz L 12k L
i 77 7 v LA
FRATH (%) 100 100.0 | 100.0 | 100.0 | 100.0
(RFEEM - 25°C. 60% RH. IRAFHERE © # 5 2R+ HUA) -
H OH 4= ¥ 125H | 2458 | 3645 H | 425 A
X I NN = R R Ol &= READY. L2 Y
EHODHEEN TOEBAOLRE s e "
s Bl B ISR 5 4\ 8 @ 0 B 0 b U2 ks U 12 b U2 ks L
i 77 7 2 LA
FRATH (%) 100 100.0 99.0 99.0 100.0
GRS, - SRR
Bx 7 7ur 0D&E15
(TRAESAME - 25C. 60% RH. HEiT, PRAFERE : PTP + N8 +#5)
61y Y

H OH 4=y 12» H 245 A 36 H

B HEORETHREGDHE RS S | ksl | Zkal | sl
FRATH (%) 100 100.1 98.4 99.3
W 7vay 0D § 30
(PRTFSME - 25°C. 60% RH. WA, RAFIZRE : PTP + NS+ #UF)

62 v bE

H OH 4=y 124 H 24 % A 36 A

B AEORRTHRBEORE RS S | ksl | Zkal | Zsl
AT (%) 100 101.3 99.0 100.1

(BRHS, - fF22RT)



(2)

(3)

IR ER

(RAF41F  40°C. 75% RH. fR{FIERE :

Wx 7 a 0D l5

R T F L VIR FZIEA)

3a .y bR
H H f=v ¥y 1% H 3 H 65 H
B AEOESETHREGORE RS S | 2ts L | BhaLl | ZkaL
TRAFH (%) 100 99.5 99.6 99.1
W%y 7ar 0D §E30 3uy Y
H OH = Sy¥ 1% H 3»H 6 A
B HEOZERTHREEORM SRS S | Bkl | Zbal | BlsL
FRATH (%) 100 100.0 100.4 99.5
(RS, - fF92T)
PTP IREETOREM
(IR1E4M: - 25C. 75% RH. 1RAFEHE : PTP)
Wxr7urhrei15 19 b
H OH = 2% H 4 H 67 H
HEa~bFric@azioza6a | . e "
N omkeaoiiaoms 7oy | ZEEL | EEL | ZfbEL
BRAFHE (%) 100 99.7 100.0 99.8
Wsr7ayh7en30* 10y b
H OH =SSP 2% H 45 A 6 A
HE@a~bFricm@aziozaea | . . "
FRATH (%) 100 100.2 101.0 100.5
(GRS - VB RAEER)
(IRAE4EME - 25°C. 75% RH. BEir. IRAFIZHE - PTP)
W57 7u Y 0D §E15 19y b
H H = 1% H 3 H 65 H
gk FEpen g
o | HRREOREOIEED ] penL | mesl | saL
BRAFH (%) 100 101.2 101.4 100.8
W% 7 v 0D $E 30 19y b
H OH FI=ZESy¥ 1% H 3»H 6 H
~ FHhE TG
o | HHREORECIEED) peaL | mesl | sl
FRAEE (%) 100 99.9 100.0 100.1
(GRS, - fFZET)

KIZDBREITZ1I BT YLDERETH 55, HFIEGRERICE D 350 7 roREHid1

SHTELLFRMTH B ERERIN TS,



(4) wrEssER

1) BEREM (R{FH&MF: 25C. 60% RH. Wit fRAFIREE : M@H 7 2 ()

W% 7uy 0D#15

12y b
H H 1=yl 3» H
b B HEORETHRECDR LR H 5 | Atk L
AT (%) 100 98.8
W» 7o 0D g 30
12y b
H H 4= v 3» H
N Bl HEORFETHREEOH N D S | 2tk
BRATEE (%) 100 100.3

2) RREM (IRAr5M

295C. ¥t /vy 8 1x).

RAFIRRE : v — L (RVEe =) F V8T 4 LA THED))
W 7uy 0D 15
12y k
¥ OH 1=y 120 Jjlxh
N Bl I AEORFEETRMEBOMN S S | Bk L
FRATHR (%) 100 100.6
W57 7o 0D g 30
1a vy b
H H V=P 120 /i1x-h
S Bl | HEORSETHREADH MR D 5 | Atk L
A (%) 100 100.9

. PARERVBHBBEOREN
BN

. feF & DESEE (WIE{EZMZE(L)

BRI L




9. A HE M

Oayrravhrel
HfE - —fGRBR - EHakBREk OS Fugk) 1ok b, [EEsE 15001/50 T, it tEakER <
G HE - —GRBREOVA I ERERSS 11 500mL . SRR TR HE - —i%akBRik
D FREEEABRES 2 W8 900mL 2 H Wi 9,

Osr7ay oD g
HE - —fialBiik - iRk OSFoLsk) sk o, [Wisk 7501/ T, i PElER ¢l
0.1mol/L ¥ 500mL %, &P HL M RAER Tid 5m mol/L SLS % &0 V) o ik 35 7% i 11k
900mL & HW\WTiT9,

(RS - HF5ET)

10. B2 - BE
(1) EEHIFPDELASS - Q. NEIEHELERES -  BEKICEAT 51EH
ML

(2) |
OayrFay s 15
PTPAI%:1004 7L [104 7 1)L (PTP) X10] . 5004 7+ [104 7L (PTP) X50]
INT @R 5000 TR [H 5 2R /N T]
OayrTFay s 30
PTPaI%:1004 7L [104 7 1)L (PTP) X10] . 5004 7+ [104 7L (PTP) X50]
Oz 7ay OoD 15
PTP&3%:1008¢ [108¢ (PTP) X10] . 5008¢ [108& (PTP) X50]
INT @R 2008E [T AF v 2R ML, 3T, HEHERIAD]
Oz 7ay 0D §E 30
PTP@¥:1008% (105 (PTP) X10] . 5008 (108 (PTP) X50] . 7008z [148¢ (PTP) X50]
INT @R 2008E [T AF v 7R ML, 3T, HEHERIAD]

(3) FHEE
eI AN



(4) BROME
SCarrayh T
PTP 4% : PTP ¥ — ., N, K5
N T AR e T A, SEF v v 7L G
Ogr7ay 0D §E
PTP 4% : PTP ¥ — . N, K5
N TR TR L VR, AL R e R o 7L HUE

1. FIRRHS NI EME
LN

12. 2 O ftb

B9



V. A#EICEIT BIRE

1.

2.

RhEER (3 RHR

RHEER IR R ICEHET 5EE

(H7 &IV 15 RV OD §& 15)

OBEE. +t—Hm&aE. WMEEER. TRERER. Zollinger-Ellison FERHE. JFV'5S
AMBREYRIE. KAE7AEU D RSEICHE T2 BEEXS T 2EBEEOHERED
#l. JEX 704 FHERRERRSEICH (T2 5EEXIE+ZEBEEEOBRINE

OTFRICHTBIAUINY 42— - EOVDOREDHEY
BiEE. TR EE. B MALT U > /\jE, &Ml MURdE. PHEEICHT S
NIREREERT. NVaNnNs 42— - EOUREEX

(7 IV 30 KRV OD #& 30

OB EE. T-EBEE. MEHEE. URMEREX. Zollinger-Ellison FEMEE

OTFRICHTBIAUINY 42— - EOVDOBREDHEY
BiEE. TR EE. B MALT U 2 /\jE, sEMil/ MBI E. PHEEICHT S
NIREREERT. NVaNns 44— - EOUREEX

5. WHEERISHRICEEET 2xE

(BERE7RAEY U #H#EBICH T 2B EBEX TR ESODBENFIOEHE)

5.1 [Mife - ZROEEMEIO72DIKHED T 2 € ) ¥ ik 5 L T b BE & %5
MEL L, PERGICEEL Q. HES X3+ B0t 4+l 45 Z &,

GEX70O4 FMERRERRESEFICH T2 BEEXE T 2EHBEEOBERNFOSEE)

5.2 B v~ F. BEUBEEIESICE T 2 EEEHEEDZDICIEZ T a4 FETIRE
e RIS L T 2 BF 2GR E L, BEHRBICERL T, BEE X
+ RS OB E Al 5 Z &

ANy 44— EOYOBREDHBINDES)

5.3 ETIAY MALT V) Y SEEICH$ 2 A a2y 2 — - ¥a ) BREREOA L 6E
VLTV,

5.4 GIEMEMVIMRRAIEIZR L Tk, 4 P4 VEEBL, ANY)anNr 44— - Yo
V) BREEGHR A E Y] &Rl & B REBNC O ABRERE A 175 2 &,

5.5 FHIEMEICKT 2 NHEMREREZELSMNIE. ~NY sy 4 — - v u ) BREREIC
& 2 BIEOFIEINHN WS 2 BREIIRE L T,

5.6 NIy g — - oY ERPEERICHOWBEIZE, N any g — - va ) BT
ThHbHZERUCNHBEREICLDANY) TN 24— - Ea ) BYPHRTH 5 Z L &7
A AR R




PR
1) B MALT V) >/l

O~V ans g — - o) BEEEDELE 42 5 MALT V) > 7 SHEIZRIGHT (Lugano [FIFEZ 53 FHOD stage
I8 LI, JFERTT, EIFEINIZH B3N T30 8 — - 0 BREEEDEEIZHE Y XA T
FHA,

@Y ANy & — - 0 BRETGERPIIDHE XN T 5B Z &0, BRERIEIC & 5 R O BRIz o
WCIFHIEDSANHRE TS B 728, NV I & — - E0 ) BRIEERE & BB & oM 70, S8
W U ) Ze B AITEIRF 4T > TS 22 &,

ORI S N 5 R5 % 5 & I EHXAIZTIES 2 &,

2) RYEVEIIMREADSE (ITP)

D ITP DIEWIZ & 7= > Tk, JEEIHHE BB VESRBORIIZEHE MRS R e S IZ B9 3 F950F  [ITP
BIRDBIAG A F | AERBERIZ LB [RAFERBMEM MR PSSR EH O SR 4 K 2019 KGTH ] 7
FIBHS &,

@FEFZHA FF4 2Tl FXTDOANY N 2 — - 0 ) [GYERIREIGE & D F925, HIAERS L,
& 5 VVEBOERIMINL D fEIk 23 B 2 B 41%. BRHEOREIEEEhE . Fz MMRE 1 T wl BUF &
7 MER D FTE 5 A, R 704 FEECRIES 0 T ) 2 KREREL & ClilMREE B & 8Ty
bEfEEhF T, BREFLEDRIER (HEAIEIR, WS, BE, —BEOMMERD % E) 1IZFER L.
BERIEFITI CEPEEF LN E TR THETS,

ORI S N 4R % 5 & I EHXAIZTIELS 2 &,

3. HEARUHAE
(1) RERUHEOREH
(Bi&%. +=HEBEaE. WAERES. Zollinger-Ellison FE&EE)
MWL RAIZIET VY 75— LT 1 30mg 2 1 H 1 EREO%S$ %, &k, @, HiE5.
W& ER IS Tl 8 M % T, + IS T 6 MM TG LT 5,
(FERERER)
HHEL, RANIZIET Y 5= LT1H30mg 21 H1BEROKRS 5, ok, @
SHM E ToHRE LT 5,
51T, X - FHRA RO B M R R OMEREAIC BV TE, 18 15mg 2 1 H 11
BRIOPES4 22, IRA+HSO5AE. 1 H 110 30mg #0555 28 TE 3,
FEP S AMBRESERAE (H7 I 15 R OD§E 15 DH))
HHEL, RANIZIET Y 5= L1 15mg 21 H 1MERORS 35, &k, @
4 M E o5 LT 5,
(BRE7ZAEU U ER5ICH T2 FEBEXIE+TEREEOBERNG (Hh7w/L15 RV
OD & 15 D#))
W, RN vy 75— LT 1A 15mg & 1 H 1 RS 5,
GEATO4 FMHERXERERERICH T ZHEEX T HEHREEOBENS (A7 15
RO OD & 15DH))
WL, AT vy 75— LT 1A 15mg & 1 H 1 RS 5,
(ANyanyga— - ol oREO#HE)
WH, RN 7YY 75— e LTl 30mg. 7EFT V) VARMPE LT IH
750mg (JIfi) X2 5 ) 2~ 4 ¥ v & LT 18 200mg (JI) @ 3 Al FEEHZ 1 H 2 [,
7 AR S54 5,
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(10732 ) . A-TL ¥ 40.0% (14/355l) .B-1 B 36.4% (12/33 f5i) .B-T #F 34.2% (13/38
i) THEOHEMZAEORBELE L & 2dAdA SN ar» 720, + iEIHEE Tl
A-TH#273% (9/33%1). A-TI#E27.6% (8/29). B-1#£38.7% (12/31#i). B-1I
B 46.4% (13728 f5l) THIREDEENMNZAENFEBIE BN 72,
DI DR, & A# %O AMPC2 &l 14 HRBIOHHBEO R, Bl ik, A#HIUT
AMPC O BRI E > CREHED LA UMM 6 hzh, + s
1S 2 s FHEAHBIME R A & e p 5 72, OV

)
)
)
)

BAU Ny 42— - EOVREE

NEY 3 BREE = (BRESBIE AR GIE) %
ARE (KRAILH1MEIEES) BEf (KRAI1H2M0#5,)
PSP A- 17 A-T B B-1# B- I #
ERiE] 40.0(8/20) 50.0(12/24) 68.4(13/19) 72.0(18/25)
+ s | 30.4(7/23) 57.9(11/19) 57.1(12/21) 44.4( 8/18)

A &, 2 4 MITHARANY 28 2 -2 AR R ERE 1998, 73




Ay L7 — EERERTAY a4 — - ¥a ) B H 5 151 6l & O IEESS 166
Bl x5z, AKl30mg X 2 Bl/H RV T7EFT VY VARY (AMPC) 750mg (JIfffi) X
20m/H (AR . AAl30mg X 2 [H/H KO AMPC 1,000mg (JJffi) x 2[E/H (BE) #%
14 HEREOHS- L. 2 0%. HIHES TIEAAl 30mg X 1 [BlI/H % 6 M. + 5 <
34 EMRS- L. Bl ARG L2,

ZORER N anNs g — - va ) RERIEHEG TAR76.9%. B 74.0%. + 45
W95 Tk A B 59.3% . BH#F 60.7% & WAREE CHEZEIIRAD b hh -7z (CE) .
9 fth B A6 11 T R O B R M A S 0 & B8 22 B O R B3R 13 B 05 © A T 26.4 %
(19/72 f5l) . B #F 30.8% (24/78 f5il) . + —FaMailds <X A BF29.5% (23/78 f5l) . B #f
37.6% (32/85%1) T AMPC OHEDZWHF BH) TEWERAA S N7z, IHHREE
MCTHEREETRD bhash -7 (CRE) .

DL bR » 6. KAl KO AMPC 2 Al 14 H [ 0f FH 12 51 5 AMPC Ol &1
7HMgUﬁWXZEVH&L%%gCWWX2EVBT€%@\ﬁ%ﬁ~%®&D;&#
Mg X7z,

BAY Ny 42— - EOVREE

sy giid BRI 2 (B 91 85/ A s PR FR D) %
x5 ABE[AMPC750mg (J1fifi) $¢ 51 | B#[AMPC1,000mg (J1fiff) ¢ 5-]
ERlE 76.9(40/52) 74.0(37/50)
+ RS 59.3(35/59) 60.7 (34/56)

CRGRIRFEDRE - 2000 -9 H)

SAEITIT b BRI (7)) v Y v o7 —4)]
+ HRIRES O3 1 ARRIAIC BRSO A A L, Y L 7 — YRR O
FRMRAETANY) anNs g2 — - v ) BHEORE 36 HE IR, Ty TTT—0
(LPZ). 7EF > ¥ ) AR (AMPC) kU275 Z2u~v4 vy (CAM) # 14 HIH
RIS, A RO RN AL 72,
3AIDFHIEE (I#) : LPZ 30mg X 2 [\l/H., AMPC 1,000mg (Jiffi) X 2 [ml/H KU
CAM 500mg (JJfili) X 2 [/ H

AlGFREE (I — 1#F) : LPZ 30mg X 2 [0/ H KU CAM 500mg (JJfii) X 2 [ul/H

AlGFREE (I — 2 #F) : LPZ 30mg X 2 [0/ H KU CAM 500mg (JJfii) X 3 [ul/H

AlfFREE (I — 38F) : LPZ 30mg X 2 [ul/H K% U AMPC 1,000mg (JJfffi) X 2 [0/ H
2 AlfEHAEE (0 — 4 %) : LPZ 30mg X 2 [0l/H &0 AMPC 1,000mg (JJffi) X 3 [al/H

B 58 (A : LPZ 30mg X 3 [Ml/H
ZORR, N) Ny g — - Cu ) BRERE 3 FIFHEEL 2 AT B 5EEONEI
AREENRD SN, 3 IR TR & RFESE 2 - 72,
kB Al & DO RERBIFR D EE T & e WA F R R ORBHIT 3 AlfFHEE (1 #F) 23.4% (15/64
Bil). 2 FPF HBETIXI-18£22.7% (15/66 f). -2 #F33.3% (22/66 ). I-3



16.7% (11/66 f4l) . -4 #f 26.2% (17/65 f5l) . ¥ 58 (ITHF) 13.0% (9/69 f5l) T.
AEHRQL LI M, WERERL 572,
DL EOBREEH 6. 3 KPR IEAY a2 4 — - Yu Y REICRI AL Z LNz, @

BAY Ny 42— - EOVREE

TR R = (BRABIE AR D %
3AI B 27 B I Hip P 51
X5 I B I-17% I -27¥ I -3%# 11 -47¥ I #
MG 936 (44/47)% | 57.1(28/49) | 75.0(36/48) | 53.1(26/49) |765(39/50%** | 1.9(1/53) **

% p=0.006 (vs.2FIPFHARE) . kx:p=0.001 (vs.2FIPFFHARE) . kxk:p=0.01 (vs. I -3%F)
Cochran-Mantel-Haenszel B &
Schwartz H., et al. : Am. J. Gastroenterol. 1998, 93 : 584

BHE T b 2 BRI (T v Vv o7 —4)]

+ RS S 3E K 1 ELINIC RS OME A A L, il L 7 — EEkER & U
feERRAETNY Iy & — - ¥a ) GEEE 157 FlE RIS, (TEFS D) VKR
(AMPC) 1,000mg (Jiffi) X 2[B/H K7 7)) 2u<4 > > (CAM) 500mg X 2 [A/H (2
HIDFHED ). (5 vV 75 =)L 30mg X 2 [Bl/H. AMPC 1,000mg (JJfii) X 2 [6l/H %O
CAM 500mg (JJfifi) X 2 [ml/H (3 AIGFHRE)) % 14 HRREO# 5 L. 2 AlIGFHBE L 3
Al OF FHBE DB R K O &M% BEt L 7z,

ZOFER, ANV ans g — - Ea ) RERIL2 AT E 3AITFHBETHREZENRD S
N7z, BRIEA e ORREBROBTE TEAWVWAEFERERE L UIHREEE RO FHRENA S
M. 3HIBFHEEL D 2 BIPHHEECE A 5 72,

PLEOKERY S, 3HIPFHEEIEZAY 230 2 — - YO VRFEICH LEE»r DA EE A
57z,

BAUaNy 42— - EOQVREE

TERETE BB 2 (B K/ A R R %
5 2AIOF R 3AEIDF FEE
R =] 7hice) 2 73.5(50/68) 87.7(57/65)*

*:p<0.05 (vs.2/IHFH#EE) . Cochran-Mantel-Haenszel i &
(KGRIFE R : 2000 4F-9 H)



HETI b 2R (7)) v Y v o TF—4)]

+ RS O AR IS O A A L. Y L 7 — ke K O
FFRAETAY anNs 24— - ¥a ) GRS 284 il 2RI, 7Y 77U =)L 30mg
x2m/H, 7EFT Y VAP 1,000mg (Jiffi) X 2[B/HER G2 7)) 20v4 2y
500mg (JJfili) X 2 [Hl/H % 10 HE (10 H¥E54F) i3 14 HRE (14 HESH) A£O85- L
BRI R O R A A MG L 72,

ZOMR, N) Iy & —- ) RERISMEFEICAEREZITED 5k 572 (Cochran-
Mantel-Haenszel #5E) . akBRSEAl & ORIRBEAROBE TE L WVAERFROFKHEIZ 10 H
Pe58F 37.8% (56/148 f5il) . 14 HH%5-%F 33.8% (46/136 fiil) <. AHFR L L TiE M
K OMRTEBIGESE 2 A B iz,

P Eosk#E» 5. 3FIPEEEZANY) a1y 24— - ¥ Y RREIZESTH V) 7=, &5
JHRE 10 B 5T 14 HEEG- L RROBEIRzHIFcE 3 L H 16 hiz, °

BAU Ny 42— - EOVREE

TR BRI = (B K/ A SRR 18D %
w5 10 H #&5#f 14 H ¥ 58
+ s 83.7(103/123) 85.0(96/113)

Fennerty M.B., et al. : Arch.Intern.Med. 1998, 158 : 1651

SHETIF bR ERREERE () vV v o7 —4)]

Mol L 7 — Yk B ORI IRAE TA Y a3y 2 — - ¥ u ) Btk -+ —iaas 3
HRHEE 496 filx M5z, (5v V7 IV —n (LPZ) 30mg X 2M/H, 7EFL ) v
AR (AMPC) 1,000mg (Jiffi) X 2 ml/HKO'2 5 ) Z2a~v4 ¥ (CAM) 250mg (]
fifi) X 2 /0 (LAC#)]. [LPZ 30mg X 2 [ml/H. AMPC 1,000mg (Jiffi) X 2 [al/H %
Ux ba=x#—)L (MNZ) 400mg X 2 [8l/H (LAM ). (LPZ 30mg X 2 [6/H. CAM
250mg (JIfffi) X 2 [Al/H &% U MNZ 400mg X 2 [Bl/H (LCMEH) ). (277 =)L 20mg
X 2 [0/H. AMPC 1,000mg (Jiffi) 0¥ MNZ 400mg X 2 [6l/H (OAM#f)]) % 7 HF
BOPEE- U, At R OR et & BEt L7z,

ZOME, AN ANy a2 — - ¥u ) BREFRIZ LAC . LCM T LAM BN LAREED
R 6N (p<0.001, P RE), F72. MNZ OEZPER T3 LAM #. LCM B K& O°
OAMBED AN Y a3 & — - ¥ u ) BREFEHRIZ. MNZ ittt (MIC = 8ug/mL) BEIZHANRT
BT D@, 572, AHERE LTI TR, 0L OCHREEISESE S A SN0, %
NZNOBEHRE THEZIRD NG 572 (CRE).

P EDOBGEA” 6. AMPC, LPZ K U°CAM @ 7 HiE 3 AIOFHIREIZAEH & & 2 5 =i,
MNZ &ZPED~) a3z 2 — - Ea ) iZxd L CTIE MNZ 2 &t 7 O 3 AIptHEE e A
HeBZZohiz,



BAY Ny 42— - EOVREE

MY 9its BRI (BRI 8/ A b M ER FH B %

5 LACHf LAME LCM# OAM#t
Eenalil 90.4(103/114) | 73.5(83/113) | 90.8(99/109) | 83.2(89/107)
MNZifi M 92.3(36/39) | 46.2(18/39) | 76.0(19/25) | 67.9(19/28)
MNZ&ZE  |88.5(54/61) | 90.5(57/63) | 94.5(69/73) | 93.8(60/64)

Misiewics J. J., et al. : Gut 1997, 41 : 735
W AHIOKTRRE - V. 3. (1) 0B
OT7AMRITARESZ—, PEXI DU DKIPRG IS 2071 CHAICES
BREAEARIIDHE OREAE CUHE)
FubhvEREY T4 v s — (5vVTFU = (LPZ) XA AT5U—)), 7T+
) VK (AMPC) KUY 5 ) Z2u~v4 vy (CAM) % 1HEHBEO#S L TAY
a3 4 — - ¥a ) BREICRBL 22755 53 il % xR I2 LPZ 30mg X 2[M/H., AMPC
750mg (JIfii) X 2 ml/H KA ba=%>Y'—)L (MNZ) 250mg X 2 [al/H % 7 H B0
5 LT, AMERORENEEZR L7z, ZOME, AV anra— - o) REEZ
96.2% (51753 %) TH . Rl T NEAFHRERED LN Ar 57,
DL EOR#ED &5 LPZ.AMPC XU MNZ O 3 AIfEEIE. 7a v Ry 74 ve e g —,
AMPC KU CAM3 FIfit I & BRI GEHEE 2 bhiz, ©
Shimoyama T., et al. : J.Gastroterol. 2004, 39 : 927

v 75— (LPZ). 7E&FY ¥ ) VAN (AMPC) KU'Z ) 2u~vA Vv
(CAM) % 1ERROFEE- LTAY Iy 2 —- ¥ ) REICRI L 72835 87 4 151,
[LPZ 30mg X 2 [al/H, AMPC 750mg (JJfii) X 2 [al/H. CAM 200mg (JJfifi) X 2 [al/H
(LAC#H)]. [LPZ 30mg X 2 ml/H. AMPC 750mg (Jifffi) X 2 [l/H KX b w =4 —
)L (MNZ) 250mg X 2[al/H (LAM#)] % 1#EB#EOHS LT, GO E2MEL 72, %
OFER, ANV anr 2 — - ¥a ) BEFEIE LAM #5 LAC BRI HANEGRISE L - 72,
Pl koA, & LPZ, AMPC KUY MNZ @ 3 #If k3. LPZ., AMPC, CAM O 3
AP & 2 BRBERBBICAEI & B 2 bhiz, ©

BNUany 42— - EOYKRESE

Ba i = (B 191 85/ A = MR T 151580 %
LACHE LAMt
33.3(6/18) 98.4(63/64) *

%*:p<<0.001 (vs. LACHf) . Fisher's exact test

i
(1) DEHZM

I8 : Frontiers Gastroenterol. 2004, 9 : 264
R ABIOAGEHE - HEIZV. 3.



