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< m
Fl@ o2 AL | AE | AL | FAE| RE | FE W | 5@ | 5@ | @ | @ | @ |100.1]98.1 | 99.9 | 9.4
[ap]
023-3| AL | WE | AE | AE|RE|FE T O] W | M | m | @ | w8 | 99.198.8]98.7198.9
_ _ _ _ _ _ 2.0% | 1.8% | 2.2% | . . . . .
023-1| WLtk | AME | AE | FE | RE|RFRE] ™ : : | W | W | w8 | o8 | w8 | 99.598.599.9 | 99.3
3] Sl S|
o 0 0 0
g 0232 Ml | AE | AE | FE | FE|RE 2:%%’ 1;;/’ 2;;/’ o\ W | W | | ¥ | 8 | 100.499.9 | 99.0 | 99.8
o 1A 1 1
. . _ _ _ _ 2.3% | 2.6% | 2.2% | . . . . .
023-3| Akt | WME | WME | FE | BEE|RE - e i E | W | @ | W | | @ | 99.299.199.6 | 99.3
Bl B B




@

i

RHRBR
) He =21 24 Vil =N e e =
ﬁ%ﬁ T%ﬁ ny }\ l\é (Hi Eﬁmuuiﬁgﬁ Eifﬁ%nﬂﬁﬁ I : {& MH«J&Z JE B
S (IR B 5 %
1 [=] 2 [e] 3 [H] 1B | 2@ | 3[E | 1B | 2@ | 3 [1E|(2E|3E[1E|(2E|3E] 1B | 20\ | 3E |FE
B0 | A0 | B0
T4 T | T v | (D3| (1) | (1) 88 [ ) 2 E A E
023-1|ba—|ba—|ba— | ()W | ()W | (2)H | 2.2% | 2.0% | 2.2% | W | & | @ | ©8 | ¥ | % |100.2[100.0| 99.4 | 99.9
. TANT A | T4 | )| (3 | (3)1 | i 1
J@ JEE | U8 | T8
Blogso| me |k | W | fE e | e | 2% L8% 2% e i | | | 5w |100.2]100.2] 99.9 | 100. 1
T B B
_ _ _ _ _ _ 2.4% | 2.5% | 2.2% | . . . .
023-3| WLt | AME | AE | FE | RAE|RFRE] ™ : : | W | W | w8 | w5 | u& | 98.3199.8|98.8|99.0
o 1 B T
f| 023-1| FE | AE | AE | FE|RE]|FRE TWo| W | w8 | w8 | w5 | w8 |100.9|101.5/100.3(100.9
jam)
B | m
S g (0232 WL | ML | Wl | FL|FL|FEE W J | & | # | 0 | i | 100.8100.6(100.7|100.7
O 023-3| AL | WE | WME | AE|RE | FE T O] M O| M| | @ | w8 99.999.71]99.8 | 99.8
N
f)' 023-1| AL | WE | ME | AE|RE | FE T | 7@ | @ | @ | @ | 0 |101.3]100.5] 99.8 [100.5
P m
¥ g |023-2| WE | AME | AME | FAE | FE|FRE TWo| W | w8 | @ | w8 | u& |100.1]100.6(100.7|100.5
[ap]
023-3| FE | AE | AE | FE|RE]|FRE T o| W | w8 | w8 | & | W& | 99.9 (100.4(100.0100.1
_ _ _ _ _ _ 1.8% | 1.8% | 2. 0%
023-1| AL | WME | WME | FE | BE|RE - o o WO\ | @ | % | & | i [100.0[101.4|101.1/100.8
Bl B B
o 0 0 0
@ 0232 AE | AE | AE | FE|AE|FE 1;@?" Zzg" 2:%M’ W | @ | i | s | @ | a8 | 99.8 |100.5]101.6100.6
© 1 1
_ _ _ _ _ _ 2.3% | 2.1% | 2.1% | . . . . .
023-3| WLt | AME | AE | FE | RAE|RFRE] ™ : : W o| | % | @ | @& | @ |100.5]100.3|100.0100.3
T B B
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B4R

ARERVBREORENM

8. fthFl& DEEEIL (HMELFHEIL)

DR L

9. BHIM%

B B
AAKBFIEERENERICED DN F AT T — VISR ORHERRICHES L TW5D 2 L D3
mInTW5D,

W72 44 FRE Gl BRI HiLE REfH R
FRAT T =)L 10 mg B RS 1K 120 4y 5%LL T
§ 10mg 'TSU TEHIFRBREE 2 K 20 4y 85% L I
e POYPM TR 1il | 120 4y | B%LLF
§iE 20mg 'TSU | EHIFRBREE 2 K 15 4y 85% L I
T H 25 )