(4)

IREERYEABR
B RhEAREEER
OREE. THEBEE. WEMES. YRMEREER. Zollinger - Ellison fEfREF

1)

HHS 352 ol + 8IS 256 19 & /5 S. AAl 1 6] 7.5mg X1 15mg # 1 H 1
O] RSEE i 2 55 i 8 . - HRIEEE T 6 BRI S L. Hy, AR
Al R & U C R R A RE L 72,
Z ORER, AN E IS & BRI, TS5 T 7.5mg # 76.1%. 15mg #f
75.0% T 2 BRNCARE SR o hh o7 8 BE) . + 8IS Tid 7.5me #F
67.1%. 15mg #f 80.0% T 15mg B THEIZIRIRI G2 572 (p=0.05. x* BE) .
9 1t B B IR T B OF B PR B 2 S 0% 7 B 72 B FH 0D S8 B 13 84955 C 7.5mg TF
13.9%. 15mg #¥5.4%. + " f8IHEE T3 7.5mg £ 11.5%. 15mg#F9.9% TH - 7=,
P EORHES & |+ —4BIHES Tl 156me/ HE% 55 7.5me/ H%5- & 0 BH T3 28,
B TIZEE AV O L lrxhrz,

PIARE, il : BRI 1991, 21 : 743

HVES 149 . MRS 163 Bl & bR, AAI L I8l 30mg & 1 H 1 [nlsAfr# X
IR H S T 8L - RIS CId 6 IR ITIEG UL H, ARSI
Al & HSE L U C RS - HEABRGHL 72,
Z DOREER, BARNRSHE IS & AR EIL, 5 T 30mg WIRE 89%. 30mg 7EHE
94 % .+ —aIES Tl 30mg HIEE 91%. 30mg TEHE 96% Td - 7z, AR AL A
0| LA X N AERNE E S T 30mg FHEE 2 il 30mg 7RBE 2 .+
9% CiE 30mg WIHE 1 (51, 30mg 7 HF 2 il T, RBHEZ 1223 A 6N, HEELRIEM
LALNEI 5T,
DL EORAED B AAFNE 30mg/ H 5T HES KO-+ s L. ARME%E
AF2Z LR Eh, 7, SIEKES LB G CIIAERAMEICERAL N
Motz

PIAKRES, s BRARACA 1991, 21 : 975

B 148 (i, + —45WEd5 153 il & x5S, AAl 1 18] 30mg X1 60mg % 1 H 1
[l A % A HUE AT B 95 T3 8 MM, + 48WES Tk 6 MR 5 L. 2
W - HEZ#METL 72,

ZORER, RASNESHEIC K 5 EIZ, HIEE T 30mg 1 81%. 30mg 1&H
84%. 60mg ¥ 85%. 60mg 7ZHf 73%. + 8% Tl 30mg ¥ 94% . 30mg
1ZHF 86% . 60mg FHHE 92% . 60mg A 92% CHES. + 485 & & SRR
BRZEIEDONE» 572 (Tukey DL EIKE) , EREEEN [MEHD | 5T
fili & A1 7= S 513 ' VE 5 T 30mg A 1 9, 30mg & HF 2 15, 60mg #A%E 0 {4, 60mg
HRES Bl + 4815 % T 30mg ¥AHE 1 il 30mg & #F 2 {5, 60mg FAHF 1 il
60mg #EHF 1 T, HIEMEOFREBUHE T3 AL N ah 5 72,

P EopG#E» 5, AAlZ 30mg/ HE5-& 60mg/ H 5T HEE & O+ i8hEE 12



MU AHMEIZEEAS NS, 2, IR, MEIRSOVWTFhIZEnTE
HOVEESIRB A 6hb8DLEZ 6hiz, ¥
PIARBR, fi: R 1991, 21 : 995

T “HERESSREBIE FLD L 50 TH %,

AR | KR P - P2 540 ki
\ Hy 245k |4 7 70 : 30mg - 4181 A 5 B B R 1 A
57 o % S
i H 2B - HHE 1991, 21:327
a2y Ty 30mg - IR A% S B U< R 1 A
g 2 - Gl
RIS HZ B - BHE 1991, 21:613

OWHMEBERICE T BT

U5 AEISRIOWFRMERE R T, H, ZEREDAIOWEH R TOERE 2 » ARIZD
72017 > THEREE (ABOWHENRY bhany) OBERUEMED H, ZEK
PRG-I /38 - PR (B RNESENICHERR S h 7 (AEEAT5) B
IZAAH] 1 30mg & 1 H 1 Mgies §EMREORE L, BE (HEDWE) »Hdo
ENIIERIZ R E U 72ARK 10 30mg 2 1 H 1 [RIFARH% 8 MRS L 72D
INBBRAE T 77.3% (75/97 i) TH o7z, ™

MERpEEIE, A1 M 16mg X3 30mg 2 1 H 1 MIHERIC 24 SARBRO#ESE L. H,
SZRRREDUA & WISk & LA M 2 RE L 72,

Z ORER, MRS T (24 81%%) ORPFEFIE, 15mg #F 30.4% (7/23 f5l) . 30mg
B 13.6% (3/22%) CTHiFMICARZEGRDONAE»r 572 P RE). 2. Mk
BEEWIR I A 5 7= MR EIE R, 15mg BE 2 6] (7.7%) . 30mg Bf 2 4l (8.0%)
I B FHROMESE R AL N, BRI L 15mg B 2 61 (7.7%).
30mg BE7 B (28.0%) (CEHIMEREGRD. AL-P RSN AL N, KBEBERAEE
TEAWEEFERIZK 2 HIEHNIE 30mg BT 2 6 (TR K OFERERE) A
SN, TSI HIEZNER D 2 VIR GRTEICIK T L 72,

LI EDRER 5. AHl 15mg/ H KU 30mg/ H D513, Witk s ki x4 2 24
Wik cd s Bz 6Nz,

SRR, AR 1999, 29 : 805
B, BRAREAE 1999, 29 : 959

=il

AEIAT — 4 )

WM REEAREICT VY 75— 30mg/H x5 =F ¥ VIE#EIE 300mg/ H %
S MRS L, WSRO & W ER 2 xR & L7,

MEFRRIEIEZ, 7V 77U — )L 15mg/H. 30mg/H X377 ¥R % 1 ERREOF S
L. AHMEE#BEL 72,



ZOFER, FHE AT TH > 72 170 Fl D 1 4F % D IEFHFE R IE. 15mg B 79 %.
30mg BE90%. T AEE24% T, VI T IV —AEE5EHE TS L ARBEORMIC
HRZENRD 57z (p<0.001. Cochran-Mantel-Haenszel #8%E), L2 L. TV
V5 = LRI A BEEILRD S h - 72 (Cochran-Mantel-Haenszel £
E). Floo WWRICK D EEA SN AMENEIERIX. 7V 77— LE5H
ThH GBI, 77 e AREETHEM 2H) FhAAS NI, BEAREMZ. 7Y
T = NG TIEA 2 ) VEO ERBAAS N, MiEH A ) VfEiR. T
VIT =51 5 %ISR 55% ORERIT RS L2, ZO®%ELC L NI E
MERE L. $eE4%T 1 » HRICEABRATIEI (K T U 72,
P log#En»r s, 775U =) 15mg/H KU 30mg/ H D513, & & I2Wik
MERBEROMFREICAER T 2 L E L b7z, ™

Robinson M..et al. : Ann.Intern.Med. 1996, 124 : 859

BEIAT — 5]
WFMERE R T, Hy ZAEREEPANC & 26% (5 =F Y VIERRIE 300me/ H X3 Z
TSN T 5 Hy AR DAIO#RS) % 3 » AT - T & NS R CiRiEn:d
o NEVEE (Hy ZEWRESEHANKRYH) 1252 v 75U =)L 30mg/H (60mg/
HANOBEGIH D) X7 =F Y VIE#IE 300mg/H % 86 (8 HM DL TH
JORD oML 25T VY 75 =YD » 2 T 612 8 JERM) 5L .
B EED & NI EFl A R & L 7z,
MERRERAIZ, 7Y 77— 16mg/H, 30mg/HXIZ 7' 7 ¥R % 1 FERFREOHES
L. FHMEEBREL 7,
ZOFER, FHli A TR TH > 72 146 Bl 1 HF % D IEFFH L, 15me B 67 %.
30mg #E55%. 77X RBELI3% T, TV VT I —LEERE T T ¥ RAFEOMIC
BRZENRD 5N (p<0.001. Cochran-Mantel-Haenszel %), L2 L. TV
V75 = )L AE RIS 5k 5 72 (Cochran-Mantel-Haenszel #
E)e Eie, WHIZK B EEZ SN AMMENEERIZ. Vv 77— LiERf
TS5 HNCEER. 2 BN TR, 77 L REET 2 NS FHIAA S R,
BRRMANE, 7 vV 77— VR BRECIE S 2 ) VEDO ERBA SN,
MEH A ) MEE 7T 7= MEEHTIET 7 R D 1L.5~25Th -
7o Hd, WM MERR A O TS T IEHFHNTH D, HB5&T 1 5 A%IC
FRERRIIE AR N L 7=,
P EoB#E» 6. 7Y 75 =)L 16mg/H KU 30mg/ H O 513, H, Z AR
PUAHEHIE SR B R OMFRERAICHA T 2 L E A 6N, P

Sontag S.J.et al. : Am.J.Gastroenterol. 1996, 91 : 1758

W AAOKRRHE - ARV, 3. (1) OEBM



OV S AME BEWRIE
ERFEIHEEAR (CEFHHER)
VS AMEE YRR AR (P53 M 1EMIC 2 HEL Lo#E T
Mg ##ED R L, ZD%, HIMAIZR~$ 2 1 EBOBISBIRICHE T 2 HY
OB TR0 A R REE) 220 Bl & M RIZ. KAl 15mg/H. 30mg/ H X
FovAR%E 1 H 1 RFARKICRORLSE LT, W OmER H o #EIA % 3 EEHb
BHEIC U2z EHEMRIREER & F2hE L 72,
Z ORER. W= o ORI H B odlE (b)) &, 5% 4 8B TiE. 15mg
BE67.9%. 30mg BE53.6%. 75 ¥ RAEF42.9% T, 8HM TiX. 15mg £ 76.8 %.
30mg # 66.7%. 77 X AREL36% THD., WINEAKAFLGHE L 77 ¥ AREOM
IZHEZE (4% p=0.0037. 8% p=0.0034. F il Shirley-Williams ¥ 7&) #
RDENT=H, 15mgHEL 30mg FHEOMIZIIEREETALNEL -2, 72, &Y
AT L 2450, ThEEm . IEE. Z2AANL=THR 0 DO) 22 D TEHT
5 BE TR Mg oMK H B O#EIG (b)) 3. £ 5% 48/ Tl
15mg B 71.4%. 30mg B 71.4%. 75 ¥ ARE375% TH 0. L) 22 Dxnig
13, 15mg B 37.5%. 30mg £ 32.1%. 77 L ARBE464% TH 72, K. BRIE
WReEE (Kaplan-Meier ) &, VA2 & —D2OTEEHTREBE T, KARSHT
P55 W0 5 o 7z, IR E ORRBEROEE T & sV EMENEIER L, 7
7 2 AREE L HBIT IHILY, 15mg B 1 BICHERG - T - a2, 30mg B 5 il T RIS
WENAL N, BB E ORRBEROEE TE 2 VEKREMRT LT 7 2R
1. 15mg %5 fil. 30mg #F 5 iz A 5 h iz,
PLEOAER? 5. AH 15mg/ HO 4 8513, IEV S AME REWIERE ICH
HEEZ LN,

BRBEER%ESE (Kaplan-Meier i%)

EVX7EE URIVEAFH 1ELLE BURVEH: UXIRFH O

(L [ 7 702 15mg8 (n=49) (S - &/ 7’02 15mg¥ (n=20)
80 | —— #4710 >30mg## (n=59) 80, —— %4 70>30mg# (n=18)
70I ----------------- 75 B (n=48) 70I ------------------ 75 KB (n=24)
2 GOI : % GOI
R e R
'O ! ' %0
iE E 40
xR | ® |
& & 30
& I £ ol
: 10
[f. ol
L L
[ [ I I [ I I I I I [ I I [ [ I I I
01234506738 @B 01234506738 @B

AEE (AREI1BE£0& LTEED

ABEE (ARIIBE£0& LTEED

S4702 15mghf vs. 77tRE# (logrank#%E:p=0.0046)
#2470 30mgEf vs. TotREE (logrank#&7E:p=0.0076)
2470 30mghf vs. 2470 15mgk# (logranki&E:p=0.9157)
AEAEEAAREL/-5E DIRTE

#470> 15mgkf vs. 75wREE (logrank#&E:p=0.0014)
2470y 30mgEf vs. TItRE#E (logrank#&E:p=0.0089)
#4702 30mg¥ vs. #7702 15mg8¥ (logranki&TE:p=0.6165)

270> 15mgsf vs. 75tREE (logrank#& T p=0.9396)
24702 30mgEf vs. 75 tARE (logranki& % p=0.7809)
#4702 30mg8k vs. #4702 15mg8# (logrankif i p=0.8722)

g4 70 15mg8¥ vs. 77 1RE (logranki& € :p=0.9818)
270> 30mgEf vs. 75tREE (logrank#& T :p=0.9933)
2470 30mghf vs. #2770 15mg¥ (logrankiRE:p=0.9738)

(KRR : 2006 4F- 6 H)



OBART7AEY U#HR5BICE T 2 BiEBERIE T EEEEOBFHRINE™
ERFEIARRR (CEERER) RURBMRERSHR
KHET 2 ) v (1 H81~324mg) DORMKS 2 0¥ L L, »DHE d+ =
TR OB 263 2 B E 2R L UARARE (1 H 10 15mg FO1#%5,)
EXHHRE . O “HE MBI REABR O SR, PRI 351 % Kaplan-Meier i
Z XD HEE U 7GR B AG 361 H RF i 0D H VS XAE - HRIERES O B E R, A
AIBE9.5% (95% (5K : 0.00~23.96) . *JHARE 57.7% (95 % {5 MK [ : 29.33~
85.98) TdH U KHAREIS K % /v — R Hid 0.0793 (95 % fSHEHIX [ :0.0239~0.2631)
(logrank BR 7€ : p<0.00001) TdH - 7=, F 772, BAXENKEIZ T 5 Kaplan-Meier
HIZ & OHEE U 7R RA 361 H I rs oD 5 S T IBIG S O BB AE R X
AANRE3.7% (95% SHRAXH : 0.69~6.65) . XIHARE 31.7% (95 % S HAX[H - 23.86~
39.57) TdH O BRI v — R Hid 0.0989 (95 % fSHEHIX [ 0.0425~0.2300)
(logrank #27E : p<0.0001) T&H -7z,
KIRBIRAHRETERWEHFERIIAFET115% (267226 ) i@ 5h. T
Y DIIEMT D - 72,
DI EDRksEA» 5, AAlD 10 15mg, 1 H 1 EE5E, (KR 7 2 Y ORE#RS
HMFICR T 2 HiES X+ IS oM BARIcEH & B 2 bhi,

BEEEX I+ B EEORBRESNBRURBERER (Kaplan-Meier %)

e HIRE (0=226) XIHARE (n=234)
5 H
NE0D | BARE | e
(H) | (%) | (%)

R REHT | R S| BRYE
FIE | B0 | Bl | FEhEE | ek
Bk | % |(at risk) ®| (%) | (%)

R RRET| HR
O | B0 | il
Bl | ik |(at risk) ®

95 % f= HHIX [A]
(%)

95 % S FHIX [H]
(%)

0 0.0 |0.00| 0.00~0.00 0 213 0.0 |0.00| 0.00~0.00 0 0 227

29 183 15.2 | 2.56 | 10.17~20.22 | 30 42 158

91 1.5 |0.86| 0.00~3.20
181 2.1 | 1.03| 0.06~4.08

0

3

4 68 141 24.0 |3.16 | 17.84~30.21 | 45 71 111
271 3.7 |1.52| 0.69~6.65 6 122 85 29.7 |3.59|22.68~36.74| 52 | 113 62

6

6

6

361 3.7 | 1.52| 0.69~6.65 179 28 31.7 | 4.01|23.86~39.57 | 53 | 160 14
451 3.7 |1.52| 0.69~6.65 201 6 31.7 | 4.01 | 23.86~39.57 | 53 | 173 1
207 0 31.7 | 4.01|23.86~39.57 | 53 | 174 0

541 3.7 |1.52| 0.69~6.65

MUFHORH & T, B 3+ HEEEoFE] i [iT500 | 28 Bk oRE R, =720, K
KO RER] 055, [FIEILG HLAREIC 1 8 S NEEMAE DI 2 W HEE ] X3 [EERTBR AR E
5 X3+ 4B O FIED b - 72 Z & P RGHR ISP B R B 2T & - THER S =98 | 133t e
L7z,



WS @I IC B (15 Kaplan-Meier ;& IC L2 BBEXIIT B EEDRBERESR

(%)

100
| — AEB - KRR
90 |
80 |
70 |
R 60
& |
# 50
£ |
= 40 |
30 [ e
| r
—
20 | o
10 {
o et
T w w w w w w
0 91 181 271 361 451 541 (H)
AFIE (n=213) (n=183) (n=141) (n=85) (n=28) (n=6)
SRR (n=227) (n=158) (n=111) (n=62) (n=14) (n=1)
MELLFA B » 5 OEARE

F7z, LElABR AR T L2 BB ICAH 15mg 2 1 H 1 0] 24 Bk 5- L * 2,
LA E FEEHIEE . AR & BIREHIEE H (2 U 7= RN G-l & F2hE U 7=,
AFRBRDAER, AAFEO RRFERER (Kaplan-Meier ) (&, EHRABOLERIZPE -
7o BRRRERD LRI A LN 572,

Bk, ARAWKGHE B X OARFHAEEGHE? OV G RRBR O GHIR 257 7
BRIEILRED 6 N b o 7,

KA ORISR E TE L WEHEFRIT16.2% (55/339%1) ThHh., x5
DIEEM 4.1% (147339 f5l) KO TH#i 3.2% (11/339f5) Td - 7=,

P EOR#ED? 6, A&lD 110 16mg, 1 H 1 BIE5IZEBESIZ BT RENN
o, (KHET 28 Y ORMEGEEICE T 2 BEE 3+ BEaEs o
BRI AR T3 LE L 6N,

® 1 AARED 5 B A & ket 5 (149 i)
® 21 AIRIHED 5 SAANCUMR A £ 5 (113 fi)
KIEZ T v A PSRRI G OB & T,
URGEREEDRL : 2010 £ 7 H)



OIERT O R REERSEICE T 2 BiBEI+ 2B EEOHFHNH
ERFEIARRR (CEEHRER) RURBMRERSHR
B v~ . ZRMEBEES ORISR 2012, EZXFuA FEHEERO R
WP G2 BB E U, D BHEE X3+ ZBIs OB 2 63 2 A EH 253
L UARKIEE (1 11 15mg RS &R & o 8 B MBS R EABR O f 5.
Kaplan-Meier 12 & D U 72168EF4E 361 H BRSO HEE i3+ _f8Es o R
ROBIERIE, AHITE12.7% (95% (SHEIX M : 5.85~19.59) . xHARE 36.9% (95%15
JHIX[:27.51~46.35) Td O FHEBHIIKT 509 — FIH0id 0.2510 (95 % f5HHX R :
0.1400~0.4499) (logrank &7 : p<0.0001) Td -7z,
KIRBIR AT E TERWEHFFRIIAFIT15.3% (28/183 %) IZi@®o5h. T
7% & DIX T 4.4% (87183 5) . i 47 2 b V) VIAE 2.7% (5/183 f4l) . B MR 1.6 %
(37183 ) TH - 7=,
DI EOBSEL? 5. KAIO 110 15mg, 1 H 1 #5135 NSAIDs O RIS B #HICk
% B X T RIRESOBRIEICEHE S 2 o hz,

WEEEX I+ EBREEORBRESBRURBERER (Kaplan-Meier %)

#i1al AHIHE (n=183) KHHERE (n=181)
W H
o0\ PR | fEmik
W | e | o
(H) | (%) | (%)

R REHT | AR AR | e
FEIE | BUI0 | Bl | FEREER | #ok FE | B0 | Bl
Bk | % |(at risk) ®| (%) | (%) Bl | ik |(at risk) ®

0 0.0 |0.00| 0.00~0.00 0 0 168 0.0 |0.00| 0.00~0.00 0 0 162

05% (I T AR RBHT) KR

(%)

95 % fS HHIX [
(%)

91 3.3 |1.46| 0.45~6.18 5 38 129 18.7 |3.26 | 12.27~25.07 | 27 39 102
181 59 |2.03| 1.87~9.83 8 62 98 28.5 |4.00 | 20.69~36.39| 38 50 74
271 59 |2.03| 1.87~9.83 8 80 80 28.5 | 4.00 | 20.69~36.39| 38 62 62
361 | 12.7 |3.51| 5.85~19.59 | 13 99 57 36.9 | 4.81|27.51~46.35| 44 86 32
451 14.3 |3.80 | 6.90~21.77 | 14 | 127 27 36.9 |4.81|27.51~46.35| 44 99 19
541 | 209 |7.24| 6.74~35.11 | 15 | 141 12 50.3 |9.26 | 32.18~68.49 | 46 | 111 5
631 | 209 |7.24| 6.74~35.11 | 15 | 152 1 50.3 |9.26 | 32.18~68.49 | 46 | 116 0
721 | 209 |7.24| 6.74~35.11 | 15 | 153 0 50.3 |9.26 | 32.18~68.49 | 46 | 116 0

MUHFHOHTH & T, [HEE I+ RGO RE] S [T500 ] 2 BEhowBiE. 220, [&
KO REN] OS5 5. [PIETT H LIRS — & & TR O Jehin 2 Wi | U3 ARG E
5SS+ IR O FIED & 5 72 T & G HRMATR I HERE & 7o HiRE | 13 Rsb e L7,



M Kaplan-Meier 51 & 5 BiEBEX I+ BB EBE D BRBERIER

(%)

— AKFEEFE - FFEREE

B Fit e o 38
(o))
o

[ [ [ [ [ [ [ [ [

0 91 181 271 361 451 541 631 721 (H)
AZIE (n=168) (n=129) (n=98) (n=80) (n=57) (n=27) (n=12) (n=1)
BB (n=162) (n=102) (n=74) (n=62) (n=32) (n=19) (n=5)

#MERLF B » 5 DR

F 7z, RACiBRARS T U2 ICAA] 15mg 2 1 H 1 [0] 24 ERKGARE G- L "5,
walt e EREHEEE . AR 2 BIREHEE H 2 U 72 RO 50Uk 2 J 06 L 72,
AGRERDRER, IEFIR ORI S AAIRED RRFIER 13, —HHRILES

ABROIRER A MG 2> 5 91 HIERIT 3.3% (95 % fEHHIX [ : 0.45~6.06. LU T [lER) .
361 HIKFRiT14.4% (7.89~20.85). 631 HIERi T 19.6% (11.10~28.05) T -

7z (Kaplan- Meier ¥£) . %72, AFIHHPLGHE*? O RRRIERITIAEFANG 181 H
MT12.7% (0.00~30.47) T»H -7 (Kaplan-Meier i),
KAl ORERBIRA T ETEAWVEHFFERIT16.1% (367223 %1) THO. Thd
DX MR KM T b > 7=,
D EoRG#ER? 5. AFIO 110 15mg. 1 H 1 MRS IERHEGRICEWTE REMD
e 54, NSAIDs ORI 55 12361 5 B XAd+ 485 o T %
KTz dLER 6N,

* 1 KAMED S5 B AR % kbt 5 (73 i)

* 20 RO 5 B AFNCUMR Z £25- (40 f3)

X OHERIVESSIGEAERIZ I 1 2 AKAITED 5 5 Rk 5 BIC AT U & h o 7218
Fe O ZHE RO BEAER 1C 35 1 2 KAIRED 5 5 Rk 5B 17 L 728 2 &
BUTHEM L2,

(RRARFERL - 2010 42 8 H)



GHEAT — 4)

NSAIDS ks b2 w2 & L, » DO BEG ORI~ A4 % &5 535 1 (ITT @
RREN) 23R, A1 0] 15mg XX 30mg 2 1 H 1 HEAEFHIC, XiEFI VT
T2 =)L 1[\200ug % 1H 4 BHEEHXITHEZRLOMERIIZ. X7 71K 1
H1lol% 12 EEFEOHG U< HiSoRENHIR 2 TEEMiHEE & L —HE
B HOse kiR ™ & FEhiE U 7z,

ZOFER R G1% 12 3 F THWEE 2 FIE L 55 > 725G 13 A A 15meg £ 79% (95%
fEMXMH : 72.1~86.4. LA FIEIC). AAl30mg #f 83% (76.7~90.3). 77 ¥ K#f
51% (41.4~60.7) T&H . KH| 15mg #H KV 30mg HIZ 7 7 L AL D ARICHE
EDOFRAE 2P (p<0.001) L7z, 72, AAl 156mg # & 30mg FHOMIZIZAEEZIZ
D 5N 572 (Cochran-Mantel-Haenszel 12 &k 2 A a2 8 A7) .