FAFZ Y —VEE 10mg [TSU) (2o &, HEAERFIZ G L LT, Fitlond 4 kBt 2

TYA R A il L7z, )

S

F AT 5 —LEE 10mg [TSUJ

TR

mEAISE 1 EERICA AT T Y =)L 10mg ZEHT 5,
RS

AR TRHERBRIEEE 278 (S RLE)
[Elfi5%5% : 4545 5 O [aldig
BRI
pHL. 2 : H AR IR HERBROE 1 K
pH6. 0 : FERE - FEfE T N U » AEEER (0. 05mol/L)
pH6. 8 : H AFEH IR HEEBR O 2 i
K BARIER TG HEIK
Ny A6y L

FEAERIF 25t IR & L= A A 75 —/LEE 10mg [TSUJ D HRERGE B2 FitoMIZZNEhoR
To AT TV —)LEE 10mg [TSUJ OEFEMHIE, WTNOFMAEICIBN T HHIEILS OEMTFH
ISR T A R A v OHEFEEICTE S LTz,

F AT TV —/VEE 10mg [TSUJ O/ Z — i3, HHERFIER%E Th -7,
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SHERSE - pH1.2. EE5%K : 50EEE BRI pH6.0, 154K : 50[E1%5

100 120
—— A ATFS — JLEE10mgI TSU . N o
%0 . 100
o R P
£ 60 g % /' /
# 60
2 40 F / / ——AATST— L
=~ 40 f210mglTSUY |
20 2 / / —O— R EE R i
0 OOO——0—o0—0 o o 0 GAVE‘(
0 20 40 60 80 100 120 0 10 20 30
B fE (h) BFfE (h)
AER% - pH6.8, [EIE5HL: 50[E &R e _, _
120 Sl : : 5tER % pH6 .0, EE54K: 100EER
120

100 /— . T 100 n: o =
% ﬁ'—'
80

: 4 g
E‘Q 60 // 1:7 60 / /
840 %fojﬂy_)b— H //':( —— A AT
/ e 10me TSUJ 8 40 §:10mgl TSUJ
—O— R o 1
20 A‘/ - 20 —0— REF
0 3 E‘ﬁé/'—/
0 10 20 30 0 . o ” 0

¥ (h)
it B¥RE (h)

F AT T —/VEE 20mg [TSU) IZo&, fEERFIZ I E LT, FRRlornd 4 el 2 v
TIAHRBRZ FhE L=, ©

U

F AT F Y — LEE 20mg [TSUJ

FEHE R

AL 1 ERICA A T TV =L 20mg BEAT D,

bR S
ARER L TRHERBRIEEE 278 (S RLE)
[Elfi5%% : 4543 5 0 [aldig
BRI
pH1. 2 : HASE/ IR OE 11K
pH6. 0 : FERE - HEfE T N U » A5EER (0. 05mol/L)
pH6. 8 : H AFEJF H RO 2 i
K BARIER TR EIK
Ny A 6XyL

FEHERIA| 2t iR & LA A 7T V' — V8¢ 20mg [TSUJ OIEHEBRERZ TRt oI ZENE IR
o AAT TV —EE 20mg [TSUJ OWHIT, WTILOFEMFIZIB T H BRI EIS O ALY
[FIEMERBRAT A KT 4 v OfEREECE S Lz,

F AT TV —)VEE 20mg [TSUJ ORI/ — i, HEHERF L RIS Th o T,
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pH6.0 (50[E1%E%) pH1.2(50[=]%5)

120

100 | ---@-- AATFJ—LEE20mglTSUS |
100 / """"" $ L e —memm B
80 Y
60 ,i/ 60
g [ e AATTI— 10
40 = fE20mgl TSUL |—
20 / —o— 1ZHERH | 20
0 & 0/ 0 9000 —0—0—& - L 2
0 5 10 15 20 25 30 0 50 100
pH6.8 (50[E]#x) 7K (50[E1%R)
120 120

00 g —~$§ 100 —$—*
80 /’/k 80 /z/z
60 ' 60 :

; & AATST
0 [ e ARSI 4 5220mel TSU |
20mglTSU - —O— 1ZHERFK
20 —O— IRAERK| 20 -
0 04 0 m«z

0 5 10 15 20 25 30 0 60 120 180 240 300

10. &BeF - A%
(1) FEARELRSE - B, NEIEKRLERSE - DEICHT LR
M ER R L
(2) %
22. 8%
(A A7Z > —)LEE 10mg [TSUJ)
PTP [HzfAI AV ] : 100 $£ (10 $£x10). 500 && (10 £Ex50)
NZ R by, HEAIAY ] 500 BE
(AATZ > —/VEE 20mg [TSU )
PTP [RZEEAIAD ] : 100 £ (10 $£x10), 500 &E (10 HEx50)
XT AR by, gAY ] ;500 &
(3) FHEB=E
Y L7
(4) BHEOME
PTP : ffre=n - -He=UF MHE—F TILI=ULE THAI=UL—h, 5
NI TAI =g R 2F LR

1. BRI EEME
Y Lz
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12. ZOM
BB L
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V. ARICEY 5IER

1. PHEEXRIFZR

4. NEEXIEHE
(FATFSY—)LEE 10mg ITSUL )
BEE. TR EE. . VEHESR. EREREXR. FULAEEREHIRIE. Zollinger-
Ellison fE{&##
TRIZBFEIAY NI 2— - EO OREOHE
BEE. T-ERES. B MALT ) U/ \[E, fEtiv/MUBDE,. RHABEICHT S
NIRFEHAEREE. ANJanv4a— - En0)REER
(A TS Y—)LEE 20mg [TSUL )
BEE. TZERES. MEHES. ¥RMREER. Zollinger-Ellison fEIX#
TRIZCBFEIAYaANI2— - EO OKREOHE
BiE%S. THERES. § MALT U U/ \[E, REEI/MURE. BRABREICHT S
RNIRBHAREZE. ANJanNv4a—--Eo)BREER

2. MREXIIZHRICEET HIFE

5. PNREN IS EICEEET 5FE
(NYanya—-E0Y ORBEOHED
5.1 HATHIE MALT VU L NEICkT D~V a7 ¥ — - va U BREGEOH T
SEL TR,
5.2 St/ MBI EIC ) L CiX, HA KT A U EEBR L, ~Y ansyZ—. o
U BRESTRIE N ) & BT ST D REBNC O RBRETRIEEZ1TH 2 &,
5.3 FHIH KT 2 WHRHERHNEHRE HLUAMTIZ, ~Y any Z—- vr U REIREIC
£ D B OFIEIHEN 63 D AT L TV 2R,
54 ~Yanyy—..vn ERHRICHNDERIZIE, ~V any x—.eal Bk
ThdHIELAVAMREREICLD AN a7 Z—- oV ERERHRTHLZ &2k
WTDHZ L,

3. RERUAE
(1) AERUVHAEDREDR

6. AERUVHAHE
(FATS5YJ—)LEE 10mg ITSUJI )

BiE%E. MEMES. +"1EMES. Zollinger-Ellison fE &
WHRACIEA AT T =L LC1H 1 20mg 2R AO%5T 5, 7B, @H.
BIGE. WEMIEE CIL 8 MM E T, +HBBEE L6 B ECokh L35,
WM R E %
WH L RACIEA AT T =L LC1H 1 20mg 2R AO#% 535, 7B, @H.
8 WM ETHOEE LT D, EHITHF - FAZMED KT IR E & OMERHRIEIC
BWTIEL, 1 H 11 10~20mg # & 0515,
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FULAMBRESRAE

WERANCIEA AT T = LTC1H 1R 10mg 2R A% 595, 7eE, @H.
4 E TCORE LT 5,

AlYyanygs—- QY OBREDOMHE

WH., RAZIEA AT T — e LT 1 [E 20mg, 7EXFT VU KmE LT
[l 750mg (Fiffi) KO 5 U 2ua~<A & LT 1A 200meg (Fffi) @ 3 #lZ[H
K2 1 B 20|, 7 HEROHREGT 5, 2B, 77V 2Aa<wA 003, BEIZSLT
WHMETHZENTES, 72720, 1[8400mg (Jiffi) 1 H 2[E% ERET 5,
T hrRTA e EX— TEXFVVI UKIME RN ) Anw LD 3
FEHIZ LD~ a "y 2 — - v'r ) OREIREN AR OLEIL. Zucifb b
e LT, @i, ACIEZAATFS Y —1e LT 1M 20mg, 7EFTTU K
iy &L LC 118 750mg (Jiffi) M OMA b= —)L b LT1IE250mg D 3 A%
FRFZ 1 H 2\, 7 BEROBEEST 5,

(FATZ5YJ—)LEE 20mg TTSUJ )

BiE%E. MEEES. T -1EHES. Zollinger-Ellison fE &

WL RANSIEA AT T — e LT 1 H 1E20mg 2R A0&59 5, 78, @H.
BI&E. WEMMEE CIX 8 MM E ¢, + S CIL 6 B E cofkh L35,
HRERER

W RANSIEA AT T — e LC1H 1E20mg & A0%59 5, 78, @H.
8 WHIE TO®RE L9 %, SDITHIE - R R WFRIERIER OMERFFRIEIC
BWTIE, 1 H 18] 10~20mg 2% 0% 595,