KIRBAFR A S T & 2 WA FFR OBV IZAHA 15mg #T 7% (107136 f4l) . A
Al 30mg BFT16% (21/132%1). 75 £ AFT10% (13/133 %) TdH - 7=,

YU EORGED 5. AKl 15mg/ H %513 NSAIDS fkftRHH O EE I T 2 HiEso
FIEMHICR L TERHEE A 5h i,

*¥3IVFu - LDOARIEER
(RFRREERE : 2010 4 7 F)

OEBEXIT_HRBEE LB TAAYIN 22— EO G
NHEERE BB L2 h, Bl L7 —EREBETAY any g — - o) Gk
O H 55 280 Bl + J8IEESS 256 151 & 6 512 (A 30mg X 2[8l/ H (LPZ HAHHE) ],
[AFAl30mg X 2mI/H, 7EF> 2V YAFMY (AMPC) 750mg (Jiffi) X 2[ml/H
kU5 2av4 vy (CAM) 200mg (Jififi) X 2[/H (CAM {KHER)]. [A
#il 30mg X 2[0l/H. AMPC 750mg (JJfffi) X 28]/ H % O° CAM 400mg (Jififi) X 2[m]/
H (CAM &SHER)] # 7 HIERRIOHS L. Z0O%., HiE5E TIEAK 30mg X 1[ml/
HZ 7880, + 8055 ol 5 EmRS L. ARTEEREL 72,
ZORER, ~NYans g — - va ) RREE BERELOCHRZ LRV Th
S RaE) TH S T LPZ WAk 0%, CAM K H & #F 87.5%. CAM /& H &
89.2%. + " {8IGIEE TIZ LPZ HAMHEE 4.4% . CAM &AL 91.1%. CAM @EHIE
B 83.7% & . 3ANFAREEIE. HiEE., + S Icx L. whd LPZ ¥l
TSN RICE O RERELSRZD 5 h i,
S O RIS A OF 8 2 BIMEF O I, LPZ HlEE 39.6% (42/106
f5il) . CAM K =HE 46.7% (100/214 f5i)) . CAM =M =R 54.2% (117/216 f5i)) <.
FIERIEE CHBEIIRAD s h 572 (ERE) .
P EOBSED 6. AKFHl. AMPC KU CAM O 3 FIff R IEEWA~Y a3 4 — -
Yu ) RERGMMGONEHTH S LE L bhiz,



BAY Ny 42— EOVREE

NEDAgiEs REE R (R R/ A SRR 0 %
PR LPZH CAM{KH = A/ CAM & H =R
s 0 (0/48) 87.5(84/96) * 89.2(83/93)*
+ e 4.4(2/45) 91.1(82/90)* 83.7(82/98)*

MEAREHTRERNZDOOTOHER, *:p=<0.0001 (vs. LPZHAMFE, 028 7E)
Asaka M.,et al. : Helicobacter 2001, 6 : 254

k. KEIROERTITOI =AY a0y 2 — - oy BEdo+ BIEEES It
T 5BREOEKREBE I2 W T3, FAfEEORENRD EhTWhb,
MRIF O HE, BB T Th o, ENOKRME HRERLS, ((Hik

HIE | DOIESBH)

KE: 5 vy 75— L T1H30mg. 7EFL Y YAFMPE LTI H1,000mg
(iffi) KUz 59 2a~<4 3 e LT1MH500mg (Jifli) ©3#F %1 H2ME, 10
HRIXIZ 14 HER S

WE:5 vy TS5 =k LTl 30mg. 7EFY Y VAP E LTI H1,000mg
(Jifi) RU'Z 59 2u~4 Ly &L T1E250mg (Jifli) ©3#A%1H 20,
7 HRER OIS

AR AAOKRHE - RV, 3. (1) 0EBM

OQMFEH A MU ICRIFTHE

1 H 118 30mg . WEEEEICIT 8HEM. + 48RS 121X 6 MEREIT%S
L7zbpt, MUEH A N ) AMEOAR A ERPRO 655, 587 4 HRIC0E
T5,

2) weMHR
[V. 5. (4) BEEAIERER] DIHSIH

(5) RBE - RENHR
B L L




(6) AENER
1) FEAREHRE (—REARERE. SEERARBERE. FARBLERRAL) . BERT
BT —AN—ZAE. WERTREFRABORE
OMFEMRAKENH
2002 4F- 3 F1 18 H (W%, + 4805105, W& 805, Zollinger - Ellison fEfRHE)
2008 /-3 H 24 H (B W5 3+ 488551 51 % BRIE O #hilh)
2008 -6 H 17 H (F%E - FRER % 16 0 R 97 itk 2038 e D MERFIRTE)
N EBEE URBE2HEIZALONETTONTRIZEFEL LAV,
201746 H29 H (IKHET 26D V#5551 5 BHIES U3+ 48IHES O

RPN
201746 H 29 H (GEZX 7 v A FMHIRESRELGRIZ I 5 BE5 3ix+ 481
S ORI

WE RIS, REESREOME. B XL OMERFIZE T 2 %A 14
ZE OB I FEANONETONTIIZEEY LW,

2) AREHELTERTFENDHRERIIERL 7-30ZE - HBROBIE
PFFEAAR (200843 F1 24 H) 12k [HilRZMAEICL ST, AV anNsg— - o
U BREREEIC B T A REMICT 57 — 2 # 6T 5 Z & ] DRRSFMIMR S N,
¥, BIERRBBURIUIVIL. 8 DB,



(7) % O fs
OBEE. T-HREE. WEHEE. WREREX. Zollinger-Ellison fEZHF
EREI/IHERER (—RERDBRRVC_ETSHREAR)
ARBE A2, 1 H 10 30mg % — MR CTIdF & LT 2~8 M. “HEMIL
BOMHEEAER T3 8HI (HiE) KO 6 M (+ ) O8R5 U 2z IR ER I
BT, mNEEHIE 2 T b =R AP 58E 1,137 BIOREGRGERIE RO LB D T

bHB
EEA Bk | BB GRIEE)

85 604 535(88.6)
+ — fanEs 445 418(93.9)
W) &R 19 17(89.5)
WM S 66 61(92.4)
Zollinger-Ellison’iE g7 3 3 (100)

i 1,137 1,034(90.9)

Berahik. ( )mid%

k. BEG RO+ RS RE A MR L U HEERILEHEABR O SHR, AAloH
M2 5T 3,

%72 1 H 1 30mg % 8 MMFEORE§ 2 2 &I X 0B & HIE X Nzt fE Lo
BB NRIC, S HICHERREE LCL H 118l 156mg % 24 ARG L2 “HERI
BOIEABROAE R, AAOHFHELS R T T\ 5,

RIE F S BUBUE (A A G C M AAEIR & LT 3.0% (35/1175) TH 0. FTilfE

FHZEGRMAEMEEZE# & LT ALT EH 3.1% (30/982) .AST L5 2.2% (22/982) T -
776



VI. ExNEIEICEAY 21HE

1. EEZWICEED LML
7a b vy TRHEA

R B & 2 LEIORIRE - SIREF, BFORMNCEESIHTE 2 L,

2. IR
(1) 1ERSRL - 1ERAERF
Al BRGSO B E B AEAT U 7214, BRIC K D RFEIRID & #% UG MEIR A & M2
i, ZOWHESBAERIBMICEIELTFa b YRy FL L TORE %5 Tnw3 HY,
K™-ATPase ® SH Z: L #5E L. BEREMHEAWIHRIT 2 Z 212k, BAWENRIT 54
bhb, T
BB, ANVANT L — - O )BRERFICKET S5 VY T - LORENEENO pH % |
HAXEZZL12&D, HHHINAZTEF V) VAR O 2 5 ) 2074 ¥ VY OHEGE
EEabbsZlilpbErons, 8

MEMRICH T2B>BEBES VTV —IVOERAER
e

ST —=

TEFLAY ¥

HAMY Y

B2z

/11
<

@ : HY, KT-ATPase

T, V7= Mk iEgEN#EI X7 a b Ry . ARSI 2 5
# 2 (GSH) & %\ & de novo DEHAKIZEDHET 2 LiftE I T3,



SH

EtEE ()

GSSG SEMEE

GSH

\
S

N 7
©[ N NocH,cF,
N e

Hs

AG-2000

S—S—

atEtE

(2) ZE#eZRTT 5HBRBE

1) H*, K*-ATPase &MEMER (in vitro)
4 XHEI 7oy —2%&08 L, HY, K'-ATPase {itEZMIE L -2 A, SV VT
T = IR HY, KT-ATPase WM 2 HEE L. ICs i (50 % FHEIRIE) &

6.3umol/L. TH -7, &

B XBHEI OV —LDH", K"-ATPase J&HHEIHIERA

100
80
#

# 60

40

(%) #

20

FAXTZT=

SLITZTI=

mean=S.E.
(n=4)

I
5
& E (—log. mol/L)

(BT ]

A XBERIEI gy — 2 %508 - FESIL, KCL KXUUSY V<A ¥ VIFE R, WML 7= ATP ©
AL D AEC KD VA EETS I L2k DR 7=,



2)

3)

BAEIREE MR (C 5 (F DERERIFIER (in vitro)

FUIT T =, A XOSERERIIC ST A e AL IV AT =L RUVT
FULHA 2y 2 AMP HIBIC X 2 B AR & BRI PRI Ly ICs 8 (50 % KL
FRIE) 13 TNRE 0.09umol/L LT TH 57z, ™%

B X BHREMRIC S (T 2BRERINEIER (ICs : umol/L)

O FERE FUIT =)L) | F XS5 — )L T8) TrEFY 8
2RI/l 0.09 0.16 0.60
FLsNT— )Ll 0.08 0.10 —*
ST
. AMPII 0.09 015 -

n=4, * :100umol/L LLT DR THIHIE,
(BT E]

4 X EREL B A DL, BERTH B [MC] 73 ¥ ) Y (AP) OEEHlaNDFE
RizmAkOEEL Anx L, BN O [MC] AP B & ISikT [MC] AP BE O, 5
B L,

B R iEl{ER

1) FERERRAIZ F51F 5 H i w1
g7 id, A D E By il & SRR SUSERT R G OVnFhit b nwT e #
BRI L 72 B

B 1 BRUEEETO 1 EEFHOBRIBEICRITTHE

(mEg/h)
5 [ =R =Ry
- [ ISE®BEs
74 HEFRS
[
5 3
w2
g 4 II
0 s i
ZA B 4 ®
10:00 13:00 19:00 23:00
~12:00 ~18:00 ~22:00 ~7:00
[ERBR A5 3%]

fERERA S BRI, 2V ba—)UliE2 8527200 BEAO4r 70y 30mg &1 H 1
mIEA A ISR RT. 7 BRSO 5. L, 1 R IC B A LR L . B s 4 ko 7=,



2) i3 Ry A
ORY & HZ Y VR332 EEIE R
garaid, XVEAHAN) VHIEIZ & B BRI AEZEH IR L 22, 0

BN ZHZ MY R E RS w1

H& 7 e (mEq/h)
B (7T 2 R) Pe 1% 2~ 305 P2 524~ 25 5[4
14.8+11.2 0.3+0.2 4.3+25
(97.441.0) (52.14+57.8)

mean+SD, n=5. ( )PAIXIIHIE%

(B %]
FERERASH 2RI, 798 ARARiEEr 7a v 30mg ZEHE PISRO®ESE L, 2K
RIfRICRY & H Z b)) ¥ 6pg/kg # ARG L, Z0#% 1 IERIZHZ0 15 58I HK
EEELL (27 70 5 24 R LR . HBRWEERD 72,

@4 ¥ 2 ) VR % PE -
gurravig, A2 EGROBIMBERNEIC K 2 RE R Z T U 72 8w

ISR 72, &

W12 RIBBRRSBIHEER

(mEqg/30min)
15 ---0--- 3L hA—I
—e— 47O
[==)
B
B 10 .
n o
g 5 L
% % % % * %
0, (3 ™ L —s

[ [ [
-30~0 0~30 30~60 60~90
1> L5 HOERE (min)

mean+SD. n=09, % : p=0.01 (T ¥ Fa—)L LD, paired t-test)

(BT &)
TR 9 Bl & xRz, 4 7ur 30mg # 1 H 1 MIsAE%, 7 HRERO#RE (72720,
7 HHBERERTICHG) %, 4 29 ¥ 0.2 Hifi/kg Z@fllRNEES- L. T D% 90 471
D720 15 N HICHER B L, RO WE & KD 72, [[—piig THREATER SR A
Y2 Y EEIRNIZES- U RIS EH R PRI L. a2 o —ufie L7z,



@FEHEH W7yt Je OB FERII S e < HRR i3 2 EIER (5 v 1)
FUIT T =, Ty b OIEBETE Rk R O R 5 W oy ik A L P
L. ZOD IDs i (50% FHEWERE) 12 1.0~3.6mg/kg TH > 7=, 28

B>y MNIBTBEERHBERS RIS 2MHER (IDs : mg/kg)

IR DFERA IS TN | F TGI8 | TrEFV L 8)
FERE 3.6 8.5 0.3
223V 1.6 3.3 0.5
RUBI AN VI 1.6 — 0.8
2-THFV-D-4 ) a-AfilH 2.7 — ~30%*
KA 2B i 1.0 — 75.7

n=11~13, *:FRREED=

(BB &]

7 v b O & R, Pz T AEENICERG L. 30 3RS S RERHEE & 1 5 X
G b L 2B L. 3RRITRICH 2 L. HIRIE &R 72,

3) HIE pH 12 RITTEH (24 W TESEEN pH €= 2 Y ¥ )

WM EE R RS A RIS, PEEEND pH 28 4 KEICIKTF L2564 [HEdE
WiHBIE (GER : Gastro esophageal reflux » 0) ] & L. HEBEWHRHERIZKITT
AR Lz, BERIRC 427 7a Y 30mg 2 1 H 1M, 7~9 HRE#ES5 12 pH
% 24 FERIHIE U 72655, Tico&lEsE B idiH s hie,
O [GER & v | LflE s h=fatrem (4)
O [GER &0 ] #5457 Ll B+efid 2 0% (ol
O [GER & 0 | OERM (5))

BEESEYRER (GER) ICRIFTHE
HEERBR
GER (47) 543 P FOGER ([a]) GERD i Kb (47)
P 5 P54 5 5% P51 P54
979.9+108.2| 35.1+49.9*
28.3+13.7 | 2.0%35 |183.2+102.1| 4.0+4.4
(68.0£7.5%) (2.4+3.5%)

meantSD.n=3. %:p=0.004 (RHIEDHStkE)
) WO B (%) 1324 BRI Lo 5B A AR T,

GER (57) ® (

[(HBR77A]

U5 AT B 28 3 0l 2 RIS,

g 7ay 30mg % 1H1MBEEHER, 7~9

HREREOH G- L. MEREENO pH 2 /N7 7 28k T 24 BFRHEIANE L 72,



4) EBHEBEOREREER (Fv M)
FUITIT=E, Ty b OBERRIC K B HIEE RO R EEIC R L, 1 H 1
10~30mg/kg DR 5 TS DOBRE 2 et L 72, 828

B>y MBI IHREBEDERICRIETE

B & B

<G ITSI—I, FATSI—LDOHEE > <SLITSI—I, TEFILDHEE>S
(mm2) (mm2)

14 14

12| ; 12|
'l 1 #
. 8I % 8I
&l . B
& | % o & |

4 4

ol ol

AR 3 10 30 *HER 10 30
B 2 (mg/kg/R) B 8 (mg/ke/R)
+iEBEE

<GIT =, ARATFIT—ILDeHERE > <GLITSI—I, TPEFILDIREB>)
(mm2) (mm2)

14 14

o o
-] N=:1
';10I ’f1oI
1773
& O & O
KE 6| ifﬁ 6| ****

4 4

: ﬂ % % : 2

ol | ,.

IR 3 10 30 *ER 3 10 30
B 2 (mg/keg/R) B 8 (mg/ke/R)

CIx B El>-Vv7oV- FATZI—I TrFEFTL
mean+SD. n=7~12, *:p<0.05 *%:p<0.01 GHEBE & DE#. DunnettiiE)

[EABR ]
Ty FOFEXIE+ T HGOREE ISR A FEAD B 0ITEBMA L TEEAER L., itk 2 H#%
ORI 3, 10 KU 30mg/kg 2 1 H 1 mIg], 14 HERRDO®S U, 5L O w2 e
L7,



5) EEBEERIHEER (T )
1) AMEEE T 7 & 5

FUITIIT=IE, Ty PDA ML AR T A Y VI KD BREREERU Y 2
FTT7IVRAEY Y =&k B+ T HBEEEOBEK AMHE L. Z 0 IDs,fiE (50%
PIfIHE) 1% 0.3~8.5mg/kg TH - 7=, 580

B> MBI ZRERAREE (ST 2IMHEEA (IDs : mg/kg)

EIEETIL ST 828D | F XS5 =)L 82 | FrEFD 8D
" KIFZI 2 2.4 7.0 14

N =1 ,E‘
PRI ey 0.7 3.1 0.6
7))L

IR —) 8.5 15.3 >100

+ e [ AT T I 1.1 5.7 0.5
ETI)L A =)L 0.3 3.0 0.3
[ERB&R %]

H &%

AR Z b L 2D K B HRGREG - RREE A RIS L 30 0 RIS B L 2 — VIZ AR,

23CIZ PR o 7o ARREHIZRPRZEEE AL D L N IZ & THr
TR LT 5 IERICH O & 7=,

TAY Y VIS KB HHREEE T — 7OV P IS 2 R L 2k, BB e

TBIBAIZIRS L, HIPTREER 10 2RI 7 2B Y v &R
5L ¢, 5 Rk ICE O 2 N7,

T & —ic k5 ERIREG - g A RO S L. 30 oISk & — L&D

+ e
VAT T IVIZE B+ IR  BREAROKREG L, 30 0RICV AT T I VER

PG UTL 1 RE IS T O % e

FH5- LT, 18 Ipf iR IS+ fa ki o 1815 % 5

N7z,

ARV =N KB RS BRI A RO G LL 30 A RIS A Y V- L &

TPE LT 24 IR IS AR R IR O 1115 & 5

N7z,



2) WHEVEEE R T TS B T B TEENE
7 vt OMMEG & HTE 285283 5 & WS EE RO I Wit O 8525580
bNBM. 7Y T 7Y —id 0.3mg/kg P EO+ 48BN E-T. HEKFHIZ
HEEMHEI L. 20 IDs i (50% HHIFE) £ 0.7mg/kg TH > 7z, ¥

B>y FOERERERETIVICHY 2IHHER

* %

100

*
%

80

m
il

FAXTSI—Ib

ST -
60
T7EFI

(R) #

40

20

0 T T T \
0.3 1 3 10 30

A £ (mg/kg. +=iEBBEA)

n=10, % : p<0.05, *% :p<0.01 CJHEREL DHE. Dunnett B7E)

[(BBR77iE]
7 v b ZJRIE MR L. P R OV 2 5 L 2t BB & - T Rmc S L
4 BRI BRI L 5 B RIGOFEE 2 & I 2 KD 72



6)

BEEXITBEEICBITBIAUIANT 42— - EOVOKREOHEHEIMER (in vitro)
TEXIIV KM, 75VAAYA I O ORBEHICRIET IOV TSIV —ILOEE
TEFVVY VAR (AMPC) X327 5V 2u~v4 Ly (CAM) OHEHE. 5V
V77 =L ORI K D HEFESUIMEIMER AR 5, WTFhOKKIZE N TS

EHERERD s hsr 57z, ¥

B>V 75J—)LE AMPC X CAM OBtAME

A p—— 5 v T T = E DO HRIR (FRE)
FHFRAEH ViED IR R 1% FEHiEH
AMPC 18 2 15 1 0
CAM 18 5 13 0 0
[Ralfag= %4

FSRAEM : FIC=0.5. MEIMEM : 0.5<FIC=1. MEBH{R : I<FIC=2. FSHifEH : FIC>2

PEREED Z > 75— ILDOMIC BEAEEO 7 X 2 VARBIOMIC

FICH¥= P —— ;
5T 5 — LEHOMIC TEF V) VAR OMIC
FICIS 8= PO S > Y 75— ILOMIC BEFHIED 27 7 ) 2a <4 ¥ v OMIC
Sy —
5V 75— )LEAOMIC 59 z2av4 Yy HoOMIC
[EABR ]

H.pylori 18 #k# I\, F = v 7 — K — FETHHZIRE KD 7=,

(BE 7EXDVULKI. 75UZRO74 Y > OREHICRIFT pH OEE]
TEFLVY VAR (AMPC) OHiFEE. pH7.2 DA 0.004~0.121g/ml.. pH5.5
DA 0.015~0.25ug/mL. TH . £72. 759V Z2ua~v4 v (CAM) OHEIIZ.

pH7.2 D34 0.004~0.06g/mL. pH5.5 DA 0.06~1.0ug/mL IZIK F L 7=, &

M pH7.2. pH5.5(Z&1F % AMPC RU CAM @ MIC 9%

. MIC (ug/mL)
%Al RS a

pH7.2 pHb5.5
AMPC 18 0.004~0.12 0.015~0.25
CAM 25 0.004~0.06 0.06~1.0
(B8]

H.pylori 25 ¥k % FH\>, GAB-camp 353 & FI W 7= 28 KB A FRE  (F & 10°CFU/mL) 12Xk D
MIC #HlE L 7=,



7) TOOER
1) M3EA A MY AE KO BRI ECL Ml RIE 4 %
MFEA A N Mg r 7ay Of5i2 k0 ER U2, #5887 3 » A#%iI3S
Al & AEIEE CE & 28 > 72, BRI ECL Ml 355 1C K 2 A BOZEHIZRD 5
hianrotz RIBDd 5 tBE).

WIS H X Y D EOHTE WS 16HE ECL % E D#E
(pg/mL) (fmpa %/
+SD mm2) +SD
600 sy 600 "o
% E
% 400 [ 400
IX~ 7
) :
~
fE
_E 32
& 200 200
0 0

B WS BSHET B SEES  BSET
BT 3pAK ®T R 3pAK

(BT %]

LRGBS A XIRIC, 4 7’0 30mg % 1 H 1 MsAERZIC 8 ARG L 7=,

MFEA 2 LY Ml 27 7 a5 #i5 8 M, #5447 3 » A%IC RIEICTH

E L7z,

ECL #ifid (Enterochromaffin-like cell) ¥t : & 7'u V#5541, &5 8 @M%, B5&T

3 7 A OISR IR BRI 2 PRELL TRGET L 7=,



2) AT IEREIC I s

g ra 5k, TilOKFNTWALEITIXIFLEAEEEZ RITS &
oty 89
BASBRIVE EEEOHTR
HHHE PHAG I AR L HHE LGS A% HE R
. 10.3+3.6 | 10.4+3.0 1.12+0.23 1.180.20
(RI/A‘i) A0.1%4.5 ( TS D A0.05£0.21%
nesm (35) (35) nesm (79) (79)
- | 93
. 43+26 35417 9.3£2.0 9.0£2.0
o ERI\;IAS A-0.9+2.5 ( ;ZL) A-0.3%+1.6
5 nesm (16) (16) He (79) (79)
»
RiAg: | 180%75 ii?i?i L) 5.1+3.4 g?ff;
? LA —v.oI" 1.
’ (ng/mlL.) (23) (23) (mIU/mL) (51) (51)
| &
wonsgs | 2010 | sema Ll | wowro | et
(ng/mL) (@ (@ (@lU/mL) (50) (50)
o 150453 | 14.7+4.8 . 118.56£57.47 | 110.80+62.42
:”(L J}/(;L) v A-0.36.3 DH(EA/i(;j) A-7.76+34.92
He (78) 78) e (50) (50)
1.44+1.01 | 1.56+1.00 _ . 690220 670210
( EfHL) A0.1240.75 TZ]\(XT/::;?’) A-20-190
pem (79) (79) ne (48) (48)
mean = SD. () PUIEGIEL A DRI L 72 EIExHEd 2 BdbEE L D2 E R,

* 1 p=0.05 GHood 5 tiiE)

[(BBR77E]

LR 2 RIS, 2 7 u 30mg & 1 H 1 RISLAEAETIC 8 MRS L, 45
BHAGIEE DN BARERI Fo 1 2 HIAE fA IR R D BAR i & FEHR U 72




(3) ERRIEFRE - F5HEFHE

24 BiIHAN pH €= 4V v &

+ RIS RE O BE S & r T u v A I ERTE S (30mg/lnl/H X 5 H)
L 72455, pH = 3 @ Holding Time 2248 89% (21.3 + 4.0 ). 69% (16.6 + 6.6
REf) & RAF BRI ER 2R L. mBERIICAERZZAO N A2 > (B0 H 5 t

W24 EEBEApH EZ42Y >

(pH) 4470 30mg SRS
l%ﬂﬁs .
7.0!
3.0
I I I I
8:00 14:00 20:00 2:00 8:00
B %l
H
(pH) 4470 30mg SEHRS
75wk
EHIS
7.0 l
3.0
[ [ [ [
8:00 14:00 20:00 2:00 8:00
B %l
[XBR 5 ]

- AEIEEERR I O S8 8 i (SR 4 1,
ZWIIIEEATIC 1 H 118l 5 HERE$5- LT,

BRI SRE 4 B) RIS, 27 70V 30mg
HN pH % 24 EEESTHIE U 72,



VI. EWEREICET 51HE

1. mMFREOHTS

(1) BELFEDEmMPRE
AFOFEMERIE, TV T I =N » HIEFEAEWMALZHEFRL T, ik
RS O & SPERH & ORNICIIMHEBIIZRY S hTuan, Zhid, 7V YT IV —aH
RilEEEMA I CHU D A E N A2 RIS 2 20 e EA16hTw5s, 7