Ayanygs—-eEnY) OBRBEDHE

\BH L, RANIZIEA AT T — L& LT 1 E 20mg, 7EFVU K E LT
Al 750mg () KOV Z U Aa~A > L LT 1\ 200mg (i) @ 3 A%
RElZ 1 B 20|, 7 HEROEREGT 2, B, 77V Au<wA 003, BEIZSET
HEHHEETHZENTES, 72720, 118400mg (i) 1 B 2[E%Z ERET 2,
T kR TA e e — TEXFVVI UKFIE RN ) AnwAL LD 3
R GIZ LD~ a s 2 — - va ) ORBEIREN AR OLEIL. Zhuifb b
B E LT, @mE., BAIKIEAATT Y — e LT 1 20mg, 7EFT U K
& LC 1R 750mg (Jiffi) M OA hr=4Y—,L& LT 1[r 250mg D 3 %
FFREIZ 1 B 2B, 7 HEKRO&EST 5,
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(B%E)

ZhHe - Zh $E 10mg | %€ 20mg 1[5 & Ak
HIEE. VA EEE. + 5.
R TR AR AR O ® 20mg 10 1
Zollinger-Ellison Ji fE#:
WA R TE A 20
%?L ?ﬁk . O O me 1H1[H
WP RIE R (HERFRE) 10~20mg
HEOS AN BIE T HRIE O — 10mg 1H 1H
TRICBITFAN) anxy 2 —t'n
U O FRE OBh
HigE., + g, 5 MALT

O O 20 1 H 2

DO R L M O e
B s ok 2 NARSEROTERL H .
AU TSy = B Y R %

O :%edbh, — : Dhae/r L

(2) AERUAEOREREE - R
R L

4. RERUVHRAEICEEY IR

1. AERUVAZICEET 5FE

(FERUERE R

7.11 H 10mg OHEFFRIECTHERRD LN HAIEL 1 H 20mg THIGEEZITH 2 &,
1B DFEFFRIEICB W TS R OBEANE, SERORESEZEE L CHREZ RN
HT L, 72720, 1 H 20mg OHEFFRIE THENR O bNHEE, HO5WVIE T
SaREA, i, WE FREEEOER DR b GEIE, WD TNRERAS %
ATV ZOFERICE SN T OB O RIRIEICTIV R 5 2L aZET 22 &,

GEU B AMEBREERAE)

7.2 ®E5A 2 WRE R L LTHIRAHER L, EROUCEEA RO bR WG
Zi%, BRI DOJFRIN N E 2 B 5 T DM OB 2R ~OERE 2 EET L2 L,

5. ERERAKHE

(1) BRT—21\vH5r—o
Y LR

(2) ERPRFEEHER
VI. -2. -2&

(3) AERBIERAR
M EE e L
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(4) IRFEATEKER
1) AMERAEGER

17. ERERRLKE

17.1 ARV RLMICET i8R

(ERERE )

17.1.1 ENFEMERR FERERERX [MEFRED
H2 Z RSSO0 WM BB R 2t 5 & LI BN ORI VW T
A 77— 10mg KO 20mg % 6 » A MG L7 RO FIEINHIZIR BB O H i
TW5 5, ZaMEaiixtg 61 61F 3 6 (4.9%) ICEHWERARD b TWD,

B H-BE 24 H%IEF7%E (Kaplan-Meier %)
FRATFV—L 10mg B 59.8%
FATZ—)L 20mg B 87.3%

17.1.2 BVERREER (ERMERERX [MEEED
HAMZ BN T, Wi RIER 2R RICA AT T —/ 10mg KO 20mg #5112 &
%65 AMND 12 5 A ORERHRIED s S A7 B AR BERIZ 38 CTRFE ORI 703
RRFT S A, TRIRBHAARF QWM B R OFLEE | A, B, TR BIAAIRE O MITRE IR
OREENFROMERINFThHH I ERRESINTND 9,

FEU B A B RESERAE)

17.1.3 EINE MR
D AMEE BIEWIE A 4 & LTEENOBRKRERICIBW T, A A 77—
10mg % 4 BEEG Lz & & 05 4 @O0 58 2 KRR KO0 7 <o)
BEERITEN LI 32.3% (31/96 ) . 45.8% (44/96 ffil) T 7= 7,
ARG 96 B 5 41 (5.2%) ICEWERARFEO LT\ 5,
BEBXIITZEBEBICE TEAAY /04— EOORKREDOHED
[l N 26 AR AR e ONE N T IR Z BRIRERER (A 77 Y — v TEXR U K
K7 V) 2ma~A 00 3 FEE) ORBERIESTIZ, HIEFE 401 FH 192
il (47.9%) IZEWERZZBO 5TV,
Flo. e bR TA e E X — TEXF VY VKIERA he =g —)L
D 3 Al ONTIE, EWNIZR W TR BRSO RIVE RS BUERE S & 72 5
IR 2 i L TR,

17.1.4 BN E M HEEAER
Y anyg—. vn BB IEE U+ RSSO RE 5 L LIZEN
DEFFERBRIZBWNT, AT T —)L 20mg. 7EXF U KW 750mg K Y
77V AR~YA T 400mg & 1 H 2 [ 7 HEREOHEE LICREOBRFERILTRD
LB THoH Y,
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i | mmcss | TR

BIEFIO 1 (A4 55 b o BB o
- ¥ | B RREER o B
GRERS
FATT =20
A7 me 75.9% 81.8% 78.8%

TV KW 750mg (Fifl) | 2 [/ H
275 ) 2m~<A 2 400mg (i)

17.1.5 BT AR % B PR AL ER
~Yanyg— . vl B BIEE U+ ZEREBOBRE Z RS L LIZEN
DR ERRRBRICBN T, A 7T —)L 20mg., 7EF VU LKW 750mg
K7 Z Y Axa~A 2 200mg XiEA AT TV —/L 20mg, 7TEF U KR
¥ 750mg K7 T U Ar~A 2 400mg & 1 H 2 [0 7 B O BE L7ZREORR
ERIITERDELEBYTHD 9,

(44/58 1)) | (45755 $1)) (89/113 )

i
+
S

. —eE
BE | BlEEICE BHED
XD 1 E=N w S Z ‘0 R e
A HEA Bl 55 e | 1Bk ;;io F B BRI st
——
ARATZ YL 20mg 2f) | 86.3% 75.7% 81.1%

TEX VU KR 750mg ()
75 ) 2n~A 3 200mg (Fh)

FATZ Y~ 20mg
TEX VU KR 750mg (JAI)
275 ) 2m~<A 2 400mg (i)

(B VALT 1) /B, femtti/MREAME. BEIBEICHT SRRRIERERER. AYan
HA— - EQYREBRIZEITEAY Ny 42— EQY OREOHED
Tur bRy TA e EX— TEXFVVI KA T Aua~v A X
FA b=y — 1o 3 AEHIZONTIE, BN TR B ORIE %
B EEDS AfE & 72 23R A T2 L Tuey,
2) REMHR
MERR L
(5) BE - REMNGRER
AP
(6) AEMER
1) EARERE (—REARERE, HEERAMRERE, ERARELERAR), ®ERT
BT —ARN—XE, HERTEREBRIABRONE
PARBAA
2) RRBFHELTERFPEOHERIEERL-HE - KEBROBE
Y LR
(7) =Dt
Y LR

A 637341 | (5370 #1) | (116/143 i)

2 [al 77.1% 82.7% 80.0%
H (54/70 1) | (62/75 151)) (116/145 f)
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VI. EFEE(CEY HIER

1. EEZHNCEESHDILEMRITILEME
Ja kRS A B EX—
HEE . BEEOH 2L AWM ONRE NI RE L, BHTOETFIRCESZRTDHZ L,

2. RBEEA
(1) {ERE&M - fERHEF

18. EHEE

18.1 1EFHR
%‘%@Ej%ﬂiﬂ@mﬂiﬂ@ﬂ%i ’i’“ TET D% R~ BB WRIEME R REET 22 L

ZED EERENIZE W T8O B FRFUMSDNIB E 5, Z O i D ek Tk

Eﬁﬂm@m% H 2L, ROVIZK 2RV iAte 71 h R T LI ihé%%
H* K"-ATPase M\ T\ %, A AT TV =T, ZoO7 v bRy 7oE #H
EFLHZLICKH-T, BES M%Tfﬂﬁ%'?“é 10,10
~NYanygy— . va BREERICBIT 24 A 77— Lo&KEIXEN pH % L5
SHHZ EITK \%%éﬂéT%%vv)/mﬁ%\77)XD74V/®ﬁa
EHEEBOL LD EZLLND 12,

(2) ENERM1TDHHABRE

18.2 £ FTOERA

18.2.1 BE#S MM%W%

(DEFED Wb

BIBE L O 3RS EE ICB VT, 20mg 52 & v IEREBRSWE TN T
93% & Y 94% 4l 4% 19,

(2)3h R F TR BF R

BEBEEICAAT T — 20mg % 1 H 1 FFIEZICROKL Lz X, BhH 2
~6 etk L 0 B WS R B B ALz 19,

B)F FSHR MY VRl

R AN T, 20mg HHIC L VT T HA RN > (4pglkg, AiE) HIlE 2 K
W E CO B WE 93%HNHI35 19

OERIP RN

fERER A O RS AR 1BV T, 20mg &G XH 0 1 AU (0.2U/kg,
FE) R 2 iR £ T o B B & T0~88% Ml 92 10,