(2) EERHEBRTHEDR IO OFRE
1) #5702 Hh7EIVTOHKRE

OG- i

fEFERA 6 iz & r 7a v 1M 30mg (157 7)) &2 8024 ==K TR

TUTERIS, F72. PIOMEERA 6 Bl 1 0] 15mg Z il FISRO%RS L2254,

MHIZIES YV 75— L OREAEN T E L TR X h, R it s h

Tzo B 70 VIIHEE TGS B0 THRRIZIIN X L, RZELRD MR 135

2 R ISR ML 1% Uy Coax X OV AUC I3 5B HMI L CREME A 7R L 72,

BHBEGIIEOTIHEE TG ICHAR, Tha FHER U, Crax (FKME % 7R L 7223,

AUCIZBW TR E AEZAS N AL 57z, P

Wi R E DOHR
e T 42 5RO by it T U R IS DL
(ng/mL) == 15mg <ns/mL>| —— ®ATHS
1400, —e— 30mg 1400 -0 RigHS (58 : 30mg)
1200 Jm1200l
EP1oool EF1oool
‘ 800: \ soo:
= 600 = 600/
B 400| B 400
200} 200 .
0 T 1T I I ) 0 I TT I I )
01234 6 8 12 24 01234 6 8 12 24
B R () B R (h)
mean+=SD. n=6 meanxSD. n=6

WEYEE/NT X — 42
&5‘% *&%ﬁ?ﬁ Tmax (h) Crax (ng/mL) T1/2 (h) AUCo-24 (ng i h/mL)
15mg MET 2.2%0.8 530267 |1.37+1.09 2,183+2,195
Mg T 2.2+0.4 | 1,038%+323 |1.44%0.94 3,890+2,484

' % 3.5+0.8 6791359 [1.60+0.90 3,319+2,651
mean®tSD. n=6

30mg




OH T v 15 & H T I 30 DR S
fERERRA 20 ic &2 r Ty TN 15%&2 AT LI A T30 A F5H T+
L) B1AT N EZ T XL —N=FETHE FIZT 1 ERROES L 2RO K2k
DIFIREE . FiLoLBs D THD ., EWFENICFAETH 5 Ll S h iz,

W FERE DHTE
(ng/mL)
1400
1200
--A-- 15mg 2h T EIL
1000 —e— 30mg 1A 7t

800
7‘}%
& 600
;
400, [
200
0 I — T T T T = T )%7
0051 2 3 4 6 8 12 24
B (h)
mean=SD. n=20
WEYENRE/NT A — 4
e 5-545Al 55 7w Chnax (ng/mL) AUC¢-24 (ng-h/mL)
B 715 20 S 1,140%561 3,892+3,079
# 730 177+ 1,127+481 3,490£2,283

mean=SD, n=20
(RFRBFERE - 1992 4510 A)



O3 FATvNE 15H T v OEWHNES M
575 = LORHETN EM (Extensive Metabolizer) Df@EFERL A 48 fHli. 1
[ 30mg B FHTELBHEINZ 1L FHTEIL) 220 R —N=JEICTHEE PITR
L35 L 72O RE(LRDOFEMFE S5 A —2 X TiLDLBDTHD., 35H Tk
L& 150 T YIEMZENCRETH 5 2 &R Sz,

WEMEE/NT X — &

P 55151 Crnax (ng/mL) AUCo-24 (ng-h/mL.)
35T 9071334 2,444+1,080
1554 7t 1,022+442 2,475+1,241

mean+SD. n=48

[(EHFHRFEOESRHE]
WA 5%D T vV 75 T = VRERI RS OFERUEIZIHED < AUC 440 Choe DHF R
BAEWBOT-HEO2Om MG HEX M (SR 90%) 2% log (0.8) ~ log (1.25) i

Iz D 5 & EMANTEDFERNCFETH 5 LR L 7=,
(KRR 2004 4E 1 H)

ORIB G-I D i H L
TR 6 511 # r 7v > 1[0l 30mg 2 1 H 1 [W#E R Mic 7 HRERECES L 72K D
REMAROMAREI LD LD TH 57, ™

W R B D HERS

1200

1000
m

th
= 600
E

800

400

200

0 &-97
QOOOO O QEEOLBLEEEED OO @ O HsEH
) 2466 1o 020502020205 468 1o satEsEEmM

\ T T 1 T 1 \
1HE 2RB 3RE 4HE 5HE6HA 7HE

meanx=SD. n=6
WEYENEB/INFT A —42
Hl o H Trmax (h) Crax (ng/mL.) T1/2(h) AUCo-24 (ng*h/mL)
F1IHH 2.0%0.0 690328 1.54%+0.99 2,4061+1,606

H7HH 1.8+0.4 5524387 1.55+0.86 2,342+2.183
mean*=SD. n=6




2) #4702 OD fE ChOi%st
Oarruay 0Dk 27 7 a vy 7w L OEYEE SN
7T 5 =L OGN EM (ExtensiveMetabolizer) D{#FEH A 24 iz, 4
y7ruayOoDEEIS XiZar Fary a7 15 %, 72, PIORBERA 24 filiz,
Ay 7a v 0D XEErTar 730 A5 7klL) 2F2hFhoa
AK =3RS T, MEE TICHOREO S U 22RO RZRO ML RIE 13X Niio &
BT, OD§EL 7 7wV I3AMEMICRETH 5 2 &l & iz,

W R E D HERS

(ng/mL)| —— ODSE5 (ng/mL) —e— 0D3$£30
--0-- A 7T+I30

700
mJ
m5m|
*4%'
%3%'
|55 200I

mJ

-A- HTEMSE 1400

meanxSD. n=24 meanxSD. n=24

WEMEE/NT X — &

P 5815 # 5 & Chax (ng/mL) AUCo-24 (ng-h/mL)
OD$&15 15mg 474+254 1,105+1,101
B 77X IN15 443+232 1,136+1,186
OD#E30 30mg 993+384 2,217+1,270
#1730 9494362 2,224+1,203

mean+=SD., n=24
(KRRRFEORE 1 2002 4-3 H)



O UTHRH U 7215 & K & IR U 72 g0 SEVIBIRE I RIT 3 8
575 = LORETEID EM (Extensive Metabolizer) DR A 12 iz, &
F7ay 0D §E30 &2 a4 =/ —EIC T, MEROATHE N L2z (K& LS)
&K 150mL & HLICIRI UL 221 Ok 0 £ 5) ORZLEDIIHIREIX FicD & B
DT, KaELBEG5EASORETT VY T 5 - LOEYBIREIZ K X ZE o IE a0
LEZbN,

W FEE DHTRE
(ng/mL)

—e— KiL#5
--0-- KHEE

Kﬁf
N
#ﬁ!

mean*=SD, n=12

WEYFHE/NI X -4

575 Crnax (ng/mL) AUCo-24 (ng-h/mL)
Kz L 852+451 2,004+974
Kb D 831+£457 2,019+1,160

mean+=SD. n=12
(KRR : 2002 43 H)

OFTERERE A & DI

777 = LORHENS EM (Extensive Metabolizer) OfEEHA 12 fFliZ, %

7 7u v OD§E30 &7 0 A4 =/ =IKIS T, PHER TIZK 15mL TREC S L 72

R (W T Pe5-0E) OIHPIRE &R TISAKZAa U THENIC 2 7E A 214, BRA

A E ISR & LIS BIR U 22K (IR G-E) O O [BIR K O I R %

HIE U 722558, BN GRS G- U2 2 7 7 e i3IRIRe i rpic i & v (e

WO 100.8 + 2.3%) . AFND LKL A & QWAL 70 & b < 7z,
KRR - 200243 H )



3) FLUTIV=I, TEXIIUCKIY. 75U ZROYA D UHABOMIPIRE
OB P 5150 i R
fEFERA 6 fIIcT vV 75— 11 30mg. 7EFT ) VARY (AMPC) 1 1]
1,000mg (J1fli) KO 59 2a<4 > (CAM) 1[01400mg (JIfli) o 3 #i#%

BT CHBSROKRE LD T vy 77— L REEDILhEE X, Fito &
BOTho7z. k. 3HIPHHKED 3 A% 4 O AREE, B 510 i g
CARIXERRDHERE AR L 72,

B> V77— REEOMFPIREEDHRE

(ng/mL)
1500
1000
m
th
= 500
E
0 N
* \ \ \ \ \ ) \
0O 1 2 3 4 8 12 24
B (h)

meanx=SD. n=6

W>> V777 - IWRECEDOEYEE/NT X —4

Thmax (h) Cumax (ng/mL.) T1/2(h) AUCo-24(ng*h/mL)
1.7£0.5 1,104 +481 1.88+1.88 5,218+6,284
meant+SD., n=6
(KGRRFE R} : 2000 4F-9 H)
R AR OARAE - HRIZV. 3. (1) DESH



ORI 5- i RE

fEFERATHINZT v T 5 =)L 11 30mg. 7EFT ) VARY (AMPC) 1 [
1,000mg (Jfli) K7 5 2u~<4 3 (CAM) 110 400mg #4551 HH KOS 7
HEHIZ1H1HERERE RIS, 55 2~6 HHIZHBH AU BHRICROES LD S
VI T T = L RELARD MRS I FRRO L B0 T, SERIEICHETEwEE 2z
57z,

B> V77—V REGEOMFPIREEDHRE

#ERH|O @ ® ® ®& ® ® ® ©® O O ®
! O 2 T 2 S S A
(ng/mL)
3000
J]«_|12500
t
2000
P
FE 1500
1000
500
G B S
Ok iiinnmy ¢ T T T T T
03612 24 0 0 0 0 03612 24
18H B 5 #%ERB N 7HE

mean+=SD., n=7

B>V 77— IWRECEDEYPEE/NT X -4

Mo H Tomax (h) Crmax (ng/mL.) T1/2(h) AUCo-24 (ng*h/mL)
F1IHH 1.6£0.5 1,019+447 1.69+£1.37 4,6301+4,835
ETHH 1.9£0.9 1,374+678 1.94+1.72 5,516+5,869

mean*SD. n=7

(KRR : 2000 9 H)




(3)

(4)

2. EYRERNTA—2

(1)

(2)

5

AU ER L

BE - ftREORE
HIEEH & OBtRREO MpiRE

HEIANT — 4]

RSN 1261125 >V 75 =)L 1[0 30mg ZHEE FHEMSTHIERA OkR{L7 L=
LT - KEEAL~ 72w L) LEIHCARITEES U 22RO MR 3. R Ao Rl G- (12
kD, 3V VTIV—NDCp WHEIZIKF L7,

WEMEE/NT X -4

P& 51 Tmax (h) | Conax (ng/mL) | Ti/2(h) | AUCo-24 (ng-h/mL)
Y P P G- 1.5+0.5| 1,151+344 | 1.6+0.9 2,982+1,780
THi) 1 751 ] IR 2 - 1.61+0.6 842+447%| 1.4+0.6 2,595+1,970
HIEE AP 51 % 8% 5- | 1.720.6 | 1,070£340 1.3+0.5 2,983+1,706

mean®+SD., n=12, * :p<0.01 (vsHEE THMEL, ANOVA)

KH. BHEOEEBIZOWUIVL 1. (2)DEBHE,

)Y A
132 8— 22 bEFILTIHEM L=,

IR AR FE TE £
fERERR N 6 Bl 2 - 71 18] 15mg Z#EE PIZ, F72. 30mg A HE P XITBZRISROE
B L 7-BoWIGHEEERIZ. 2hFN1.71 £0.71h7Y 1.80 = 0.97h~ L, 0.97 + 0.49h ! T
Ho7z,

(KRR : 1992 4- 10 H)
FHEA T — &)
HEOHEBERA 18 Hl%E 7 vV 75— L O A, S EM B9 5. PM B9 BIZH5 T
YV 7T =) 30mg & AEE TIZHBIE TS U 72 e O WRIPGH 2 80k, EM B 0.92 £
0.41h7', PM# 127 £ 1.12h ' TH 7=,



(3)

(4)

(5)

HEARETEH
e A 6 Bilic 4 r v v 1[0 15mg A TS, F72. 30mg &M P UTEHISROE
5. U 7-Bomdkdg e Bus. 2h2h 0.72 £ 035071 0.64 £ 0.32h7', 0.61 = 0.44h7' T
B> 7z

UKFREOR = 1992 410 A)
HEIAT — 4]
HEIO RN 18 B2 7 v 7 F 7 — LA A & EM B9 f5il, PM & 9 Bilic 3y T 7~
V77 =) 30mg & AEE NI H BRSO G U 72 I oo 3 2k U E Bid. EM B 0.38 £
0.10h"', PM#£0.17 £ 0.02h ' TH » 7=, 7"

g7 7R
fRFERC N 6 iz 2 r 7’1 v 15mg Z#EE T2, 72, 30mg R N d 5 VI BHICHMRE
OG5 L&) 75 v 2, 2hZ2h 217.7 + 149.3mL/min, 180.8 + 123.0mL/min,
354.9 + 410.9mL./min TH - 7=,

CRFRIEZOR : 1992 410 H)
FHEA T — &)
FERERAN 12 B2 5 v 75 =)L 1 18] 30mg %A@ & I UK HIRRAN & [FIFIZHE O 5 U 72 i
DY T7 IV A (CI/F) &, ZhZh 133 £ 6.8L/h, 19.7 + 16.5L/h TH 7z, *
FHEA T — 4 )
HEOHEBERA 18 Hl% 7 vV 75— L O » S EM B9 5. PM B 9Bl T
YV 77— 30mg AAEE MICHBEREOERL LzkD s ) 77 v 2 (CI/F) &, EM B
16.55 + 6.38L./h, PM # 3.58 + 1.00L./h T&» - 7z, *"

PER

EERRCA 6 Bilic 2 7 71 v 15mg Al I, £72. 30mg 2R T b 5 W IE A ICHEE
%5 Lz EOAPTOHAERIZ. £hZh 17.2 £ 691, 16.5 + 351, 37.1 £ 41.1L
Tho7,

(KRR : 1992 4- 10 H)
SEIAT — 4]
RN 126125 >~V 75 =)L 1 0] 30mg %GR T SAXHIEER A & R ISR U 72k
DHAAER (VI/F) &, ZhZh 241 +8.0L, 31.8 £232L Th7z, *
SEIAT — 4]
HEIDOERRRA 18 Bil% 7~V 75 — L OREA» 6 EM B9 Fl, PMEE 9 BNz T o
YV 7T =)L 30mg EHEE PIZHOEROES L 200 mER (V/F) &, EM #f 47.56
+ 21.61L. PM#£23.59 £ 7.59L Td >7z,

2k !

HLTH L



3. B&H (REaL—23>) @Bif

(1)

(2)

5 %
(1)

BT &

HNTDRH L

NTX—2ZEBHER
AU ER L

ix
ONAFTRAFEY 7 4

7 VI T 7= L O EM Of@EER A 18 fili2. 1 [l 30mg % 2 1 A 4+ — /¥ —JEIZ T,
ERIRNTE 5 XA S U 2D AUC 2 6 A7z A X T RAL S EY T 413 662% ThH -
7z

(27 7" v v EREFRGREEER © 2006 410 A)

(B#&) (vv A, 79 b, 43X)

OWIGERRL (T v b)
[MC] 7 v v 77— L &WMKEET v P OHANXE+ HEENICEE LT HC oliiEdh
P A IE LA, e L TMEY SR X gz,

OGRS (79 1)
MC] 9V VT IV —NEREGL—-THERT v bOIL— TG T2 &, 2 TR
U 72 SHRED 58 % A PIIRAREH TN S 7z, [MCl vV T I =L EE A S BT v
MIROES5 T2 L, “CO) Vsl ORI, 24 BB THR5 8D 04% 129 X%
77,
INSDMERNE, Ty MIROKG L7225 vy 75 —Iuid/hE» 5Pk % 7 L TR
XhbZEMERI NIz, ®

OWIFE (v 2, T b, 4 X)
[MC] 7 vV 79— E#ROKOEIRNZES L 72KED “C O AUC M2 6. WIGEIZ <
I AT28%. 79 b T37%. 4 XT63%&FtHIN~, P

Eir
I % — e B8 PY @ i
(&%) (79 1)
7y M [MC] VYT TV L ERORE LR, MANOBITAREh s, P




(2) Im%&—RaREEEFEEM

(&%) (79 )

ER20 HEDZ » Mz [MC] 7V 75V =)L 2mg/kg & RFOPEE- L 7=, $25.30 25, 2
BERE. 6 BER#R 0 “C IR RO MmAE R IR X h, ZOIREITVWThORMIZE W T RHE)
PR IREE & D @2 - 720 MCIEFARPIZEREIT L7228, 2 ORISR hIRE K DK<,
JERADOBITIIEIIHEBREN L UTbhb8DEEZ Nz, ¥

(3)

Wi RN DOFITH
. . = (ug/mL or g)
W " 3057 DI 6151
HR14C 0.52+0.19 0.16+0.03 0.10+0.00
BEEPYIINAE | ARZEAbIK 0.11 0.01 <0.01
kY] 0.41 0.15 0.10
lis ind FRC 0.42+0.18 0.2240.06 0.1940.03
¥ i\ TR4C 0.04=£0.02 0.18+0.07 0.261+0.06
TR4C 1.00+0.34 0.84+0.29 0.54+0.11
& B i A | Rk 0.70 0.30 0.12
ALY 0.30 0.54 0.42
i A R FR4C 0.48+0.19 0.48+0.15 0.3620.06

mean®=SD. n=3

FAADBITH

(8#&) (7 v )

WEI4HEDZ v M2 [MC] 2 vV 7T =)L 2mg/kg &G L 7= 1%, “C s

£ 0 & EVEE THIhABAT L2 %,

WELTHRADBITH
LRl o bidicg (ug/imL or g)
30457 21RE[H] 6 Ml
FR14C 0.33%0.04 0.14+0.04 0.08+0.03
it 4 RZk 0.04 0.01 <0.01
AW iE7] 0.29 0.13 0.08
#a14C 0.58%+0.09 0.5240.05 0.48%0.05
e | REALA 0.04 0.01 0.01
(7] 0.54 0.51 0.47

mean®=SD. n=4




(4) BERADOBITH
AU ER L

(5) ZOMOBBADIEITH
1) BHEAOBITHE
(%) (79 )
7w Mz [MC] vV T TV —) 2mg/kg & ERIRNAE G- L 72, 1C I BRI I 4E
PR EEVEETRITL., 2ho ORI Rt 2R L2z, %

WS A DR
SLRPTEE (ug/mL
| e RIS (g/mL or &)
GUC | K2R | RAWIMT | AN | Zofl
0.25 1.42+0.06 0.06 0.02 0.07 0.73
2 0.154+0.03 0.01 <0.01 <0.01 0.14
A
4 0.084+0.01 <0.01 <0.01 <0.01 0.08
6 0.0840.02 <0.01 <0.01 <0.01 0.08
0.25 5.171+0.33 1.00 2.68 0.19 1.30
. 2 3.71+0.12 0.04 2.01 0.43 1.23
B RLE
4 3.13£0.55 0.05 1.46 0.82 0.80
6 2.321+0.26 0.03 0.84 0.86 0.59

mean+SD. n=3

2) BHEEHEEAOEBITHE
(&) (79 1)
F v MZ PH] ¥V 75V =)L 10mg/kg R O%5 L 728, °H (2 BRBEEEHIHL 12
BIRIZELD A, BEMRRN O BURERR 713785 8 IEItE Tl d £ <. 24 IEfil#% &
HGAEL -,

BEEMRAORVIAL (STFF4— T 57 ORKFDEA)

P 5-1% DR igizgégcom Dunnrtt’s test
161 201£ 90 [ | <o
SH I 435+ 7.7
2415 ] 2764126 || p<0.01

mean=SD, n=2, 1V 2470 15{HDEEMN DB L SO T & SEMEE T CRHl



3) PEXIVVAKIPRVG I Z) Z2O7A4 2 > OBEBADBITHICRIFT S VTS
J—ILDEE
(%) (7 )
F v Mz MC] 7EF V) VAN (AMPC) 10mg/kg KXU* [MC] 25 ) 2u~<
14 v Y (CAM) 5mg/kg #HIE 5 vy 77— Lk LI L. ROKE L 21,
["C] AMPC KU [MC] CAM RE I MAEHREICHANTE LS SOE (IRE) Mk
R 2R U7z, IS GG IC KD W g B SR IR TEWEZ R L 7=,
Z OB 2 AIDEFHREE 3 BIBFHBECERSRD SN A 5722 256, H (I1E)
Mfkrp o [MC] AMPC® 3% [MC] CAMIRED ERH ™ &, 5V Y T3y =10
HHICX 8D EE LN,

B AMPC OF (BR5) HEBANOBITHICRIET I VIIIV—-ILOEE

(ug eq./mL or g) 159 % (ugeq./mL or g) 3098 %
60! 60!
s
. 123t A .
= W 3% A =
30 30
E E
Mm% i Jiiik:rs;
(ug eq./mL or g) 604 1% (ug eq./mL or g) 24073 1%
60! 60!
30 30
E B
0 Ol cor—— cc—wim

Mm% BRE

meanx=SD. n=3



B CAMDE (IRB) MABANOBITHICRIET IO VITTII—ILOFE

(ug eq./mL or g) 159#% (ug eq./mL or g) 3021
60! 60!
BIRILE
. C 2% 63t B .
iR I 3 71 £ B "
30
[ &
0 0
miE i m4E
(ug eq./mL or g) 604 % (ug eq./mL or g) 2409 %
60! 60!
= =
30
e &
0 0
miE mE

mean+=SD, n=3

a) HLO P 5B

b) 2 AlOF 54 -

c) 3 AlbF 52

Ty MIF VYT IV = LORAE 4 HERORS%., RS 1 R
12 [MC] AMPC 10mg/kg & %13 [MC] CAM 5mg/kg % #EL1#%5-

Ty MIT VYT T =) 10mg/ke % 4 HREIROHE G5, Ry 1w
M#ic [MC] AMPC 10mg/kg & %\& [MC] CAM 5mg/kg % L1 5
Ty MIF VYT T =) 10mg/ke & 4 HRERROE S #, w5 1 1
#%12 [™C] AMPC 10mg/kg & CAM 5mg/kg & %Mk [M*C] CAM 5mg/kg
& AMPC 10mg/kg % [RIBFIZRRP S



(6)

4) BHEBAOBITH
(%) (7 )
Ty M2 [MCl 5V YT TV = 2me/kg RS- L 20, MCId#S 5 7 TEAM
FISRAT L. 26 OWREIL 30 %12, HRIRTIE 6 RERIfRICY — 212572, ¥ —
JRERICE T S IREIZHERETRE M. DOTIHEE AP, HURIR.
BEDIET, K. M. BRERCREEr 572, P

CLENEILEN

BSHEZENDBITH
ok HAENIRE (ng/mL or g)
553 3043 21KF[H] 6IF[H] 24 BEfH
it e <0.01 0.1240.03 | 0.05£0.01 | 0.06+0.01 | 0.0140.00
i <0.01 0.01£0.01 | 0.01£0.01 | 0.01%0.01 <0.01
H i <0.01 0.0240.01 | 0.01£0.00 | 0.01%0.01 <0.01
T~ #E f& | 0.03£0.02 | 0.07£0.02 | 0.03%£0.00 | 0.03%+0.01 | 0.01%0.01
A Bk <0.01 0.01£0.01 | 0.01£0.00 | 0.01£0.00 <0.01
IN—=&—f# | 0.01£0.00 | 0.1020.02 | 0.04%0.01 | 0.04%0.02 | 0.03£0.01
(I <0.01 0.06%0.02 | 0.02£0.01 | 0.02+0.01 | 0.01%0.00
Bk M | 0.15%0.16 | 0.24£0.09 | 0.48+0.14 | 1.19£0.72 | 0.57%0.15
Jieg i <0.01 0.04%0.01 | 0.01£0.01 | 0.02+0.01 <0.01
i Jligk <0.01 0.06%0.02 | 0.02£0.01 | 0.02+0.01 | 0.01%0.00
Jiti 0.08* 0.09* 0.04£0.02 | 0.06%0.01 | 0.02£0.00
i fi& | 0.17%0.09 | 1.28+0.33 | 0.39%0.10 | 0.424+0.11 | 0.10%0.01
it ik <0.01 0.04%0.01 | 0.02%0.01 | 0.02£0.01 | 0.010.01
Jii ik <0.01 0.10%0.03 | 0.03£0.01 | 0.03+0.03 | 0.01%0.00
2l B | 0.01£0.01 | 0.12%0.06 | 0.054+0.01 | 0.05%0.02 | 0.04£0.01
= fi& | 0.01%0.01 | 0.46+0.18 | 0.16%0.04 | 0.1840.04 | 0.03%+0.01
i B <0.01 0.01£0.01 | 0.01£0.00 | 0.01%0.01 <0.01
B K <0.01 0.03%£0.01 | 0.01£0.01 | 0.01%0.01 <0.01
Mg W #H fik <0.01 0.03%£0.01 | 0.03£0.01 | 0.02+0.02 <0.01
H Eg | 2.71+0.25 | 4.18%+1.79 | 0.73£0.07 | 0.52%0.07 | 0.06%0.02
15 E£ | 0.50%0.06 | 1.56+0.50 | 0.55%0.09 | 0.74%0.09 | 0.10%0.02

miFFEAHEEE
(%) (in vitro)
v M IAVEIC in vitro THRMIL 72 [MC] 7V 77 U — L OEAMEE (BhE0E) 1397.7
~99.4%TdH -7z, ®

mean®+SD, n=3. * : 20D

1l




. R i

m

(1) BB ROABHER

ORHRBAL

(&%) lnvitro. 7 v )

F & UTHR. SRR K-> TkEitehs, Y
O

e b T T REDERER 2 HEE T B,

B>V 7 5T —IVDEEHERBESE

H H
H_s0,-CH, N H_s0,-CH, N
) T
N ™S HO N e

OCH,CF; OCH,CF;
M-VI M-IX

NHCOCH;

L s—ciecn
CYP3A4 N
o X COOH
/ M_ }q
/

H
N~ SO-CH; __N B co—cH, N
Y | CYP2C19 N\( 27
N ~ > l |
H,C CYP3A4 N e
M-VI

N
OCH,CF4
SoITII=I

H H
U _s—cH, N U _s-cH, N
Segwe SS=ave
HaC” N HO N e

|
N
N OCH,CF; M-IV OCH,CF;
(& 7a v EERAREZR 0 2006 4E 10 )

OCH,CF,




(2) RHBICEA5T2BE (CYPFH) OFFE. F5F

<& CYP D5y 118

(%) (in vitro)

F & LTCYP2C19, CYP3A4IzkfRiftchs, 1@
ONF MR R IS 5 1EH

(%) (invitro. v )

Ty by —a&ME L, YT 5= (60, 300, 1500ug/g &) % in
vitro TINS5 &, 60ug/g A LDEETT7 I /) v N-lix FILib e 7= ¥ 4-KE
LOWEMEAE T X2, F72, 300 Xid 1500pug/g DIRIE Tldp-= b a7 =y — )L O-Jji #
FULE p-= b T2 /) —LZIL IO TV AT 2T —EOEMEEE T X B 72,
Iy MY T Iy =)L (15, 50. 150mg/kg) # 1 H 1\ 5 HEKEROES L7228
A2, 50mg/kg YL EORE5ETCp-= b 72 /) =L 0L SV AT 2T —F
WD R, £72, 150mg/kg D5 Tid p-= b a7 = =)L O-fif x FOALIEMED LA
U ra AP0 LY b T L b BEMIIL .