(5) WM i

RN IZ I T, 20mg %512 1 0 4K[#] 8 RF[H oD B B oy iis & T3% M35 17
(6) 24 BFREI 53 b

BB, + ISR R OMEEERR AC BV T, 20mg #2512 L 0 24 BEfIZ o7
D B E I 5 19.19.19
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18.2.2 RT L w43 b4k A

fERERL A IZ 3N T L 20mg = 5-1C K 0 &M 8 RFfE D~ 3 L 43 A 39%ifil 42 17
18.2.3 BHEHREICRIFTHE

B, T 3EBIEEREICB VT, 20mg HEIC L0 HHHHREICITIE L A LR
ERIES e 20,
18.2.4 A MARILE VIZRIFTHE

BIE. + HEBESICB VT, 20~60mg #5Z X0 MY A h U AfEO EFR
HONDZENHLHN, BHEKTH, BEAME~DOEIEH 5 WIXEE-E M 23FRD 5
n5 20,20
%%F&@+*%%@%ﬁ%m%wf\mmg%ﬁmi@%@m®mﬁwmw%y
ZIHIF L A ERBE RIT S 202D
]&3@%?@@%
18.3.1 H* K*-ATPase FBE4EFH

UHX 10 LT v k1D OF R HT K -ATPase (2% LSLEMER 2777,
18.3.2 BE&S M NHI4E A

v 5B E JE R A2 2 dibutyryl eyclic AMP FIES 3 WA ser LU CHIHNE R 2R
410

PR T v kL HET v b W%@%@%?yﬁ*‘f@&y&ﬁthV&w
F1 w32 — V4, Heidenhain pouch £ X281 5 b A ¥ I iR, BEA X
FoRUZ2TA Y SRR KD BERWANIKRE L, SRONNHITE 27”3 2929
18.3.3 EEREZICX T H1EH

Ty MIBITLKBRERA S LA IR, A RAZv > TRV T
F=ya ko Z ) — )LEBBT N A Y — b+ ZRgEEIC e L, b
BEERZRT 2929 F7o, FEEE KO BRI L CH IRl ER R %
23
184 NNy a2— - 0 BREOMHEIMER
184.1 AN anNy 42— - ERQYREEBMETILICE T SBRENR

VI ANY any Z— . va VEERET BT, TES VY LK ER,
X7 7V A~ b0 2 FIPFRBECIIBRERIIRS BREE ; £46%), 4
AT = NVERNT D2 EICEVBRERITIZFLS EH L. 7EF T LK
EARAT T =D 2HIEH T 50%, 7TEXT VI Lk, 77U An~w A
Y ROF AT T —dD 3 HIPFHTITH 80% T -7z 20

(3) {ERISTBSRT - FHERSRT
BB L
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VI. EMEEICET HEE

1.
(1) BELAMCMFRE

i AR E DHERS

A EER L

(2) BRERFBRTHER SN MFRE

16. EMENRE

16.1 MmeRE

1611 A A TS5 J—ILBEMESHOT—4
EFERR N (6 1)) (&4 A7 Z > —/L 10mg & 20mg % ZEfEIRFIZ Hial D& 5 L7z
L&, BB 2 M CREMERIREICE L, W TN 2.8 B K
N 16 TH 7227

fERER A 6 B, 10mg M Of 20mg HIRE 5 (FE)E+SE)

= Tmax AUCo-10nr

#45-& | Cmax (ng/mL) (hr) (ng - hr/mL) Tz (hr)
10mg 184.1+£31.5 2.3+0.6 480.7+160.2 2.8
20mg 406.2+152.0 2.3+0.2 1160.4+646.3 1.6

fERERR A (6 1)) I2A A 77 V' —)L 20mg ZFARANC 1 H 1B 7 HREE G- Lz & X
%7 A B Cmax KO T ##R FirmfE (AUC) 13TV b 1 A HOK 1.4 £5
L7 20,

£7o. BEBERE GH) A AT TV —)L 20mg % 1 B 1 EFHE%IC 14 B REKRYS
L7l 5 7THHDOAUCIEE 1 H HIZHANFRERBEMAEO NN, B 7H
HE% 14 B B OMTIE Cmax, AUC DWW b HINEERD Hi7pds- 7z 29,
161274 ATZV—IL, PEFIDY VKPRV ) RAATA L UBEROT—3
RN (11 B) (24 A7 F V=)L 20mg, 7EF U KFM 750mg  (J11fh)
K7 Z U Aa~<A 2 400mg (i) & 1 B 28] 7 HFRKER D& 5% 0O T
FAT T = NVREZ, 54 2.5 K12 Cmax 27~ L, 9 2 B¢ O 400 TH
KL1Z29 , AAT TV —®D Cmax KON AUC 1%, HEERGEHCE L TERS