YT I =Ty MIBWTin vitro TIRAFEMNREEROMEREM 2, KERD
P25 UG A I3 ER AR L 72, Y

(3) VDEBEHROERRVUZOHE
LR L

(4) KEYOBHEOFERVEML., FAEHLE
(BE) (59 b, 4%)
t MBS EZ B RE T H 5 M-VI U M-VIO 55 iR E & O Brigiss el
AL PBDTHELS, VYT 7 AFEEROEHITLE LTI VY IV — LA
ke ELLN:, P




7.

Bt
HERER T R U R IR
(B%) (5v . 1 %]
7w M2 MC] vV T TV = 2mg/kg ZREEG- L 72RO PR, 72 BRI TIRIEHE T L.
5L 72 MC D 18% 2RI, 81% MHEMHIZPRMt X Iz, PERADPEINIA S hish 5 7=,
412 [MC] vV T I 2mg/kg #RFOPG L 22O PR S 72 BERTIZITHE T L.
12% 2 RIZ, 84% HEMHIZHEM S 7z,
MC] 5V VTS5V —LEHEASHKT v b O+ IBBNICRE L7256, 24 B T#%
58D 60% B HRIcRt S iz, Ty P OBSHERITERIO T v F o+ RN RS
L3GA. %5 L7z 1C o, IRANOPEIEIZ 24 B TZ R ZFh 21% & 24% Th - 7=,
L72h > T, AP & 7z MC O —EIBITFREER #1175 Z L s S h iz, ¥

Bt 3
1) 2770 BREERORPHE]E
fEFERRA 6 i 2 r 71 1 10] 15mg & A6EE TS, 72, 1[0 30mg Z#EE FXITEH%
RO EG L 2BORMIZI. 5y 75— LoRERIBRE SRS, $XTR
HPTHO., Tho B L2 G% 24 K £ TORPPEMERIT 13.1~23.0% Tdh -
7zo F7z. 1[0 30mg #AER T T 7 HIEREH G L 2O Rp PR3, S HIXIE—
T, WA G1% 24 R £ COPRMEIX 19.6% &, 1 HHOPME (16.1%) (<
ke a3 Lo,

W E 5RO 24 BRI RBERPHEHE (%)

i BS54 | M-V M-IV M—KX E=xil

15mg L= 151£74 | 6.3£3.1 1.6+0.4 23.0%£8.5

30mg i 9.2+6.7 | 41£1.7 1.1£0.4 14.3+7.1
HIER 71143 | 5.3%3.2 0.7£0.3 13.1£6.5

mean®=SD. n=6

2) F2ITIIV=Ib, TEXIVUKIMY. 77V RO7A D o HRABORBHEM
RN 6T vy 75— 10 30mg. 7EFT ) VAN A 1,000mg (1)
fliy XU 59 2ua~v4 10 400mg (JIli) O 3 FlZ&HERE NICEFISRIORE L
ZZRORPIZIE, 7YY T T - LORENEERE SIS, 2 TR#EITsd. £
NS EGEHL 5% 24 Wi & TOIRPYRIERIZ 16.4% Th 72, F. HEFERAT
iz vy 75— 11 30mg. 7EFT ) VAP 1IE 1,000mg (i) KO
FY2Aa~v4 Ty 1H400mg (JIfli) 2B 1 HEHKUHE7HHIZ T H 1 MFER T,
% 2~6 HHIZHHAER KOS BHRISRIORS L 2EA, k5% 24 1l £ codRit
i3 172% &, B 1 HHOYRMER (14.5%) ISHARKELEI L1572,

WA 5REFD 24 BRI RBRPHEHE (%)

£ 57k M—VI M-IV M—KX =
faE T 9.3+2.7 6.5+2.2 0.6%+0.3 16.4+4.9

mean®=SD. n=6
(RFRBFEORE : 2000 4F-9 H)



HEitt R
TR 6 i 2 7 7'a > 1 [8] 156mg # 4R M2, F72. 1[0 30mg ZHEE T XITEHIKE
%5 U 220 B 510 BEf & o PRtk 24 R PEME O 2 h 241 89.7%. 86.6%.
89.7% T -7z *

8. FI2XAKR—52—ICBEY 5%
AU ER L

9. BNFICLDrEE
OIMLIHEZEAT

M 3 [ O MERF MLHOE TR T OB AR 8Bl 2y 72 118130mg # 1 H 1

0] 7 H RIS RICRRIG- U, 4 RRLEATIC K ABRFRERET L2, ZO/RR. %52 H

o> Ifil % 52 it BH i 2.5 IRe A 1% o I 4% vy 0 B0, 1k A4 10 B 01 i oD &) Ik 1 212.6 +

142.0ng/mL 2%t U, EFARMI 214.2 £ 146.0ng/mL. BH44 3.5 BER % TIiX B ARMI 233.6 +
53.9ng/mL. EHIRMI 252.2 & 54.0ng/mL &BHTIC K BREIEAD SN h 57z, 1™



10. HENERERT 2EE

1) SEREICE T 5MPiRE

GHEATF — £)
TR (FFii -

29~54 5%, “F338.0 %) 12 IR U4 S (60~78 k. ¥
64.8 %) 1261l v 77— 18] 156mg Xid 30mg % 1 H 1 [l & T 7 HRHAR
PG L7205 1 HH KOS 7 HHORZALHROMHERIZEE FiLD &6 0 T, i
FZTMHPED2 )T TV ZADETIZE &4 5 Ty DUER KT AUC OBEMIA A SR

77 %
BB E DHR
R A [=]iiE2)
(ng/mL) O 15mg B@EEs (ng/mL) O 15mg B@EiEs
® 15mg R1EEHE ® 15mg R1EHRE
1000: A 30mg BERS 1000; A 30mg ¥E#ES
i A 30mg RiEH#E A 30mg REHE
1m | m
s 100! s 100
- i. P i
B 10! B 1dE
; i
i
: o
1135\\\\\\\\\\ 1|\\\\\\\\\\
0 2 4 8 10 0 2 8 10
B R (h) B B (h)
mean, n=12
WEYEIRE/INT A —42
W R5E | %50 Tomax (h) Crax (ng/mL.) T1/2(h) AUCo-24 (ng-h/mL.)
$F1HH | 1.15+0.39 4134199 1.32+0.51 950+ 593
fd | 15mg
I BTHH | 1.29+0.74 396209 1.44%+0.62 1,012+ 855
i FIHH | 1.484+0.99 750+331 1.26+0.43 1,763%+1,056
A | 30mg
B7THH | 1.46+0.65 739+415 1.39£0.58 2,074%1,466
= | 15 $FIHH | 1.461+0.53 4494150 1.90+0.92* 1,334+ 673%*
; " M7HHE | 1354034 | 4204134 | 2.19+41.23%# | 1483+ 720*
"’ FIHHEH | 1.56+£0.94 773+£248 1.93+0.81* 2,678+1,144%*
% | 30mg
$F{7THH | 1.13+0.47 946+311 2.07+0.85%* 2,862+1,085*

mean+SD, n=12. * : {@#FRALOMICARZEH D, # : FIHHEOMICHEEZESH D. ANOVA




2) FEEREICH T2 MPBE
HEIANT — 4]
RN 18 il e TP s 24 5l (IF2% 8 (Al FRIEMENTIEZE 8 ol FEFCIEMENTiEZs
8HB) 127 V77— 110 30mg ZAEE T ICHEHES U 72K RZ LR ifi ik
FEIE, (ERERNIZ IR T, OBF R AR K OHFIZEE TO AUC DHE S BENA A

5hr, ®
W0 RE DOHR
(ng/mL)! O f2ERKA (=18)
: (FFre=sE)
m fF #(n=8)

x fLEMERTEZ (n=8)
A FEREMEFEZE (n=8)

th
= 100 |
E
1 O :
1
0 12 24 36 48
B R (h)
mean

WEYERE/NT A —4&

P Thax(h) | Chax (ng/mL) T1/2(h) AUC-24 (ng-h/mL)
R A (h=18) 1.5+0.5 | 1,033+£408 | 1.4+0.8 2.67+1.73
FIT B R
JiF%% (n=8) 1.4+0.6 | 1,080%+658 | 3.2+2.1* 5.20%+5.44
RAEVERFIEZS (n=8) 2.1+05 | 1,440+280 | 6.1+£1.5%* 11.7 £3.24**
JERBEMEFIEZE (n=8) 2.1+0.6 | 1,140%+385 | 7.1£2.5%* 10.7 £6.03**

mean+SD, * :p<0.01. *3% :p<0.001 (vs.fHEEHA. ANOVA)




3) BEEEREICHT2MmMpBE
B A OIS RS 7 61 (MEENTEE 5 B, TRAFI S A2 2 f)
Zar 7 a1 30mg A RFORE U 2O RZEROI PR, JEEBA & R
ik, #5244 B Irh A 5 IRIEE L 2, M

Wi FiREOHS

(ng/mL)
1200

@ 1000
800

# 600
4 mJ
mJ

O 1 I I I I
0 2 4 8 24
B R (h)

meanxtSD. n=7

4) CYP2C19 MEmFE%Z EM. PM (C41F =M
R A 8 BlE 7 vV 77— LOR#HEI2» 5 EM (Extensive Metabolizer) #f 5 {3l
PM (Poor Metabolizer) #f 3 5llZ43i T, &7 71 v 30mg #HE FICH RIS
U 72D RZACADIMAREII FREDO L B TH 57z, »

W FiRE DOHETE
(umol/L)
50 —-o— EM## (n=5)
o 40 —e— PMZE (n=3)
F 3.0
= 20
E
1.0
0 \ \ \ T T
0 2 4 6 8 10
BE & (h)
mean=*SE
W52V 75— IKRELEDEYPENRE/INT XA —4
AUCp-10 (umol'h/L) Crax (umol/L) T1/2(h)
EM# (n=5) 8.24+1.65 2.71+0.39 1.80%0.20
PM#f (n=3) 24.7£1.03** 4.51+0.31* 3.61+£0.33**

mean+SE, %% :p<0.01. 3 :p<0.05, unpaired t-test



11.

Z D

B9



VI &£ (FALOXESE) (CBY5IEE

1. BERREZTNDEH
REIN T RN

2. BRAREZTNDER
2. B2 (AOBEICEIBELEWV L)

2.1 ARAIDOKIT T 2 5EEE DD b 5 B
2.2 Vv ViERIE ARG hoRE [10. 1 2]

3. MEENIIRICEET %.F= & ZNDHEH
[V. 2. B FRICBE S 28] 22452 &,

4. BERUVRAEICEET 238 & T0OEH
(V. 4. HERUCHRICEET2EE] 22M35Z L,

5. ERLEAREE L TOHEH

8. EELEANEER

(BiE%E. T-Hm&E. MatEs

8.1 EMOMHMRET /7 ThendD T, MRAIZITHOWENWZ ENEF L,

(HRERER)

8.2 MERHEEIC BV TIE, M7 - HRERD R TEZ I LG5 L& L. Ak
FREOBED L VBHIREGTEZEDEWEIMETS 2L, /2. 1H 1R
30mg Xi3 15mg D512 & O ERIREEN RIS D 72 0 ki 9~ 2 REHIT. Bk X3
Glbick R T 2B 2hrm 055413 1 H 1 0] 156mg 123k E i
Hib$ 22, Ak, MEREARIEMICNHSIRAE %2 Fhid 5 & S84+
IZITH ZENREE Ly,

GEU 5 A B B EWTRE)

8.3 MBICk DR, FBRFOMFTIERI/BOBELAGNS 2L (LEBS2D 2
HRL L) 2#ERD > A5+ 52Z &,

i, AAOEG A, 8BS O BRI R OO LEEIC & 2 RER % B
WTHZENDBDOT, NHEMEFICIDINODERTENI L 2ERTHZ
b=




6. BRENEEEHIIHEEICHTIAE
AHHE - MEEZEDH 2 BE
9.1 AHHE - BMERZENH2EE

9.1.1 E¥EBIEOREREDH 5 BE

(1)

(4)

(5)

(6)

(8)

EpcEEaE

REINRTOHAEN

FripeE=ERE

9.3 [FigeREEERE

AORGH, PRS2 Z & 23d 5,

R FET B E

WEIN TN

TR

9.5 T3
TR SOIIER LT B A REME D & 5 etk 12 i3 E oGt akatk 4 Elnl 3 &)
WrEh 2551205352, @R (5 v b) 12O TR PR X
RO MAETRE X DBV AR O TS, B E- o4 F (R 30mg/
kg/H) THREHTZEOMMARD TS, Wik, Fy M3y TFI)—
L (50mg/kg/H). 7EF TV VAR (500mg/kg/H) KU2 59 2u~v4 v
v (160mg/kg/H) ZOFHEG U=k C. B TcoO#EEOHmE & 12RO
REHH OBEE R RD 5T 5,

& 3l 1%

9.6 IR
B EOFRME R ORFURBEOAEEAZE L. IO SUIh Ik 2 REH4 5 2
Eo BIRAER (59 b)) TRIHBABITTAZ endliishTtns, @

IR &

9.7 /MNRZE
N AR & U R REBR 12 I L Ty,

= B E

9.8 EeE

(KR 5 55 2 Rthd 5 & EHEICR G956 2 &, —fRISEImH TIZBR T WHE
KFLTHD, ZTOMAEBBEREDIKTE 55,




7. HHEER

(1)

(2)

10. HHEEA

AFNZT & LTI EIREE CYP2C19 XiZ CYP3A4 TR#@xh 3,
F 72, ARFNO BB WIIHIERIIZ & 0. OFFSER ORI A (EE ST IHIG 5 Z &8

H5,
HAZRE ZDER
10.1 HFRAEZE BRALEWVWI &)
A 4 BEPRAEIR - F5E v Wy - fabrxl+
VLR ) VIR | VL) VIR | KA SR WIREE-R I Y e
S VA ODEMZWHIT 55 | V) VIEBIEORINMETL, Y ALEEY
(2.2 ] Zhhdb 5, YOI IRE MK T3 2R H 5,

HRZER & ZDOER

10.2 ffAEE (FRICERT S L)

FHHAl
rI74F=7
A2 F = T KM
—uF = TIERE
AN
ILaF=7IE G
THITNF=T
) F=7
& F = 7 KM
K AIF=T KA
FINF=T b
IR IE A
BT F =T
A

RAF =T A &
DOHERIEATBE R O
WTBZ L,

N BRAREIR - H5E A ¥y - fakRA1

TEAET 4V TAT 4V oI | KR SIFED#HEREFAEL, T4
WEMETT2Z28 | 740 VOREEREST LI LENEZD
Nd b, nTn3,

sgoa) LZRMY | 2 2a) AZ00F | KEISFEDGEHERIC ST 5420
WERLEATHZE | 2 20RMERAMICHET 22085
Nd b, A6NTW5B,

vaFkvy FeRl AN D ER &2 1 | RFOH B iERIc Xk o a%

AFLDTFL Y WY SRR S | YOMAKSGHEAIHIE N, PTF D
5, M RE D B3 2R S 5,

4 5arv—-n FERCSRANDIER &0k | A A0 'H B o3 W R I & 0 A il Al

FuyrxF—¥H | 995D S, | OMHREEMET 20881 H 5,




A% BRPRREIR - $85iE 5 1 W - fabrixr
it~ 2 %o 4 WAt~ 2> L0 | KA #wHHERIC X % H M pH
B MMERZREI TS | ERICKOBIL~ 7 > T L DIERIE N
BENDH 5, KT3s0LtEZLLNS,
NLFEZADIIA DI | NJLE R DI A VIV | AFIOH Sy i EE R & % H N pH
[l WSO MR MK | ESFIZEDNLEZ DL AV ILBEOI
TT A0 REMERD | WIS W BB Zh2rd 5,
%,
AP FLFEY—L AMMLES—bO | BWRIEIAHTH 5,
MM s A4 %
bbb, AR
DXL FH—F|
154 554,
— AN AH DR
EHRiEdBZ a2
35L&,
AR N FEASEF O A8 | Zh 5 O ORH, Pt L+ 5 2
T EISL M AR S | LI (A AT TV ) THiE A
5 TW35,
fizzsi

OFF 740 v EDOMHEAREM
AR AT T 7 5 (GFEfip : 22~38 %) ZxIRI, #7702y 30mg 2 1 H 1811 HREFR
5L, %54 HE1IHBEIE7 I 2 740 Y 300mg (747 4 ) V05 240mg) %
[ARHIC AR5 LT, e - IRAP RIS & e L 7=,
2y raviE5E A HETIETA 74 ) YO AUC DI K U2 ) 75 (CLapp) DHY
A, #4511 HH T TyB KO MRT O 2353880 5 h 7=,
RO T A7 4) AGHZ O TIZHSE 4 HH. 11 HH & 412 3-methylxanthine DH &
B (9 20%) ABHENTED ., 27 7 u Yy ORIBHRSIZFEMEIER 2 FE L ¢,
TAT 4N v ORBEIEET S Z LR s hiz, 1%

W47 1) EREV 2T 70 HAKOENERE

T1/2B (h) AUC (ug-h/mL) MRT (h) CLapp (L./h-kg)
HM P 5 8.01+1.36 92.21+14.0 11.4+1.8 0.039%0.006
4 HH 6.92+1.24 80.2+17.4* 10.1£1.9 0.046+0.010*
11HH 7.07+1.13** 87.2x17.5 10.3+1.5** 0.042+0.007

mean®+SD. n=7 % :p<0.05. %% :p<0.005 (two-way ANOVA)

MRT : mean residence time. CLapp : apparent clearance



8.

B 1 H

(1)

11. Bl{EA
KROBHWERDRH 5bNBEZENDHHDT, BEE IV, BEIRDSNIGE
1235 A2l 3 a ElEY s AuEET S 2 L,

EXLEER & MERER

1.1 EXLEIEAR

(ZhEEHE)

M1 7F7145%2— (RERS. BEEZE. WREZE) 0.1% AW, Yavy
(0.1% A*Y)

1. 1. 2 SAMBREA . EFRIRE. BMMEEm (0.1% Ki*Y) . EREES (0.14% %),
/RS (0.15% V). & (0.14% ")

11. 1. 3 FTH%EEREE (0.1% &™)
wJEH, AST. ALT O LAE4MES BEEATEERERS 5 DI 22 L1 db 5,

11.1. 4 hEMHREIESLBAEAE (Toxic Epidermal Necrolysis : TEN). R & ERAE &
## (Stevens-Johnson FEMEEE) (0.1% A*Y)

11. 1.5 BIEMER (0.1% Ai*Y)
FEEL TZK, PRORIAEE, BiEORE (B F23h 6 b1l ER I
¥l X $FOMAE I L. KAOES 2dib L, BIEREFRILE Y FORGEHD
WY REEITS T &,

11.1. 6 RAEBEMER (BEAH)
SEEERICRESZ L HSHDOT, HEREMEE BUN, 2v7F=r ERS%) (I
HETHZ L,

11.1.7 |AEE (HEAH])

(ANYanya— -l OREORHE)

11.1. 8 BEMKBREOMELESEELKBR (0.1% Kt
AN ANT Z— - ¥a ) OBREICHNSATEF VY VKR, 25 2uv A Y
v TCIE IEERIGREOMME 25 BEE L RKGELZHEDONDE T LHdH 5D T,
W9, B O TR d &b GAICIZE BTS2 hibd 5 & &) 2 QU % 17
5T &,

T 1) FEBUFIE 12K & C OB I BLEIR G A DR R T <




(2)

Z DOOEIER

11.2 ZDODOEIEA

(BiEE. T2EBaE. YASREE. YRMEER. ZollingerEllison fEfZEE. V'S

AMBREYRE. BRAE7AEU CBRERFICHTZ2BEEEX I+ _ERBEEODBREN
#l. FEXTO4 FERRERRSEICH T2 BEEXI+2EEEEOHREDE)
0.1~5% A i 0.1% A HEHE AN
M ORE BB, LOFE 2 AL
P& HWaEETY) 7~
k=5 2
JFF ik AST. ALT. AlI-P.
LDH. y-GTP @ L5
1R RFIRERES %
AL BRI g, | EO. MEE, BAOAR. | EmR
5B I i . KW gk | B, v Y AE. IR
(collagenous colitis % | R, HN%K
#*3) %é‘@)
FErhehRER | SR, RS 5 DIRRE, AR, &
v, IREK
Z OAth REL AV ZTa— | ZMACEE. EE B 2T AH. BE B
L. JRIED L5 R, W BO LY | . (K MY Y Al
U, IO LORE, | i, (K27 2o A4
ARG, S FE. KAV 2 A IMUE.
&7 L v 4 MUE

 2) FHUHEE I3KR Hq“i T ORI BGENGE %A DRERICHD L,

W 3) TFHIAHESET 254 collagenous colitis HEAFEBLL T A H[REMA H 5 728, HPL IZAKFI O PG % h
k452 k Hﬁ%*ﬁﬂ%l HEEWE., OUbA. ZHMNEORFE2EBDSH I ENHSHOT, T, MFEIRD
SNBLAIE. WY ALEETTH T &




(ANYanya— -0l OREO#HEE)

5% Lk 1~5% Al 1% A<
HLE R (13.7%) . | WRREERE. IR R R HUL, WMEM, ERE. R
T (9.1%) ONZ%. &% L.
. HEEV, Bk
APz
JHF ik AST. ALT. Al-P. LDH.
v-GTP, €Y v vk
=2
1iL77% RFhERIEA . AFRRERIG . | VIR A
HMEREE %, Zfl
MW EORE JiE ZI¥E
R bR JE . AR D 0, AR,
LUHUE, 5 DIREE
Z Dt FUZY T AR, REE | BRERK
DLEH, BaLr z25ua—
LD ES - KT REA
itk PRBERGTE

4 HERNIBEEX I BB BT v TSI, TEFYVY VAR 5 20w
4> VD 3 F5 ORBRRAEICED <,

i NMETIT b ZAB TR S N T B EER (B 1% Ll E) BkOEEDTH S,

5% LIk 1~5% A
e MR (13.2%) . WREEFKE (8.7%) | oL, WERE. DIz, B, PRI
Bin
ik AST, ALT O L5
B gl
TR R B, B F L

WES) HEFRRIEEE I BRI BT 55 VYT I =, TEFVV) VAKHMKR T 5 ) 2uw
4y RiEA Pa=g) =D 3 FHHEG ORI DL,




HENEEARREERVERIREERE B
1) BiEE. T=HEBEE. WaiEE. ERERER. Zollinger-Ellison FERE. V5
AR REYRE

WEHERAORERKR
KGRI & T ikl
BE. + RS, W . WM £ 38 2% DMERFIRIEIC
e T U RO A o
EERIEIS . W R A S BH4 % AR & i
Zollinger-EllisonfiEf & [EIARRBRIAGE | st aisncis
A O Bl 1,888 81 103 223 2,295
RI1EFH FEBUE B 235 7 33 74 349
BIE FH I BUE R (%) 12.4 8.6 32.0 33.2 15.2
I e B
VS, AR W R, e
WM S, Zollinger-EllisonfiE {6 S G
oA R B R 6,260 283 6,543
BI1E F A BUE G 138 3 141
RIE I FEBUEGIZE (%) 2.2 1.1 2.2

WiESERRIERRIREE
OEMEE. B, WATRES. WM RE %, Zollinger-Ellison AERHE D K GE I
F TR K O LS IR FE 4 FH A

FEBAFIEL (%) BB (%)

BIMEF ORI KR & | 8BRS | . - AEF ORI KR E | 8GR . -

TOHE waEk | 7" TOWE| Ak | T "

(K- REFEREE] | 13(0.69) | 12(0.19)| 25(0.31) || [ZOfOHHBERE] | 1(0.05) | 2(0.03)] 3(0.04)
HYEH RS % 0 1(0.02)] 1(0.01)|] BT 0 1(0.02)| 1(0.01)

w B 0 100.02)] 1(0.01)]| % Bk 1(0.05)| 1(0.02)| 2(0.02)

SIS 0 1(0.02)| 1(0.01)|| [¥EHEE] 3(0.16) | 2(0.03)| 5(0.06)

ks 3(0.16) | 1(0.02)| 4(0.05)|| & 0 1(0.02)| 1(0.01)

MDA 0 2(0.03)] 2(0.02)| & X 2(0.11) ] 0 2(0.02)

JEPE I 3(0.16)| 0 3(0.04) || MR GE) 1(0.05)| 1(0.02)| 2(0.02)

% B 5(0.26) | 4(0.06)] 9(0.11)|| #IH>OIKTE 1(0.05)| 0 1(0.01)

S 3(0.16) | 2(0.03)] 5(0.06)|| DHIEEREE] 32(1.69) | 24(0.38) | 56 (0.69)

% 0 1(0.02)| 1(0.01)|| # D 1(0.05) | 1(0.02)| 2(0.02)

[FPiR- KAHHHERIEE] | 3(0.16)| 5(0.08)] 8(0.10)| W& nk 0 1(0.02)| 1(0.01)
EITI 0 1(0.02)| 1(0.01) % 1(0.05)| 0 1(0.01)

9 3(0.16) | 2(0.03)] 5(0.06)|| & i 8(0.42) | 9(0.14)| 17(0.21)

HLUR 0 100.02)| 1(0.01)||  AkkfH 0 1(0.02)| 1(0.01)

THELUHR(E) | 0 1(0.02)| 1(0.01)|| #k fH 1(0.05) | 4(0.06)| 5(0.06)

BEN 1(0.05)| 0 100D 1T ¥ 4(0.21)| 2(0.03)| 6(0.07)

[(BEHEREE] | o 100.02)] 1(0.01)| WMz 1(0.05)| 0 1(0.01)
oA Tt | 0 1(0.02)] 1(0.01)| HERKAER 0 1(0.02)] 1(0.01)

W 0 1(0.02)] 1(0.01) oo 1(0.05)| 0 1(0.01)

(BER-HIEREE] 2(0.11)| 0 2(0.02)|| DEEEAPLE 1(0.05)| 0 1(0.01)
H g 2(011)| 0 2(0.02)|| fHAREE 1(0.02)] 1(0.01)




FEBUIE (%)

SR (%)

BIfEH ORI | RaEHE | BUEIRE| o - BIEFHOME &0 | BUEIRTE| o -
ToOME w#EE | " TO AT ?&.ﬁl‘lﬁ oo

B 13(0.69) | 7(0.11)| 20(0.25) 2 i 0 11(0.18)| 11(0.14)
R AT 0 2(0.03)| 2(0.02) AR MERPRA 10(0.53) | 11(0.18) | 21(0.26)
R AT 2(0.11)| 2(0.03)| 4(0.05) ATy MERA | 12(0.64) | 11(0.18) | 23(0.28)
i 1(0.05)| 0 1(0.01) NEZSTEVIEA | 14(0.74) | 10(0.16) | 24(0.29)
B A5 ik 1(0.05)| 0 1(0.01) AU MERIT | 1(0.05)| 0 1(0.01)
1 Yk 1(0.05)| © 1(0.01)|| [AIEK-BAFREE] |60(3.18) | 20(0.32) | 80(0.98)
[AFh#-REEREE] | 85(4.50) | 51(0.81) |136(1.67)|| MURERIRA GE) | 0 1(0.02)| 1(0.01)
AL-P L5 18(0.95) | 11(0.18) | 29(0.36) RErpEkik D 8(0.42) | 2(0.03)| 10(0.12)
LDH L5 21(1.11) | 7(0.11)| 28(0.34) LA 2(0.11) | 1(0.02)| 3(0.04)
AST(GOT) k5| 31(1.64) | 29(0.46) | 60(0.74) FERERIE % OE) | 22(1.17) | 9(0.14)| 31(0.38)
ALT (GPT) k5| 45(2.38) | 37(0.59) | 82(1.01) HLEREE 2 (JiE) 5(0.26)| 0 5(0.06)
MyEeIL ey 5 5(0.26) | 5(0.08)] 10(0.12) ek (E) | 7(0.37)| 5(0.08)| 12(0.15)
oae)/—r VB | 1(0.05) | 0 1(0.01) HIMEREE 2 (6E) |21(1.11) | 3(0.05)| 24(0.29)
LAP -5 4(0.21) | 3(0.05)| 7(0.09) FFepERIE 2 (GE) | 2(0.11)| O 2(0.02)
y-GTP L5} 17(0.90) | 9(0.14)| 26(0.32) 2 SERIE A 3(0.16)| 0 3(0.04)
[R-REEE] [39(2.07) | 8(0.13)| 47(0.58) VY SERIE S GE) | 2(0.11) | 0 2(0.02)
AGHLELE; 1(0.05) | 0 1(0.01) ATEREERYS % (iE) | 1(0.05)| 0 1(0.01)
EA T ANE 3(0.16)| © 3(0.04)|| (MR- HmEMEE] | 7(0.37)| 9(0.14)| 16(0.20)
ZENEREIMEE E5 4(0.21) | © 4(0.05) I/ RS I 2(0.11) | 1(0.02)| 3(0.04)
EIVATE—UIANE | 11(0.58) | 6(0.10)| 17(0.21) /A GiE) | 5(0.26) | 7(0.11)] 12(0.15)
TR R I I RE 10(0.53) | 0 10(0.12) BEEMEAEEERE | 0 1(0.02)] 1(0.01)
&2 T — U IfILRE 1(0.05)| 0 1(0.01) || [mfREEREE] 24(1.27) | 6(0.10)| 30(0.37)
[Kav27a—LIfiiE | 3(0.16) | 1(0.02)| 4(0.05) L7 F=v ER| 2(0.11)| 0 2(0.02)
MEREAWD | 2(0.11)| 0 2(0.02) SEBREE Y R 2(0.11)| 0 2(0.02)
PRBERS M 1(0.05)| 0 1(0.01) PREE 15 9(0.48) | 2(0.03)] 11(0.14)
MET LT IVET| 3(0.16) | 0 3(0.04) PREWBCES TN 1(0.05)| 0 1(0.01)
Eoa—IUfiLE 1(0.05) | 1(0.02)] 2(0.02) PR & 1(0.05)| 0 1(0.01)
[ BkEE] 0 1(0.02)] 1(0.01) BUN L5 9(0.48) | 4(0.06)| 13(0.16)
AT 0 1(0.02)] 1(0.01) BOR 1(0.05)| 0 1(0.01)
ST 0 1(0.02)] 1(0.01)|| [ZctE&5E (BR)BEE]| 0 1(0.02)] 1(0.01)
L-mEREE(#K)] | 0 1(0.02)] 1(0.01) JEEETMERL | 0 1(0.02)] 1(0.01)
DAATEAL 0 1(0.02)| 1(0.01)|| [—fxEY2EREE] | 7(0.37)| 5(0.08)| 12(0.15)
Lo DUXLEE] | 0 1(0.02)] 1(0.01) P If e 0 1(0.02)] 1(0.01)
iEpz eyl 0 1(0.02)] 1(0.01) I R 1(0.05)| 0 1(0.01)
(& (DS BEE] 10.05)| 0 1(0.01) VUi A S 0 1(0.02)] 1(0.01)
BHIR TR 1(0.05)| 0 1(0.01) & B 2(0.11) | 1(0.02)] 3(0.04)
[FEOR 2R REE] 1(0.05)| 1(0.02)] 2(0.02) TOTAR 0 1(0.02)| 1(0.01)
A SE 1(0.05)] 0 1(0.01) SR (%) 2(0.11) | 1(0.02)| 3(0.04)
n% Wk 0 1(0.02)] 1(0.01) ¥ OE 1(0.05)| 0 1(0.01)
[FRIEREE] 18(0.95) | 12(0.19) | 30(0.37) BH AL 0 1(0.02)] 1(0.01)
BANEZTEVIME | 1(0.05)] 0 1(0.01) e 1(0.05)] 0 1(0.01)

IRGBIEHERT + 19924F-10H

PREAEORHERT © 20024- 3 H



OIEV 5 ANEH Bl WHtiE
E R AR EF L 81 il 161 (1.2%) 12388 &4, AL T, B0, k< b - 72,
F7o, BRREMOBREEII 6K (7.4%) 188D 6h, AFEMHP LY L e 8
L My 27— L1 -, tiish LDH 80 12k, fisf b ) 270 & 5 4 F80
2 7F, MvIMRBORA 1. AIfEREDED 2 1 Th - 7=,
CKFRRFERL = 2006 4 6 )

R EE 28 D EIN T b 72 KGRI & T 0 sl Je O BGE IR 7 1% i

FEGE (%) FEEGIEC (%)

RIfEFIORME | kR | 80ERTE | . - RIFER ORI | ke | 80EIRTE | . -
TOML | e | & " TO#E| s | & "
[BRAERVFERE] | 1(0.97)| 0 1(0.26) || Ifip LDH #4111 3(291) | 0 3(0.78)
Eh VY ARE 1(0.97)| 0 1(0.26) It ALP 541 4(3.88) | 0 4(1.04)
(mAERGY > NFREE] | 1(0.97) | 0 1(0.26) RFHEHEER Kok A 1(097) ] 0 1(0.26)
V) SER AN 1(0.97) | 0 1(0.26) TP ER Bk > 1(0.97) | 0 1(0.26)
(R REE] 1(0.97) | 2(0.71) | 3(0.78) || AFEEBRESEM 5(4.85) | 0 5(1.30)
FEED 0 1(097)| 0 100.26) || ~< bz Uy bEA| 1(0.97) | 0 1(0.26)
TRAEPED F 1(0.97)| 0 10.26) || ~EZovvEd| 1097 0 1(0.26)
IR 0 1(0.35) | 1(0.26) || HEEREAD 1(0.97) | 0 1(0.26)
FETE IR 0 1(0.35) | 1(0.26) || #&FrhEREIEM 2(1.94) | 0 2(0.52)
[BlEEE] 10(9.71) | 1(0.35) [11(2.85) I N Bk > 0 1(0.35) | 1(0.26)
i 1(097)| 0 1(0.26) || ARk 1(0.97) | 0 1(0.26)
T 5(4.85) | 0 5(1.30) F I ER B i > 2(1.94)| 0 2(0.52)
IR 1(0.97) | 0 1(0.26) I R B 1(0.97) ] 0 1(0.26)
L 1(097) | 0 1(0.26) || ALT(GPT)# | 4(3.88)| 0 4(1.04)
iR 5 2(1.94)| 0 2(0.52) || AST(GOT)#4fn | 4(3.88)| 0 4(1.04)
Ly Fys 1(097)| 0 1(0.26) || v-GTP %0 3(2.91)| 0 3(0.78)
W% 0 1(0.35) | 1(0.26) || iispzaLaFE—L8Em| 1(0.97) | 0 1(0.26)
[ERERVRSEAEE] | 3291 | 0 3(0.78) || I Z)RUREEIN | 4(3.88) | 0 4(1.04)
L 1(0.97)| 0 1(0.26) || MficHh SR EEBEHN 1(0.97) | 0 1(0.26)
B 1(0.97) | 0 1(0.26) || JRH 7 B BERME | 1(0.97) | 0 1(0.26)
% NE 1(0.97)| 0 1(0.26) PR AR 2(1.94) | 0 2(0.52)
(EERIRE] 22(21.36) | 1(0.35) |23(5.96) RAISER] © 2000 4 12 /1
Ik 5 1(097) | 0 1(0.26) PR ARRHERL : 2008 42 6 F




Ouitt i s OsHE CKIE) Tirbh7zidlk

A ATRE IR 223
B P R BUIE IR 74
RITEF R BUEGIZE (%) | 33.2
BI9E F oo % Bil% (%) BifE O FESE % (%) BI1E M O FESE B (%)
[B&- kBt EasREE] (a8 - REREE] AT T VIS 6( 2.7
BERRB (04) BRI 1( 0.4) ||~ b2 Uy M | 20( 9.0)
B € ( 0.4) || M (OIES) BEE] 1( 0.4)
(B - B REE] M4 P 1( 0.4) 1( 0.4)
Fi ( 0.4) || [FFREERES] 1( 0.4)
FHGEE (0.4) TP R 0.4) ||V v/ sEkmg 1( 0.4)
[ehiR - RAFHIEREE] AT ( 0.4) 3( 1.3)
9O (12.2) || [ZtE4ETE (88) =] 4( 1.8)
BHEW (0.4) FUAMEA 1( 0.4) ||AST(GOT) L5 3( 1.3)
(g spEE] [—fiE L EEE] ALT (GPT) k& 6( 2.7
85 L 1( 0.4) T ULFE —KE 1( 0.4) 1( 0.4)
CHbEREE] AVTIVZUHFRRIEIR | 1( 0.4) 13( 5.8)
e 5 2(0.9) 0B 1(04) |[B Y LY 7 1( 0.4)
SR ST T 1(04) || BRRK 1(0.4) 6( 2.7
T i 11( 4.9) || @ fdree iy 54 F R 31(13.9) 4(1.8)
[ ] 1( 0.4) || KEHI (%) v =y ER | 4( 1.8)
I D 1(.0.4) | 1B BRHY L DEN 1 PR L5 6(2.7)
B I 1( 0.4) | TE2) BHRIMED/NERISUIAR) -7 6( 2.7)
& 5 1(0.4) 2(0.9)
ol 1(0.4) i R R i S 7 B
e 5(2.2) PRI 51229

KRR 2000 412 A




2) BRE7 AEY CHBRERICH T3 HEEX+2iEEEE OB RIE

ORI £ TR
WE{EARBRXR
A 15 339
B FH FE BLRE (518 55
I R BUERFIHE (%) 16.2
WEEREERARIREE
BifEF O FRH FEBUGIEL (%) I Ok FEBUFIEL (%)
(BBEE] 27(8.0) (2 BEEHLIVUHREFATHE 1(0.3)
R 14(4.1) H A 1(0.3)
i 11(3.2) [(REsLVREEE] 1(0.3)
ALF 1(0.3) A AliLE 1(0.3)
Hilgr)—7" 1(0.3) (REHLURTHRIERES] 3(0.9)
337 1(0.3) FE PRI 1(0.3)
BAPS 1(0.3) s 1(0.3)
[ARFEE] 3(0.9) s 1(0.3)
TUILF—PEAEESE 1(0.3) (BRERARE] 22(6.5)
Aol i 1(0.3) I A 2N > 4 6(1.8)
fakp R 1(0.3) 1M AL-PHE I 4(1.2)
(HERRBLUVESHEBREE] 1(0.3) hrmsER BN 3(0.9)
M HESE 1(0.3) y-GTPH 2(0.6)
(MEREE] 1(0.3) ALT (GPT) %4hi 1(0.3)
BT 1(0.3) AST (GOT) ¥ 1(0.3)
[OiEEE] 1(0.3) PR e s S 1(0.3)
% 1(0.3) JFEER L5 1(0.3)
[fHEREE] 4(1.2) 1t FFCPKEE I 1(0.3)
JEGAEES 1(0.3) It~ 273 2581 1(0.3)
SRR 1(0.3) I PR8I 1(0.3)
[LYVREZIEIN 1(0.3) HERBAE I 1(0.3)
E 1(0.3) A IR A A 1(0.3)

TRERIEEERT © 201047



@OBLEIRE % A

WEERAEBERT
A ATE 1%L 3,255
IR 5 00 R BUE B 60
B P 25 0 FEBURERI 2R (% ) 1.84
WiEER R ERRIREE
R 5 O Tl FEHUFIEL (%) R % O R FEBUFIEL (%)
[(BRIE S LU E & HEE] 1(0.03) L 4(0.12)
&N % 1(0.03) PN DS 3(0.09)
(B4, BB LOHARBOHEY 1003 1D R SR 1(0.03)
(BERHLVORI-TEED)] ' LIq0d 1(0.03)
UMZAi 1(0.03) (RBBLUR THEBEE] 7(0.22)
[(REBLUREREE] 1(0.03) DTS 3(0.09)
BEPRS 1(0.03) A 1(0.03)
(=] 1(0.03) M I 1(0.03)
¥ 1(0.03) FHFEIE 1(0.03)
(R REE] 5(0.15) GRS 1(0.03)
D EN 2(0.06) (BHERBHLUEAEGEE]  10.03)
Wk F 1(0.03) 5B 1(0.03)
GEG 1(0.03) egith s 1(0.03)
JEG NEES 1(0.03) [(BHLURBEE] 1(0.03)
[(BEhLOmpgEE] 1(0.03) PR R4 1(0.03)
2R e 1(0.03) [— -2 ERESLCREHEOKE]|  2(0.06)
[(BlBEE] 40(1.23) JEIRTE 1(0.03)
A e 1(0.03) 178 1(0.03)
2 i i 1(0.03) (eI E] 3(0.09)
56 1(0.03) TP 15 1(0.03)
PN 1(0.03) Z)ANELTE VR 1(0.03)
ik 2(0.06) (ENEERT 1(0.03)
T 23(0.71) (5=, hE B LONE S HHE] 2(0.06)
25 1(0.03) iixfE) 1(0.03)
(EREERUR MU R s 1(0.03) EHEE T 1(0.03)
1L {5 it 1(0.03) (F AR R] © 20174F6 1)




3) IEXFO4 FMMAEERERFICH T3 BB+ iR EEOERME
© AR F TORER

WE{EARBRXR
A 15 223
B FH FE BLRE (518 36
A FH 78 BURE IR (% ) 16.1
WEEREERARIREE
BifEF O FRH FEBUGIEL (%) I O FEBUFIEL (%)
(BBEE] 20(9.0) (EEHLVETHEREE] 3(1.3)
T 10(4.5) PATELS 2(0.9)
A ANV ILGE 5(2.2) 2 B R EEIE 1(0.4)
R 3(1.3) (B BEMSLCHATBOHFED 1(04)
D 1(0.4) (BRELUR-TEED)] '
RRE =TS 1(0.4) PSR 1(0.4)
(FFREEREE] 1(0.4) [ERRIRE] 8(3.6)
FFFE e HS 1(0.4) M) 25800 2(0.9)
(EREE] 1(0.4) HEREOR A 2(0.9)
TR HRERE 1(0.4) y-GTPHN 1(0.4)
(MEEE] 1(0.4) LN B ek 1(0.4)
ETh 1(0.4) 1t s AL-PH#EI 1(0.4)
(IRIRES. BER b LU HRREE] 1(0.4) IGHRESI] 1(0.4)
I ] 1(0.4) GFERERBCE N 1(0.4)
[(BEsLUkgEE] 1(0.4) R ER A 1(0.4)
g 1(0.4) AL 20104E8
(R REE] 2(0.9)
LS 1(0.4)
IENT R 1(0.4)




@ BLEIRER A

WE{EARBRKR
A I 3,302
SR 4 0 REBURE 1%L 34
BIE O FEBUERIE (% ) 1.03
WEEREERARIREE
BIE 2 O FH FEBUGIEL (%) R % O R FEBUGIEL (%)
[BLIE B LB ERIE] 1(0.03) T 8(0.24)
TR 1(0.03) 53 5% 1(0.03)
(B B LUHARHAOH £ 4 1(0.03) L 1(0.03)
(BRBLURI-TEED)] ' IR AR TR 1(0.03)
] 1(0.03) FIA % 1(0.03)
(FEmEE] 1(0.03) I IPN S 1(0.03)
> W 1(0.03) L/¢d 2(0.06)
(R REE] 1(0.03) (REHLU R THREREE] 4(0.12)
FERE AR 1(0.03) BTS2 1(0.03)
[OiEEE] 1(0.03) ZE 1(0.03)
wy7z3 L 1(0.03) b1 1(0.03)
A 1(0.03) S BRI 1(0.03)
ARG L 1(0.03) [(HERRBLVESEGEE] 2(0.06)
(BREEE] 22(0.67) HHERIE 2(0.06)
HEEBA 4(0.12) [ £ BRESLVRSIAORE] 3(0.09)
g 1(0.03) FUH R 1(0.03)
N T 1(0.03) 178 2(0.06)
TRl 2(0.06) (P A ORHERT © 20174E6 )




4) BEEBXRITHEBEEICHTIBZAUINIZ— -

E0Y OBREOHE

O ENTIT b 725l & O BLE IR GE % M A
WE{EARBRXR
KRR E TCOFHE | BLEIRTE %A & EF
FHATRE IR 430 3,491 3,921
SR F A BURE 515 217 318 535
B EF R BUERI=R (%) 50.5 9.1 13.6
WESEREERARIREE
FEBUGIEL (%) FEELIE (%)
BRI ORI | KGRI & | BhEIRE | . . RVEF ORI | KGENS & | BLEIRTE | . .
TOHE| sk | " TOHE| #HHk | & "
[(BRERVFERE]| 1(0.23)| 1(0.03)] 2(0.05) || HEEBREEw; 2(0.47)| 2(0.06)| 4(0.10)
H 1(0.23)| 0 1(0.03)|| M 1(0.23)| 6(0.17)| 7(0.18)
M BE 2% 0 1(0.03)] 1(0.03)|| FHE¥B%E 1(0.23)| 2(0.06)| 3(0.08)
(MERRVUNREE]| 0 2(0.06)| 2(0.05) | kMg 0 3(0.09)| 3(0.08)
B BRI IIRE 0 1(0.03)] 1(0.03)]| ZEWIEHE 1(0.23)| 0 1(0.03)
RPHER IR A E 0 1(0.03)] 1(0.03)|| Makfsr s 1(0.23)| © 1(0.03)
(RBROREEE] | 1(0.23)| 3(0.09) 4(0.10)| WHILAR 2(0.47)| 6(0.17)| 8(0.20)
AR 1(0.23)| 2(0.06)] 3(0.08)|| #<V* 0 1(0.03)| 1(0.03)
FARIGOR 0 1(0.03)] 1(0.03)|| #& M5 2(047)| 0 2(0.05)
[EaEE] 2(047)| 0 2(0.05) | #®& f# 59(13.72)| 74(2.12)|133(3.39)
5O 1(0.23)| 0 100.03)| H 1(0.23)| 4(0.11)] 5(0.13)
AHRAE 1(0.23)| 0 100.03)|| voFvs 1(0.23) 1(0.03)
(R REE] 20(4.65)| 55(1.58)| 75(1.91)|| H AP 0 1(0.03)| 1(0.03)
VH 2(047)| 0 2(0.05)|| ZAkkfE 1(0.23)| 2(0.06)| 3(0.08)
RO FN 1(0.23)| 1(0.03)] 2(0.05)| M& 2(0.47)| 2(0.06)| 4(0.10)
IR 15(3.49) | 53(1.52)| 68(1.73)|| UBAMH% 1(0.23)| 0 1(0.03)
IR BE IR 0 1(0.03)] 1(0.03)|| UBAMEF _d8MA% | 2(047)| 0 2(0.05)
fad HR 2(047)| 2(0.06)] 4(0.10)|| F77xHEN%E 1(0.23)| 1(0.03)| 2(0.05)
[IRFEE] 1(0.23)| 0 1(0.03)|| HE% 2(047)| 0 2(0.05)
TULE—EAE S | 1(0.23)| 0 100.03) || FIER AL 0 4(0.11)| 4(0.10)
[OiEEE] 0 1(0.03)] 1(0.03)|| KM% 1(0.23)| 11(0.32)| 12(0.31)
g 1% 0 1(0.03)] 1(0.03)|| IDREFEHUMK 1(0.23)| 1(0.03)| 2(0.05)
(MmEEE] 0 2(0.06)] 2(0.05)| & % 0 3(0.09)| 3(0.08)
WAL 0 2(0.06)| 2(0.05)|| & 1(0.23)| 1(0.03)| 2(0.05)
(WERas. WA RURBEE] | 1(0.23)| 2(0.06)] 3(0.08)|| HhEE 1(0.23)] 0 1(0.03)
MR SEAC IR 1(0.23)| 2(0.06)| 3(0.08)|| [FTAREREE] 0 1(0.03)| 1(0.03)
(BBEE] 112(26.05) | 232(6.65) [344(8.77) || NFhkne B 0 1(0.03)| 1(0.03)
W % 100.23)| 0 1(0.03) || [RERUE THRHES] | 18(4.19)| 35(1.00) | 53(1.35)
L 2% 0 1(0.03)] 1(0.03)|| B yHIE 0 1(0.03)| 1(0.03)
% 1(0.23)| 1(0.03)] 2(0.05)|| == 2(0.47)| 4(0.11)| 6(0.15)
WM g 2(047)| 5(0.14) 7(0.18)| ZEGVEHKRE 1(0.23)] 0 1(0.03)
i 4(0.93)| 2(0.06)] 6(0.15)| FAIVERRE % 1(0.23)| 7(0.20)| 8(0.20)
R 38(8.84) |123(3.52) |161(4.11) || & & 1(0.23)| 2(0.06)| 3(0.08)
A 1(0.23)| 0 1(0.03)|| ¥ 1(0.23)| 0 1(0.03)




FEBUHIEL (%) FEBHBIE (%)

BIfEF M | RGEME X | BhEIRTE| . . RERIOME KGR | BLEGE | . -

TOHE| thldk | & " TOME| HEa | 7"

JEPERE 3(0.70)| 5(0.14)| 8(0.20)|| IFHhEREED 5(1.16)| 0 5(0.13)

% 9(2.09) | 15(0.43)| 24(0.61)|| FrhEREIE M 4(0.93)| 1(0.03)| 5(0.13)

LB 0 2(0.06)| 2(0.05)|| iV B> 2(0.47)| 1(0.03)| 3(0.08)

A B HLHE 0 2(0.06)| 2(0.05)||  ARriERERA 3(0.70)| 0 3(0.08)

=g uRE $hahd 0 100.03)| 1(0.03)||  FmiEkEikA 13(3.20)| 4(0.11)| 17(0.43)

(BERRRVELEREE] | 2(047)| 0 2(0.05)||  FMEREEE N 8(1.86)| 2(0.06)| 10(0.26)
WFZNR 2(047)| 0 200.05) || /MBS N 3(0.70)| 0 3(0.08)

[BRURBEES] | 100.23)] 0 1(0.03)|| ALT(GPT)#4/1| 21(4.88)| 17(0.49)| 38(0.97)
HAR 1(0.23)| 0 1(0.03)|| AST(GOT)#4h | 21(4.88)| 11(0.32)| 32(0.82)