WXk ER LN, 54 BBE 7HETIRIZIERBET, 4 HE FTI3EFRE
I L7,

fERER 11 61, 3 AIDF R G- (CF¥)fE+SD)

Cmax (ng/mL) VI‘(I}I:SX (pgA.U}S (/)-;;L) Tz (hr)
794+410 2.7+1.6 2.94£1.75 1.78+0.62
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(BB - AW FaolR SRR
(AA7Z V" —/VEE 10mg [TSUJ)

FA T T = EE 10mg [TSUJ EA AT TV UBE10mg &, 7 B AA—/N—{EIZ LD
FNEN1EE (AT TV —/L 10mg) RS IR R H R 0 5 L C il
HRZ(LERREZRE L, F o pHhie X7 A —% (AUC, Cmax) 22\ T 90%
B A TREGIHIRAT 21T - 7ot . 10g(0.8)~1log(1.25) DHFEHN TH v | Wi D4

MRS TER S iz 0

240
—— A AT ST — L EE10mgl TSU)
~ O A AT SV L8R Omg
G
= 180
E
i
iy
| 120
~
i
™
>,
e
& 60
"
=]
0 o~ oO—i ' O
0 12 18 24
B el (he)
AUCo-24 Cmax Tmax tue
(ng * hr/mL) (ng/mL) (hr) (hr)
FRA STV — LEE g
+ + + ;
10mg TSU| 277.4£209.5 212.5+£119.2 2.2+10.88 9 0.7
ﬁ)nf; 7Y B 0741495 | 217141224 | 214088 | 906

(A AT Z—)LEE 20mg TSUJ)

FAT T —EE 20mg ITSUJ A AT TV U8 20mg %, 7 B AF—"—1EIZ XD
ZNEN1EE (A AT T —)1 20mg) ZHEFERR A IR Rp R 0 &5 L C i
HRZELIRTRE A2 JE L, 5 073 mEhie X7 A —% (AUC, Cmax) (22T 90%
TEHEX A THEEHIRIT 21T o 7245 R, 10g(0.8)~1og(1.25) DHEIFHAN TH v . WAl D4

PR SHERR S T 3
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600
——F AT ST —LEE20mg TSU)

- A AT ST L 20mg
500

400

ks

A ATSV—ILIRE (ng/mL)

N
12 18 24
B il Chr)
AUCo-24 Cmax Tmax tue
(ng + hr/mL) (ng/mL) (hr) (hr)

AAT T =M a006+447.6 | 475142680 | 1.9+08 | %07

20mg TSU]
;E£g7 77 B 6626+379.6 | 430.9+4235.9 | 1807 | £90.7

(Mean+S.D., n=19)
MR TNT AUC, Cmax %0/87 A— 4 1%, HBRE OBIR, (RIEOTRBUELL -
RS ORBR S L > TR D AR H 5,

(3) ikl
LB L
(4) BE - HAEOPE

16.7 E¥YHEE/ER
16.71 SF7ENL, TILT7V2, Tk

HAEANDT =X TiE, PTERL, ULT77 Uy RINVTFYY), Tz=bA
23 CYP2C19 I LW SN D7D, AT T = EDJHIC LT TE A
320 T 2= A3 O VT T AL, ENEN 2T% R D 1B%EK T L, VL7
7 U230 O FEEIT 12% LR Lz oWsERH 5, [10.2 2]

16.7.2 T Dth D FEH
FAT T =V OMBETREZ, 77V A~ v EOfHICEY, Cmax KO
AUC TR 25 EH- LT, —J5, TEXRT VU AR EDOOFRIZ, AT 7V —
D IMAEPENRRIZE L 7227239
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2. EMRERI/NZ A4
(1) fBHFAE
M ER R L
(2) RUILEEEH
MER R L
(3) HRREEH
MEE R L
(4) DUT7Z2VR
MEE R L
(5) NHRE
M ER R L
(6) Zhith
M EE R L

3. BEE (KEalL—v3>) @i
(1) #fF%
DR L
(2) 185 4 — S EBER
DR L

4. RIR
R L

5 7

(1) Mmi&—EMEEE
MER R L

(2) Mmik—REEMEEYE
VI Ze 4t () EoEESE) B4 51HE 6 HAE0NREATHEBEEICHETHHE (5)

(3) Fir~DBITH
VI Z2 4 (i EoEEs) (B4 21HE 6 HEDNEREATHEREEICHETHHE (6)
3L & 5

(4) BE~DBITHE
M ER R L

(5) ZDhOMEH~DBITHE
M ER R L

(6) MFEAFKEEE
16.3 o1
16.3.1 EE#EEE
96~98%30
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6. X3
(1) RBEEALR UHKERRE