(4HERRVIERE]| 0 100.03)| 1(0.03)|| ey vsEhn | 8(1.86)| 1(0.03)] 9(0.23)
LA 0 1(0.03)| 1(0.03)|| »-GTP#4IN 12(2.79) | 10(0.29)| 22(0.56)

[($SBERVHSRAEE] | 5(1.16)| 4(0.11)| 9(0.23)|| MrhavaFo—LEsd | 5(1.16)| 0 5(0.13)
B 0 1(0.03)| 1(0.03)|| ifihavaFo—usghn | 9(2.09)| 0 9(0.23)

O 1(0.23)| 0 100.03)|| )z e | 16(3.72)| 0 16(0.41)

oysid 100.23)| 2(0.06)| 3(0.08)||  ILFhpR ERHEHI 6(1.40)| 0 6(0.15)

AR VA 0 100.03)| 1(0.03)|| 7r7vsu fEE | 1(0.23)] 0 1(0.03)

[} 3(0.70)| 0 300.08)||  mMTATIVEA | 1(0.23)] 0 1(0.03)

[BRRIRE] 112(26.05) | 30(0.86) |142(3.62)||  #A&E WA 3(0.70)| 0 3(0.08)
MAHLDHSEA | 13(3.02) | 4(0.11)| 17(0.43)||  HshoL7F=vid | 1(0.23)] 0 1(0.03)

M ALPESI 8(1.86)| 3(0.09)| 11(0.28)|| BUNHgMM 3(0.70)| 1(0.03)| 4(0.10)

KFEFEERBONM | 3(0.70)| 0 3(0.08)|| JRITEIMERGYE | 8(1.86)] 0 8(0.20)

RPRRERBCMM | 18(4.19)| 0 18(0.46)|| bR 1(0.23)| 0 1(0.03)

AR | 2(047)) 0 2(0.05)||  FREARE 15(3.49)| 0 15(0.38)

AE'ZTEVIED | 4(093)| 1(0.03) 5(0.13)|  afithA LA | 2(047)| 0 2(0.05)

Vo SERECIR A 6(1.40)| 0 6(0.15)|| AU AES | 1(0.23)] 0 1(0.03)

) SERECE I 5(1.16)| 0 50.13) | i amA | 1(0.23)) 0 1(0.03)

HEREA N 3(0.70)| 0 3(0.08)||  fAERAD 1(0.23)| 0 1(0.03)

TR © 20004E9 H
A VIRHEST : 200843 H



@HMETE Z kb il

BNV N7 52— - EOV OREEEOSERKRHERICSE T 2EEAREKR

LAC* _ LAN* o LAC* 4 LA™
KE | Beg | AH5E) | SRR RE | SEE | A3H(BE) | e

woOfl % @ | 126 | 8 | 132 | 6% w Ol K @ | 16 | 58 | 132 | 680
IR P BUE1% (%) 131(31.0)] 48(38.1) |179(32.7)| 60(45.5)|239(35.1) Bl B %L (%) 131(31.0)| 48(38.1) |179(32.7)] 60(45.5)|239(35.1)

arEA | EMERHORES Bl ORI 78 B (%) aERE | BEHORE FIE F ORI 6 B (%)
2 R A 102 0 102)] 0 10.1) HE R 0 108)| 102 0 100.1)
BEREBMERE | 10.2)] 0 102)] 0 100.1) FESRsAE | o 108)] 102 0 10.1)
AKIEASTERS | 10.2)] 0 102)] 0 1(0.1) LI R 102 0 102)] 108 2(03)
SRS (i) 2(05)] 0 200.4)| 100.8)| 3(04) B0 102 0 102)] 0 1(0.1)
PRI T 307)| 108 400 568)] 9013 LR 0 | 108 102 0 | 100
e Hilti 5 0 1008) | 1(0.2)] 0 1(0.1) PN EZ: 307 0 3005) 2(15) 5(0.7)
%ﬁm 102)| 0 1002)] 0 1(0.1) — HEﬁZkEZ 0 0 0 108) 10.1)
o 0 0 0 1008)| 1(0.1) WATE Rz 0 108)| 102)] 0 1(0.1)
Je R 102)| 0 102)] 0 1(0.1) FIk % 6(1.4) 0 6(11) 3(23)] 9(13)
it itz | PEERBUARRE | 0 1008) | 1(0.2)] 0 1(0.1) FUE % 102 0 102) 0 1(0.1)
#i7 (PAY) i 102)| 0 102)] 0 1(0.1) T % 409)] 10.8)] 509 1008 6(0.9
. FINLOR () | 0 1008) | 1(0.2)] 0 1(0.1) T 0 108)| 102)] 0 1(0.)
;ﬁg?é‘*@ﬁ BEN 100 208 | 9we)] 205|100 WEG 300 0 | 305 108] 406
U 11(26) | 4(32) |15(2.7) | 9(68)|24(3.5) FRIE 102 0 102) 0 1(0.1)
Wt 55 102)| 0 102)] 0 1(0.1) ASTGOT)ES: | 0 108) 1(0.2) 12(9.1)| 13(1.9)
ZOMOE | WIS 51(12.1) 2(1.6) |53(9.7) | 6(4.5) 5987 | pp-psez | ALTGPTLER | 0 1(0.8)] 1(0.2) 12(9.1)] 13(1.9)
KETEREL kL SE% 1021 0 1002)] 0 1(0.1) || B —GTP -5 0 108)] 102 108 2003
R % 102)| 0 102)] 0 1(0.1) HTRe B s 0 0 0 2(15) 2(03)
oL 2(05)] 0 2(04)| 0 2(0.3) || R FeaERE | MAERES LR | 0 108)| 102)] 0 100.1)
sk AR () 2(05)] 0 2(0.4)| 0 2003) || o prpasz | IR0 102 0 102) 0 10.1)
ASEECGE) | 102)] 0 102 0 100.0) | A il g 0 108)| 1002 0 100.1)
fai e 2005)| 0 2(0.4)| 2(15)| 4(06) — "El%’ﬁﬁé 2(05) 0 2004) 108 3(0.4)
2 tafli 2(05)] 0 2(04)| 0 2(03) WSS 0 2(16) 2(04) 108)| 3(0.4)
B IR 4(0.9)| 1(0.8) | 5(0.9)] 0 5(0.7) || FUEK-RNRIEE | AFREERIN S ) | 0 1(08) 1(02)] 0 1(0.1)
T i 51(12.1)[24(19.0)|75(13.7) 15(11.4) 90 (13.2)| PR 3% FEH | BUN E5- 0 0 0 1(0.8) 1(0.1)
HEAE m K 0 4(32) | 4(0.7)] 4(3.0)| 8(1.2) || TR (&) FsE | B % 5(1.2)] 0 5(0.9) 0 5(0.7)
B 0 3(2.4)| 3(05)| 0 3(0.4) || FUEAR () E | A0 FETFU 2 100.2) 0 100.2) 0 1(0.1)
T s 307 0 3(05)| 0 3(0.4) 577 (%) 102 0 102) 0 100.1)
HLERE | F M 0 0 0 1(08)] 1(0.0) e 0 0 0 108) 100.)
o 10200 [ 102]0 |10 %gaﬁ@ﬁ T o o o | 108 101
a5 9(2.1) | 3(24) [12(2.2) | 2(1.5)[14(2.1) R (%) 1(02)] 0 1(0.2) 0 1(0.1)
W 307 ] 1008)| 4(0.7)| 3(23)| 7(10) W 0 108)| 102 3(23)] 4(06)
1 5(12)| 0 5(09)| 2(15)| 7(1.0) PERE R 0 2(16) 2(04) 0 2(0.3)
H O 0 432)| 400.7)| 100.8)| 5(0.7) || HEHUMekERES | OEnY D5 2(05) 0 2004) 3(23)] 5(0.7)
A 0 1008) | 1(0.2)] 0 10.1) T =) 7 5(1.2) 1(008) 6011 0 6(0.9)
TRFRREHEET + 20074-8H

1) KETIT bR 724D DERRBRIZ B2 & HAIDIHARIZ, 77V 75V =L 30mg - 2[al, 7EF 2 Y AKHPL,000mg (J7fff) -20@l,

2 5) A4 500mg (Jiffi) - 2[01%14 HB X310 HE

*2)

2 5) A4 250me (Jfii) - 2[E1%7HR

713)
A b= &) —)L400mg - 2|0l % 7H E

%

sksk
skskesk

— 100 —

P VYT I (L) TEFVVY VKA (A) L 2 Aa~v4L Y (C) D3AFIRS
VYT T (L) TEFVVYVARAIY (A) L Aba=2 =)L (M) O3AFIES
D PEE O FBIG RN U TR L 72 80RHZ IS “palpations” &L XN TH D, ZThEERTE & “filis”

kB,

YEETIT DN 1D DK RERIZ 5135 K HAIOIHHRIZ, 7V 77— 30mg - 2l 7EFT 2V Y AKHP,000mg (Jiii) - 200,

YEETIT DN 1D DER R B2 B EAIOIHHRIZ, 70V 77 —130mg - 20, 7EF 1 AKH1,000mg (1) - 217,




9. BRFRRERBRICRIFIHE

12. BEREREBRICRIEITRE

(ANYanya— - g0y oREOHE)
FYIVTIIT—LEDOTa VKRV T VA =R TEFI L) VAR, 2T
Z2av4 Y VEOHEWE RO A b= g2 = LOR-T R 5 TE% TIE. BC-R
R GRER DY E AR OBIENEIC 25 2 W REVED B 5 728 PCIRFIFRGRERIC X B BRIA

HEZT S HAICIE. Zho OB OHRGHE T % 4 HUEOKR R THEIMEY 2 Z &1
L,

10. BERE
WREINTWHEWN

11. BHALEDOEFE

14. 1 EFZHFEFOEER

14.1.1 PTP A0 #H A I PTP > — r 26 WD ML TS 2 k5 #EE T 5 Z &,
PTP ¥ — ORI K O, BROG A EEREANFA L, HIZ3ZELE2 I L
THEFFA R EOHEELAIELHFRT LI LD 5.

14.1. 2 AFNIFD LI TR AR X &5 & T 5720, K L THRATBETS
5, £/, KCTHRHT5Z &4 TE5, (ODEDOA)

— 101 —




12. ZOMOEE

(1)

(2)

BRER{ER (CE D < 154k

15. 1 ERER{ERICE D < 15k

(zhEEE)

15. 1. 1 KA R GHIZBEOHE R ) — T 287 L ORE» 5 5,

15. 1. 2 KFNOF G P EIFIC K BERERK T 52 L0355 DT, BEETHNT & &R
DS AfG5T5Z L,

15. 1. 3 BT B T 2 OB T, 7 b VRV T4 Y E X I X B3BRIZBWL
CHRERRE I 5 BT, FRIEET. FHEFHT O 2 2 BMAHE S hTn
%, TR, BHEXOCEEB Q1HELE) OBREE2ZTZEBEHET, FiFF0) 275
BEmu 7z,

15. 1. 4 WM BT 2 BICABEREE 2R & L2EBOBISE T, 7u bRy 74y
LR — AR5 LEEREICEW TR N VYL - Ty T4 VILIC kB H IRy

DY) AT BEMBHRE SN TS,

GEV 5 AME BB R

1515ﬁLW@@F®m029?®5¢%M% M. AL =T RS D OWT
TUZ G Y LR WA ICIEARAIDIBFEI R G 5 s < W T & A ERIRRERIZ & DR
éh?méoW2§%]

(BERAE7ZXEY U#E5EICHE T 2 BEEXI+T 2B EE OB R

15. 1.6 (KHE T A ) V5K 5 BHiEE X3+ Baagofig ) 2213, N
N A — - ) RRYEEROMEIC X D B 2RO H 5 Z & HEERARER I
LXDRBEIh TS,

=il

FEERPRERBR (CH D 1R

15. 2 FEERRFABRICE D 1Bk

15.2.1 J v M2 52 FEFEREFR IS U 7238k ¢, 50me/ke/ HH (HEPR RO 100 £5)
2BV T 1N RO R EBAIIE A 580 6 h T s, 10 X512, 24 » A B5RE
OS5 U723 BR T, 15me/kg/ H DA E ORI 350 T RO K HE R B AR o> 726 B8
M. £7-. Smg/kg/ HU FLOBICEWTHDO AL F /4 FEELRAD SN TED,
MA<T., W7 bD 16mg/kg/ HUA LK UHET » b D 50mg/kg/ HL EORFIZI N T
I D F A S DI 2580 5T\ B,

RS R & ORI D W TE, v ZOBARMERER, 4 X, FIL O
REE TR OENT, Ty MIRFAEGZELEEZEZ 6N 5,

15.2.2 7y MZF VT 7V =) (15mg/kg/ HU L) . 7 EF > ) VKA (2,000mg/
kg/H) % 4BRBPFARIRSG LB KOA X277 vV 77— (100mg/
kg/H). 7EF V) VAR (500mg/kg/H). 27 Z2u~<4+ Y (25mg/kg/H)
Z 4HEBOFHROERS Lz T, TEFR Y V) VAN AR S B OIS
L 7= BN SIR 358 5 T B 08, fEaE 7 &+ 2 20 YRR PR %1287

HL7Z28DTHD, KNTHH LZEDTIEENWT EAMERI N TS,

— 102 —




X. FEEEREAER(ICREd 518 H

1.

TR
EHEBHR

(1)

(2)

[VI. 3B 25 H | OHBR

T IEHER

1) So975V—IVO—iREEER
7 V) T T =IO SR A S FREI & O CRGT L 72,

1)

2)

3)

—HEREIR, AR ORISR I3 5 1R
v Z (1,000mg/kg. #211#¢5) THEELEGOHBEROEKT. v 2 (30~
300mg/kg. #2M1#45) CTHRBEBHEROWD. XV b L —)L O 1 RHRTALE
T~v 7 2 (30~300mg/kg. #XEE5) KO°F v b (100mg/kg. FXCES) CHER
B OMER, 24 BERIRTALE TV 2 (300mg/kg. #RIOFES) CHERRIER O KA
PAY (W
NV SV E & = VREIRIE NSS4 2 EH O 5 5. WEIR KR 0O 85858 4F FH3 i oo
SRR A KB, WRAHE ) o0 JEE 7 P R KA s L 2 . O T, il
B ORISR L TRFEEDIERH AR L T Ang L&z shiz, 177
a7, EATRR, BERRE R ORI 3 215
ELEy MEHOFEEARICK LT @HE (10 mol/L) TALHEDIE 1 D
Y& A0 O BRI B OB 2 WD RO A IC R LT, AR
(10 *mol/L) THERE ZNHIEF A3 B M7= 05, Z DM & 2 e &R & &5 5
7zo 100
RILE VIS B1EH
7w b (150mg/kg/ H. 4 BERREORE) T Ml X RS T 2 b 270 v OfK4HE,
M7 K% OV N EA T LH OEfEARRD 5 iz, ZOIET 2~ 27 a ¥ OEf#EiE. 50
~500mg/kg/ H % 1 3143 2 MRS L5 v M2k % hCG Afiki T8k
oMz, /2. in vitro 128 W T 3.2ug/mL LI EORE TR¥EMMED 7 2 b 2
Fou v AASRWEER 2R L, 7y Fey v RO 2 buy o VEHIIRRR
HoNLh o7z,

(KRR 1 1992 4- 10 H)
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2) VTSIV TEXDIDUKIMY. 770 2071 D HARO—IREEER

Y2 BIBE TV T IS/ TEFY VY VAR (AMPC)/2 5 ) ZAu v A4
v v (CAM) [50/500/200mg/kg] DPFFHARITFL-TIE, WA D & RGO ESE 2 ]
DISHZHE & 2 AR I A & e 5 720

WA 2 12F61F 55 V) 75 —IIL/AMPC/CAM [100/500/25mg/kg] DOHFFH+ 14
BN Gk, G % A b — @M Ok, M, 220 IGE T R O/ 0E dP/dt
max OEEERENING OO ERX QT MEOBEE NS A S N2, WwWIihd 60 47BN
BITE L7z, F72, BT 60 KU 90 7T RN T 23R S =28, £ Ofil

DINT A= RZIZDNTHINTRORIZ BT EH L 2 fEHIZA S NG5 72,

CRGRIFEDRE - 2000 -9 A)

(3) ZOMOZEERR
MRS L
2. SMHER
(1) BEREEMEHER
1) Z>V75V—-IILOEAKRE SRR
(LDsp» mg/kg) 108)
EojEY/pE v 7w b
Pe 5% g ¥ g %
o0 >5,000 >5,000 >5,000 >5,000

2) SITII=N, TEXIDUKIY. 77U AOYA Y UHARORBIRS S

BR
Ty M VI T I/ TEFTVY VKA (AMPC)/2 7)) Zu~A4 vV
(CAM) [2,000/2,000/1,000 & %\ i 2,000mg/kg] % HilOIF ARG L 22658, W
FThE AMPC & %13 CAM IS T2 & E 2 5N 2Z(LDABA LT,
4125 )75 —II/AMPC/CAM [2,000/500/500mg/kg] % Hi[mIff HRE 5
L7z, 9 vV 75—, AMPC & 2% \WE CAM ST &E 2 6h5%41LD
ARAENTz, Tz, FHBEGICX D RICEELZRASNEL S5/ Eh 5,
DERFEGC & D BRI 2 Z L3 v el S iz,
(LDsp» mg/kg)

B 7 b 1 X
o i AN I %
@ 7075 —=)/AMPC/CAM | V75— /AMPC/CAM
>2,000/2,000/2,000 >2,000/500/500

CRGRIRFEDRE - 2000 -9 H)
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(2)

REHZRS SRR
1) STV —-IOREBRSSHRRER

BYIRE | PR | BRI | 5 (mg/ke/H) TR (mg/ke/H)
43 * &I 15. 50, 150 15
133109 frqm| 5. 15, 50 15

o b 13 * EEqm| 50 (IRI{EPEEAER)

263 * FRIT 2. 10, 50 2
52110 | 1.5. 5. 15. 50 1.5
43 * &I 30. 100, 300 30
1331 | 5. 15. 50 5

3 263 i * e | 2. 10. 50 10
52;F 12 FRIT 1.5, 5. 15, 50 5

OF=ENo} -2 -

Ty b TIE. 4 KO 13 AR CREMINE 0O 22 Ha b SR AE N FE A0 53 SR O 4
PRI A S, 130 26 KU 52 BERERIZ 6\ Cid & S IC FEMTBD ALK & U#E5E
AN AFSRMEMIIR OB MR 5 hTnd, Zh 6 OEIFKRIRIZ L > Tk T 5
WHEVEDZALTH 5 Z & 28 13 P 5 MR THERE S h T b, 26 K152
BRI, RO RIS A T E AR DR & E_ B OB AR b Tn B,
4 XTiE, 4 EEER L D EEfa 022 a b2y, X 512 4 KO 13 EHERERIC I TIREE
NaDIEFENFRD 5T 5,

D EDEZEALIE, RFEOIPMEHICH R L7223 DThsLEL 6N 5, HIb. Bl
a2 hafbid, RIEEEHINL 2 & D7 W% #F L < T 2 Z & 6 EEfifa D 2R
RICHE Z il b 0 . EEMRa 2SI BORREIZ IR 72 B 2 &1 & 0 Sr i 8
WIRL28 D LEZ 5N 5, iSO, ECL fileomeE1o6h,
. AEOFGOB IR X B A 2 MY VIMEICK S EbEE 2 6h 5,

O N IVENGY -7

Ty P RUA XD 13 ERETH A2 M)V OEER BREICIE S ZBD 5T\ 5,
o PO 13 EMEEG-REMRABRTE H A M) Y OEME. H X M) VEEAMEO I
KOG OB A A SN T OB 5, WEFROZLERIETHIEL TW 5,

N

©FR 1WA NO) 7

AFEMOMRAETIE, 7 v b4, 26 KU 52 M8k, 4 XD 4, 26 KO 52 JdakE I
BWTHIMA, 4 XD 4, 26 KU 52 3R THIMEREEDOIMARD 5T b,
HHETIZ, A X O 4 BB THRFECRANEB O WA & B REERRAT B D HE A FE
ENTN1 5,
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OHFfidi~ 0D 2%
7y b T, 4EEE R O 13 EE G- OE MR . IFEE O, 25k
B X% O8 13 A% T I o HE K R0 W 1l /N AR D B2 B AR 35880 © T B 23,
WFMOZLERETIHREL T 5,
A X T, 4 KO 13 EERER T mi/ MR O RE TR 5, 13 HERER T fthic
ALT (GPT) OEMEARD 5T b,
&% DAt
F v b0 4 KO 52 FEERER CTIREIMOPH], Z v b o> 52 B CEME OB,
72 A4 X0 4ERED 1 FITCAHEEBOWA . hE - BHEROWMD 2, 25124
X O 13 FEFER TR Sy WOTHE, T, RO 2D 5N TS,
Ty bD4, 13, 26 RS2 AT, Z b L ZICBEME L 22k L E A4 5 h Bl
HEOWAD L ZEE21 0 6T b, 13 EF G MERER T & RO Z 1A S
NTWB 2, KE4EBTHEL T3,
7 v b D 52 JHFAERD 50mg/kg/ HHF THREHE ML O K O 1 i1 AL RGHER
HINERED GRS 6T B,
(k@ KGEREREORE 1 1992 4F- 10 H)

2) SVTII=I, FEXIIUKI. 77V RO71 D U HABRORERESS
HER
F vy MZF VYT I =)L 50mg/kg/H. 7EFL V) VAN (AMPC) 500mg/kg/H
LUy 5y 2a<w4 vy (CAM) 200mg/kg/H %, ZThZhHMMD 5003 3 FIPEH L
f4ﬁ%ﬁﬂ&5bt%% WFROEGEHIC BT EIECHNLRD 5 ik r -7z,
PRI KD, —AEERBE CIIE T ORAR, %IGONEN. WM, IEEsizm. AEHn
@W%&Uﬁmimm¢ VLA K O AR AL 7 B R A C ISR AR L ER B, 7 v
7 I VRO A/G HIOBAES . AR AERAETIE T I /Y VNS X F L
LRERTEVE R O 7 =) VKB RIEVE OBl A, H iR/ ME, FIEAE
POWEFL. O & O E RSO ARG, A e i RlE < i 8w (KA.
HHFEROEME DS 2 Ik @EEE . FEEROBEME, OEE RO S % I K i fE
] K ORI E & O =il A, P BRI MR A I3 B I M O R K B 0N g (b A3,
JHF M PR HE OO HE K M OSHBAE b Re D Z2fafb, T2 vask e o=, B s 2 1 5 i
RESHE ML OTWR KO HRILD 5 5 LA S iz,
IhoDZ TV IhE 5V T 57—, AMPC & %\ id CAMIZHEK$T 5 & H 1
SNBZNTHY., PFHLGICKOHAICEELZBAONE, 722805, 3
AP S K D BEPET S L3 snEE L b,
4 X125 V75 =)L 100mg/kg/ H. AMPC 500mg/kg/ H % TU* CAM 25mg/kg/ H % .
ZTRZhHMB 5013 3 FINFH LT 4 EBREORS LR, WIhof5HFicsun
THIECHNIFED S e h > 7z, GEHIZ KO —MIEREISE TR, f55K ., & @R,
TR B OFE PRI A, BRI MR T O REMIRL O 22l b S USEREAS . IR
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(3)

(4)

BRETIZEMA, MEAENFIRETIEI N 2 254 FORBEBALONTZ, THhb
DEZNFhE T VY TS5 =), AMPC 2 WE CAM ISERT 3 EEZ2 503
ZTHo, PFHEGICEOFiZICEELZEAO N A 5722 &5, 3HINFH
BHICX0FMESNET 2 sV EELO N,

(RFERERERE : 2000 -9 H)

BEEEMHR

1) vV 75— O%REERER
in vivo/in vitro ANEM DNA &GRSR, MR IC & 5 15 Im28 Fadbe, Biasfiieic & %818
TR TSR, RiEMIeIc K 2 Q@ ik BB K O~ 7 Z/MEERERIZ I v T R M
EREH 5N TV,
(KRR : 1992 4- 10 H)

2) FVVTII—, TEFRVVY VKM, 250 2a~v A U HREOZ SR
FUIT T, TEFVV) VARG 5 Z2a~v A v v EHFREOERS L7
< ZD/IERERIZ 5T, AIMEDRINNZEES 6 T,

(RFERERERE : 2000 -9 H)

»AREMERER
< 21215, 75. 150, 300mg/kg/H. F7-. 7 v M2 5, 15, 50mg/kg/H K U85, 25,
75, 150mg/kg/H & &4 24 » HEEHREOHRSG L2 TIE. 7 v b O 15mg/kg/HEL |
OFET, KFKIZX BRI H 7 2 Hifi & LH HOMEFR &% 2 51 5 KL RS SRR
ORAERMA, 72, T v FOREHS, AHEOFKIIEIZIEDS < H 2 b ) VIIES
FHIHEHEZSNBHDOHILF J A FEHEHRD 6 7zLIHIiE, BAFENEZRET 2 07 7
D 5N TR,
¥, MEF v O 15mg/kg/ HY LR CHET v D 50mg/kg/ H DL OB TR O F 4
S ORMARD 57z, v 7 ZOBAJEMERER. 4 X L O TI3RED 51T,
7y MR AZEEE L BN 5,

(KRR : 1992 4- 10 H)
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(5)

EIERAESMSER
1) So9FSI—IILO4ETERESHRE

5 & 22 (mg/kg/H)
td "

(mg/kg/H) BE | Y- AN
LYY Fyk 5.15.50 15 >50
BB P 5 AR Fyh 30.100. 300 30 100
E RS- R 3.10.30 10 10
JEPEIA R O FLIAP 55A8% | T b 15.50.150 15 15

(&5 RE )

BEcid, 79 P RO HF L& KkBROH b 20038 i TR OB,
BHEOWA PR SN TS, 7 v P OERGAETIE, SFFICHERORBMAAS
N7z, THEAREOEPERICH S Iip 7 2 b)) v oMIncERE$T 22 e 5 1
bhb, ZOMIZIZT v F OEETEEE SRR O 300mg/keg/ H B CHE R ORMNA,
F v b OEHERERD 50mg/kg/ HEEDHE. T v t DS ERR IR SR8 D 300mg/kg/ H
BEIEONC T v ORI EE K O Pz FLI 2 55087 D 50 K U° 150mg/kg/ H ¥ CTHig i & &
WY RRDENTNDB, 7 FOHRE IS %D 30mg/kg/ H T3 15 filvh
1 FIAERR 13 HIZFELE LT 5,

IR OHRROBETIE. T v b OWREEIE S RERD 300mg/ke/ HEE CHRTLAED
BRI 2 (KT R OSAI D BRE e BB A, & 7=, 7 H X OB E IR 5 AR D 30mg/
ke/ HFECHERSEC OIS A MARD 5 h T, Zho D&k, BEMNckid 5
REORNINE], BHEORMD & EISER L2 “RINEZELEEZ6h 5, HERD
BiETIE. 7 v P OB GO 300mg/ke/ H i T ORERINNRD 5
NTW32, ZHEREMIC T 2B S ka2 eEL6h5, 7 b
O JEIEE I K O FLIHE 538k Cid. 150mg/kg/ H B CUlH HAR th O 2B fF R O 751K
T, KU 50mg/kg/ H LA EO#E TIE H 2 & BEFLIE & T Y PR E B IIHNH] H1 72 9
bNTw5, B, MEOHER., HERE S, KRlBRovFhizlsnw s Eidist
FFRCT N EZ IR S hThan, 1Y

2) SoVUTIIV=IL, TEXIDUKIY. 75020712 HABOEERESM

AR

WEEE (ER6 H~17H) ©J v bMZF VvV 75V =)L 50mg/kg/H. 7EF Y
> VAR 500meg/kg/ H RO 5 ) Za~v4 ¥ 160mg/kg/H %A, T ZhHb
B0 3 AP UTRIOEEG L 22851, WFho# 580250 C & B sEC il
RO ooz, PHIZK D, —HERBER CIIHEM RO, R, BRI
AR TR AN O] K& OFE BRI 4 58 U 7= T RO A 6 iz, SRy
BORERGIZER L 72E 2 6h 2 5hms, wEERCIEREEOSE. T
MR O — ) AR A A SNz, L L, SRR OB R B IR DB A
SNkl
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(6)

(7)

AEYE R OGRS T3, IRRIRE OIS A 5 h =28, IE - RSB, AR
PEEG, R - 2R RO DI I RO B S h e 2 5 7=, PRI & 50
TERBIERICBWTE, BROPELEEL NI REDHIVEIERITIBD LN AL >
720

DLEORER, 3AlE IS 3§25 &, BEOREIRNEEI N2, KBiticx LT85t
fEF & 2 WIdMERTAERIIR S e &L 5 hiz,

CRGRIFEDRE - 2000 4-9 A)

BRI B
AU ER L

Z DR DIFHEM
PR ER
v AKVPELE Y b EHOZRBRTRPUFEMTEZRED STk, 19
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X. EEMNERICET SEE

1. RHEXS

B AR LAV
AT REE LR

2. BHxEIE

Oarravhren

AN - 42 2 A
Oarruay oD g
A 3 4

3. ARRETOH

FEimR(T

4. BBV EDEE

EIZAN

5. BEMTEM
KFThDOLEBY A
CEHAIEEE CHD

€ CEETT)

EOUEOREREE

ﬁ l _,_ E # é !b ’N SEOUBERECHET 30, SRHETEYICRALT RN,

6 SEHDAGTEREMS LY, BAEPELELTLESL,

n —~EO UM AR ERT £ SI06 Y, BEFNECLLEIS

EOVEDRERES @, SREICL>TEOVEERYELS ENHEUET,
?fjﬁjfi‘?'» EOUBOREICEY. BANE _IEMAR STHBEAEDE. FILI—LOMER (B8 ERIT L,
2L, HETSRROERCARMBODRIBESET, SEBSNSESE. WML EED 1 BRERA TSR,

_ 12U, ROBAREME S EMUADESRREZVTHE, RTRTE

EOUEOREIEICOVT MO SHATL ST, BHIC 2 BHE—RICRATEUTEE A,

2HED [HME| &1 M0N0 (REOHIENSHR] DSt IAE, BERIEDWT
1828, 70MikAE, 4EMUEEALTHS, POUBERETE

LI OREETVET.

R . tediiifa f b SBE.
BEHFRNOBSIE. ZREBIEE MR SNTUET, ZREBTE R T, S S REr RO EE LN A
WM REL TRUGE T T, FECHROHAEDLEL, HHEFERRSICHIELT < 2E0,
HEOUM; = [ Ism EXT.
MUNEMEETIZETY.

1 :
i :
i )
| <WB, BULFMEREERRORE> !
| MUOBRERSS THALT SV, SRERBEANGERIAE
| <BUET. LR, BAERITLSSSETM, ERRBIUES |
i )

BEfEOLHOERIE. 1828 (98- 2) 7BM&8EHT

BRALTLEEL,

TEEDETESVICELLRHFRTDENBETT.
BMBEPOENEI VT DS HEIH T,

Bo@SICE. EAEFTEREREICHEBLTIEEL,

<E0i, ALEIEREBCEES>
BHOAMRTEROEAEDLT 3OTREL., BHESTIZRMSTIC

HBRLTEEL.
BEAEORRFER PRI [ttt
[l\': DUVPLILF—-O5DHR. BEEFERERSICEBLTIEEV. ]
sREBARSOERALELES /
18@ | 2Em | 3EW | W | sE@ | =@ | 7Em ERRNS

maEl Aael 8B

]

A Bl AB
L I B

=0 - |
{ [ | ( )

3 O .' C | C G| -
(77 TsTr-2nzRat
XKWETENBZENHD FT, RITONE XY = 794 b (https://www.med.ts-pharma.com) %
I 7220,
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. EERFEEERAH

F—H% - Pl

[l — o 38 - SRR FE R IR

i

B O AATTS=IN, FTRTSFIS—LF YT A

A
~F

1990412 H31 H (75 2X)

. RERTARER B RUARES, EMELNRKEAR. REhMAKERR

LIRS ] .
Wi - KA
s AN Rt AN EHN
2rrayh 7L 15 20400AMZ01104
19924£10H 2 H 1992411 H27H [19924£12H 2 H
2rrrayh 7L 30 20400AMZ01105
&2r7ay 0D §E 15 21400AMZ00223
200243 H11H 20024F- 6 H14H | 20024F- 6 H25H
71y 0D §E 30 21400AMZ00224

9. MEERIFREM. RERVAEBXEEEMFNFERABRVZOAR

HH BN - AHEFHH NZ
HiEE i+ _HwmEEsEcs s~ ) a1y
Ao EuVOREOHE
EHE. RANICIE sy 7Ty — e LTl
P 2090¢9H22E| 30mg. 7EF L) & LT1E750mg (F11fh)
ik - %“ﬁbu R (B T XN | ROy ) 2ua~<4 v & LTLE200mg (JI1ii)
15. 30D &) D3N & FIFIZ1H 20, 7HERO#%RE-$ 5,
Kb, 799V 2u~v4 P03, BEIZEL TE
HEET2ZLN8TE5, 7270, 1[400mg
(i) 1H2M %2 FRREF 5.,
O RHEBERDGE
MW, RAICIEZ Yy S5 — e LTlh
30mgA#1H1MKEO&RE545, hik., @HESHE
ik - e e | 2000F12H12H ME OS5,
. TR R (4 LA 4k . s .
(FHER) ) . \
= @%ﬁ#ﬁé«i P 1@1%%151@%
%5422, ShREA+5oEAE. 1H1H
30mg AR5 42 LN TE S,
200646 H15H | FFU 5 AMEH BIEWHAE
AUHE - AR, KRB (TR g RAIZE T Y Y Ty -k LTI
L - s GBI | 15.0D$E15D | 15me4 1 H1MROEE S 5, ZAds. EHE4mEME
&) FTOR5ET 3,
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HHE B - AREERH NE
OBBEXB+=HBEEICETEIAUIANY
42— - Oy OREOEBDIES
(%)
T b YEYTAYEE R~ FEFLUY
MG - R SSH 20074-8 H23H VEUZ I 2avA Y Y DIFEHRGIZ L B A
(Wﬁﬁﬁ B (aiEIe | a0y 2 — - ¥ ) ORERES RO
" i) LA, Zhicfbamme LT, i\, K
ANZiFs vy 7F5 =)L LT1[H30mg, 7
EFL V) Ve L TIMT750mg GIf) KA b
g =& —)L& LT 1[1250mgD 35| % [l
1H2F., 7HMROES T35,
FIMALT Y >/ SR, B85 ML1 Bk D 4580
201046 H18H 5 TN 3=
R - A BN | R (4 A 2 (B M AE) | FEIEEICE 5
§ %) NI BB A 282 4 — - )
DIRE OB
201047 H23H | IKHET A v 5K I 5 5 X3+
e - R KB (T e | AR BRI
JA - AR GBI | 15, ODSELSD | s s AICIES VY 75—k L1l
&) 15mg# L H 1ARE 1455 5,
20104E8 H20H | JEA T v A4 FYHIRIERL GHRIC BT 2 Bl
B KR (7 o | S F RO F
IR - R GBI | 15, OD$ELSD | s s Alcid 7 vV 75—k LTl
&) 15me% 11RO 54 3,
20134-2H21H . . T
B ANYanNyx— - ) REEHERIIE TSN
75 LA N =5 (AL
hEE - DR B 72).“ (4 B ) 980 K — - Py OREOHD
Pz

10. BEEZKR. BFMEKRAKRFEABRVZOAR

AR RE A A 1

200243 H 18 H (HiEE. + _f8lmEs. WaEES. Zollinger-Ellison JEMERE)
2008 4E- 3 H 24 H (H 5 I3+ 385512 B 3 BRE O #ibh)
2008 4F-6 H 17 H (F3¥ - IR % 8 0 B4 Wik & 38 2 D MERHEE)

FEHH)
NESRNVE SN

HHBEPE ULE2HE I FA L ENETONTIZEE G LW,
201746 H 29 H (KRHET7T A V5 I 5 BHIEE I3+ 385Es o FERsIH)
2017 -6 H29 H (JEZX T v A FUPIRERK SR 5 B s 33+ 6 o M

PR A DB AR O R OREIR SIS BI 9 2 S 14 &% 2

FBIBALHLENETONTRIZEFZE Y LAV,
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6 - (1998 £ 10 H 1 Hiwi ')

OHME i+ " HIBEEIC B3 2,30 2 — - ¥a ) OBREOHE)

4 4F (2004 4F-9 H 21 Hiw 1)

O - PR 2R D Btk B S OMERRADO L - T

44F (2004 4E 12 H 11 HI#GT)
OEHET 28 ) V536 5 W5 I+ S8 o R ]

44 (201447 H 22 Himi 1)
OIEZX T a4 FYEPISSRESERE 52 351F % B8 S 4805305 0 B sl

MEHET 260 V5S35 B X+ F8Es o R IH 1Sk 2 s

HIR OB ST HART (2014 4F-7 H 22 Hi 1)

12. #REHEHIRICEY 515K

BUR/ K ESTEEAN

Zollinger-Ellison JE R

KA. B (B 50 I3%5) WIRICBT 2 HIRIZED 5 T,

13. &E3—FK
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8.1 Pregnancy

Risk Summary

Available data from published observational studies overall do not indicate an association

of adverse pregnancy outcomes with lansoprazole treatment (see Data).

In animal reproduction studies, oral administration of lansoprazole to rats during
organogenesis through lactation at 6.4 times the maximum recommended human dose
produced reductions in the offspring in femur weight, femur length, crown-rump length and
growth plate thickness (males only) on postnatal Day 21 (see Data). These effects were

associated with reduction in body weight gain. Advise pregnant women of the potential risk

to a fetus.

— 118 —



The estimated background risk of major birth defects and miscarriage for the indicated
populations are unknown. All pregnancies have a background risk of birth defect, loss, or
other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15

to 20%, respectively.

If PREVACID or PREVACID SoluTab is administered with clarithromycin, the pregnancy
information for clarithromycin also applies to the combination regimen. Refer to the

prescribing information for clarithromycin for more information on use in pregnancy.

Data

Human Data

Available data from published observational studies failed to demonstrate an association of
adverse pregnancy-related outcomes and lansoprazole use. Methodological limitations of
these observational studies cannot definitely establish or exclude any drug-associated risk
during pregnancy. In a prospective study by the European Network of Teratology Information
Services, outcomes from a group of 62 pregnant women administered median daily doses of
30 mg of lansoprazole were compared to a control group of 868 pregnant women who did
not take any PPIs. There was no difference in the rate of major malformations between
women exposed to PPIs and the control group, corresponding to a Relative Risk (RR)=1.04,
[95% Confidence Interval (CI) 0.25-4.21]. In a population-based retrospective cohort study
covering all live births in Denmark from 1996 to 2008, there was no significant increase in
major birth defects during analysis of first trimester exposure to lansoprazole in 794 live
births. A meta-analysis that compared 1,530 pregnant women exposed to PPIs in at least
the first trimester with 133,410 unexposed pregnant women showed no significant increases
in risk for congenital malformations or spontaneous abortion with exposure to PPIs (for
major malformations Odds Ratio (OR)=1.12, [95% CI 0.86-1.45] and for spontaneous
abortions OR=1.29, [95% CI 0.84-1.97)).

Animal Data

No adverse effects on embryo-fetal development occurred in studies performed in pregnant
rats at oral lansoprazole doses up to 150 mg/kg/day (40 times the recommended human
dose [30 mg/day] based on body surface area) administered during organogenesis and
pregnant rabbits at oral lansoprazole doses up to 30 mg/kg/day (16 times the recommended

human dose based on body surface area) administered during organogenesis.
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A pre-and postnatal developmental toxicity study in rats with additional endpoints to
evaluate bone development was performed with lansoprazole at oral doses of 10 to 100 mg/
kg/day (0.7 to 6.4 times the maximum recommended human lansoprazole dose of 30 mg
based on AUC [area under the plasma concentration-time curve]) administered during
organogenesis through lactation. Maternal effects observed at 100 mg/kg/day (6.4 times the
maximum recommended human lansoprazole dose of 30 mg based on AUC) included increased
gestation period, decreased body weight gain during gestation, and decreased food
consumption. The number of stillbirths was increased at this dose, which may have been
secondary to maternal toxicity. Body weight of pups was reduced at 100 mg/kg/day starting
on postnatal Day 11. Femur weight, femur length, and crown-rump length were reduced at
100 mg/kg/day on postnatal Day 21. Femur weight was still decreased in the 100 mg/kg/
day group at age 17 to 18 weeks. Growth plate thickness was decreased in the 100 mg/kg/
day males on postnatal Day 21, and was increased in the 30 and 100 mg/kg/day males at
age 17 to 18 weeks. The effects on bone parameters were associated with reduction in body

weight gain.

8.2 Lactation

Risk Summary

There is no information regarding the presence of lansoprazole in human milk, the effects
on the breastfed infant, or the effects on milk production. However, lansoprazole and its
metabolites are present in rat milk. The developmental and health benefits of breastfeeding
should be considered along with the mother’s clinical need for PREVACID or PREVACID
SoluTab and any potential adverse effects on the breastfed child from PREVACID or
PREVACID SoluTab or from the underlying maternal condition.

=2 b7 TDHHM

5 M
F—=Z 7Y 7D5SHE : Category B3 (2016%-5H)

2% YO

=270 7D

B3 @ Drugs which have been taken by only a limited number of pregnant women and women
of childbearing age, without an increase in the frequency of malformation or other
direct or indirect harmful effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage,

the significance of which is considered uncertain in humans.
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8.4 Pediatric Use

PREVACID was not effective in pediatric patients with symptomatic GERD one month to
less than one year of age in a multicenter, double-blind, placebo controlled study. Therefore,
safety and effectiveness have not been established in patients less than one year. Nonclinical
studies in juvenile rats have demonstrated an adverse effect of heart valve thickening and
bone changes at lansoprazole doses higher than the maximum recommended equivalent

human dose.

The safety and effectiveness of PREVACID and PREVACID SoluTab have been established
in pediatric patients one to 17 years of age for short-term treatment of symptomatic GERD
and erosive esophagitis.

In clinical studies of symptomatic GERD and erosive esophagitis, PREVACID was not
administered beyond 12 weeks in one to 11 year olds. It is not known if PREVACID is safe
and effective if used longer than the recommended duration. Do not exceed the recommended

dose and duration of use in pediatric patients (see Juvenile Animal Toxicity Data).

Neonate to less than one year of age

The pharmacokinetics of lansoprazole were studied in pediatric patients with GERD aged
less than 28 days and one to 11 months. Compared to healthy adults receiving 30 mg,
neonates had higher exposure (mean weight-based normalized AUC values 2.04 and 1.88
fold higher at doses of 0.5 and 1 mg/kg/day, respectively). Infants aged <10 weeks had
clearance and exposure values that were similar to neonates. Infants aged greater than 10

weeks who received 1 mg/kg/day had mean AUC values that were similar to adults who

received a 30 mg dose.
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Lansoprazole was not found to be effective in a U.S. and Polish four week multi-center,
double-blind, placebo-controlled, parallel-group study of 162 patients between one month
and less than 12 months of age with symptomatic GERD based on a medical history of
crying/fussing/irritability associated with feedings who had not responded to conservative
GERD management (i.e., non-pharmacologic intervention) for seven to 14 days. Patients
received lansoprazole as a suspension daily (0.2 to 0.3 mg/kg/day in infants <10 weeks of
age or 1.0 to 1.5 mg/kg/day in infants greater than 10 weeks or placebo) for up to four

weeks of double-blind treatment.

The primary efficacy endpoint was assessed by greater than 50% reduction from baseline in
either the percent of feedings with a crying/fussing/irritability episode or the duration

(minutes) of a crying/fussing/irritability episode within one hour after feeding.

There was no difference in the percentage of responders between the lansoprazole pediatric

suspension group and placebo group (54% in both groups).

There were no adverse events reported in pediatric clinical studies (one month to less than

12 months of age) that were not previously observed in adults.

Based on the results of the Phase 3 efficacy study, lansoprazole was not shown to be
effective. Therefore, these results do not support the use of lansoprazole in treating

symptomatic GERD in infants.

One to 11 years of age

In an uncontrolled, open-label, U.S. multi-center study, 66 pediatric patients (one to 11
years of age) with GERD were assigned, based on body weight, to receive an initial dose of
either PREVACID 15 mg daily if <30 kg or PREVACID 30 mg daily if greater than 30 kg
administered for eight to 12 weeks. The PREVACID dose was increased (up to 30 mg twice
daily) in 24 of 66 pediatric patients after two or more weeks of treatment if they remained
symptomatic. At baseline 85% of patients had mild to moderate overall GERD symptoms
(assessed by investigator interview), 58% had non-erosive GERD and 42% had erosive

esophagitis (assessed by endoscopy).

After eight to 12 weeks of PREVACID treatment, the intent-to-treat analysis demonstrated

an approximate 50% reduction in frequency and severity of GERD symptoms.
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Twenty one of 27 erosive esophagitis patients were healed at eight weeks and 100% of

patients were healed at 12 weeks by endoscopy (Table 4).

Table 4. GERD Symptom Improvement and Erosive Esophagitis Healing Rates in
Pediatric Patients Age 1 to 11

GERD Final Visit* % (n/N)
Symptomatic GERD
Improvement in Overall GERD Symptoms* 76% (47/62%)
Erosive EsophagitisD
Improvement in Overall GERD Symptoms’ 81% (22/27)
Healing Rate 100% (27/27)

*At Week 8 or Week 12
fSymptoms assessed by patients diary kept by caregiver.
#No data were available for four pediatric patients.

In a study of 66 pediatric patients in the age group one year to 11 years old after treatment
with PREVACID given orally in doses of 15 mg daily to 30 mg twice daily, increases in
serum gastrin levels were similar to those observed in adult studies. Median fasting serum
gastrin levels increased 89% from 51 pg/mL at baseline to 97 pg/mL [interquartile range
(25th to 75th percentile) of 71 to 130 pg/mL] at the final visit.

The pediatric safety of PREVACID capsules has been assessed in 66 pediatric patients
aged one to 11 years of age. Of the 66 patients with GERD 85% (56/66) took PREVACID
for eight weeks and 15% (10/66) took it for 12 weeks.

The most frequently reported (two or more patients) treatment-related adverse reactions

in patients one to 11 years of age (N=66) were constipation (5%) and headache (3%).

Twelve to 17 years of age

In an uncontrolled, open-label, U.S. multi-center study, 87 adolescent patients (12 to 17
years of age) with symptomatic GERD were treated with PREVACID for eight to 12
weeks. Baseline upper endoscopies classified these patients into two groups: 64 (74%) non-
erosive GERD and 23 (26%) erosive esophagitis (EE). The non-erosive GERD patients
received PREVACID 15 mg daily for eight weeks and the EE patients received PREVACID
30 mg daily for eight to 12 weeks. At baseline, 89% of these patients had mild to moderate
overall GERD symptoms (assessed by investigator interviews). During eight weeks of
PREVACID treatment, adolescent patients experienced a 63% reduction in frequency and

a 69% reduction in severity of GERD symptoms based on diary results.
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Twenty one of 22 (95.5%) adolescent erosive esophagitis patients were healed after eight
weeks of PREVACID treatment. One patient remained unhealed after 12 weeks of treatment
(Table 5).

Table 5. GERD Symptom Improvement and Erosive Esophagitis Healing Rates in
Pediatric Patients Age 12 to 17

GERD Final Visit* % (n/N)

Symptomatic GERD (All Patients)

Improvement in Overall GERD Symptoms* 73.2% (60/82) T
Non-erosive GERD

Improvement in Overall GERD Symptoms* 71.2% (42/59) ¥
Erosive Esophagitis

Improvement in Overall GERD Symptoms* 78.3% (18/23)

Healing Rate®) 95.5% (21/22) ¥

*Symptoms assessed by patient diary (parents/caregivers as necessary).
"No data available for five patients.
*Data from one healed patient was excluded from this analysis due to timing of final endoscopy.

In these 87 adolescent patients, increases in serum gastrin levels were similar to those
observed in adult studies, median fasting serum gastrin levels increased 42% from 45 pg/mL
at baseline to 64 pg/mL [interquartile range (25th to 75th percentile) of 44 to 88 pg/mL]

at the final visit. (Normal serum gastrin levels are 25 to 111 pg/mL.)

The safety of PREVACID capsules has been assessed in these 87 adolescent patients. Of
the 87 adolescent patients with GERD, 6% (5/87) took PREVACID for less than six weeks,
93% (81/87) for six to 10 weeks, and 1% (1/87) for greater than 10 weeks.

The most frequently reported (at least 3%) treatment-related adverse reactions in these
patients were headache (7%), abdominal pain (5%), nausea (3%) and dizziness (3%).
Treatment-related dizziness, reported in this prescribing information as occurring in less
than 1% of adult patients, was reported in this study by three adolescent patients with non-
erosive GERD, who had dizziness concurrently with other reactions (such as migraine,

dyspnea, and vomiting).

Juvenile Animal Toxicity Data
In a juvenile rat study, adverse effects on bone growth and development and heart valves
were observed at lansoprazole doses higher than the maximum recommended equivalent

human dose.
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An eight-week oral toxicity study with a four-week recovery phase was conducted in
juvenile rats, with lansoprazole administered from postnatal Day 7 (age equivalent to
neonatal humans) through 62 (age equivalent to approximately 14 years in humans) at doses
of 40 to 500 mg/kg/day (about 1.2 to 12 times the daily pediatric dose of 15 mg in children

age one to 11 years weighing 30 kg or less, based on AUC).

Heart valve thickening occurred at a dose of 500 mg/kg/day (approximately 12 times the
daily dose of 15 mg in pediatric patients age one to 11 years weighing 30 kg or less, based
on AUC). Heart valve thickening was not observed at the next lower dose (250 mg/kg/day)
and below. The findings trended towards reversibility after a four-week drug-free recovery
period. The relevance of heart valve thickening in this study to pediatric patients less than
approximately 12 years of age is unknown. These findings are not relevant for patients 12
years of age and older. No effects on heart valves were observed in a 13-week intravenous
toxicity study of lansoprazole in adolescent rats (approximately 12 years human age
equivalence) at systemic exposures similar to those achieved in the eight-week oral toxicity

study in juvenile (neonatal) rats.

In the eight-week oral toxicity study, doses equal to or greater than 100 mg/kg/day (about
2.5 times the daily pediatric dose of 15 mg in children age one to 11 years weighing 30 kg
or less, based on AUC) produced delayed growth, with impairment of weight gain observed
as early as postnatal Day 10 (age equivalent to neonatal humans). At the end of treatment,
the signs of impaired growth at 100 mg/kg/day and higher included reductions in body
weight (14% to 44% compared to controls), absolute weight of multiple organs, femur
weight, femur length, and crown-rump length. Femoral growth plate thickness was reduced
only in males and only at the 500 mg/kg/day dose. The effects related to delayed growth
persisted through the end of the 4-week recovery period. Longer term data were not

collected.

FNDFMNE (2017F12AHKET)

4.2 Posology and method of administration

Paediatric population:

The use of Zoton FasTab is not recommended in children as clinical data are limited.
Treatment of small children below one year of age should be avoided as available data have

not shown beneficial effects in the treatment of gastro-oesophageal reflux disease.
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