16.4 R

SNENDT —HZ TliL, BERANCA AT T —LaROkbg Lz X, miEhoE
REIA AT T =N ZANVR L J O RRF T F AT T =T 2 b ORGH
WI T BEOWIEIERZ1EE A ERSIahote 3039 | £i2, b MFI
1Y —AMZ XD in vitro BEBROFERND, B R X ARK DA LR AR ARKIZIE
FNZENEIZ CYP2C19 KN CYP3A4 7 H- L, B Fax U fk~ofR#Hs V77
ANIANEARD 4 5 Th D EHMESIN TS 39, CYP2C19 ([ZITE BB FAE
L. BI=FHIIC CYP2C19 DR 2 KT DK (PM) IZHARANZETE L ALK
ANFET 18~20%, 2—HHZARAFET 3~4% L HEINTWD 0, PMIZBITS
F AT T — VORI BN, o7 a kR TPLESR] 4042 LEETH B,
[10. 1]

(2) REIZE5T2BR (CYPH) OHTH, H5%E

VI AN G EOEES) CHTAEE 7. M) 258
(3) DEBBHROERRUZOHE

DR L
(4) REMOFEOERR TR, FELE

VI et (R EOERS) CHTAEA 7. MR 258

7. B

16.5 HEitt
SNENDT —Z TlL 14CEZHA A T T — a2 h UT- & & B REEEDH 80%
DRI, 9 20%23FH PR S 7z 837

8. FIURAR—E—IZET H1EH
A ERR L

9. BRFIZKBBRER
VI. -10. &8

10. HEDEREAYT HEE

16.6 HEDEREZHT HESE

16.6.1 M&FEH

1B BB 2R RICA AT T Y —/L%& 1 H 18] 20mg F ARG L, gz
Bt LB BV, MRS L 2BRETIFEA TR D LT, BT KO
BT B CIRNEEY BRI B L D Te o T2 484945
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I. &% (ERLOEESF) CEYSHEB

1. EERB L TOEB
BE STV

2. ERNBLZTDER

2. B2 (ROBHEIZIFEBELLENI L)
2.1 RANID RSk L CEBUE DB D & 5 B
2.2 VB e UHERRE ARG FORE [10.1 8]

3. MEEXIIHMRICEET HFE L TDER
IVAIBHRIZBE 3 2 T H -2 0 RE ST RIC BT 5757 ) 22T 5 2 &,

4. RERUVRAEICEET 5B EENDEH
IVAIBRRIZBE T 2 H A -4 HEER O HRICBEET 215 2235 2 &,

5. EEGERMIR L TDER

8. EELEARMIEE

(ZhEedi@)
8.1 Mikts. NTHERE. BREREFHICIEET 52 &,
8.2 AFNDOEMEGICI VIR~ 77X U AMIER D LN Z ENRHDHD T, KA
ERMEGT AL, BRI~ 72y AREEZNET S Z L, [11.1.11 &
#e]

(FERERE )
3 WM AE R OMERFRIEIC OV TR, F% - FRZ M IR B I3 LIS T 5
el L, BRRMEFRIEOLEDO R WEHICEETHZEDORVWEORET S Z
Lo Elo MERFRIETPITEMAICNESERE A T 2 R EBIRE 3T HI 2 8
MEE LV, B, WOFEHIZHHEETHI &,
8.3.1 FIH DOBEIEME, SEROMREEL B L CHEFRIEOHEAZBIRT 5 2 &,
8.3.2 FLMRIRAEN BAFIZIRIZAL TV 2D &Il S U2 A IR IESUTRE 2 B 8T 5
N

8.3.3 EHIFJIZFHERE. BHERE. MIKBEOMEZITI ZENEFE LU,

GEU S AtE B REMRAE)

8.4 FHIZEE L CIEMIRICT L 0 o), B EEE OREITER 23 D K LR S
nsZE L#EMSY 2 ALLE) 2RO LRG58, 22E, RAIOE L2
R, BB E @ﬁi@ﬁ&@%@ﬁm PRBIC K DIEREZRERT 5203 d 5
DT, WRSEMREHFEICLY CNODOEEBE TRV L 2RI L,
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6. HENDERZAT HVEBICHIT HEE
(1) BHHE - BEEFOHLHESE

9.1 AOHE « BEFREE D H 5 HBE
9.1 AOHE - BIEEEZD 5 5 8B 9.1.1 BEYNRHEUE DB D & 5 B

(2) BHEETERE
FRIE STV
(3) FFeefE=EE

9.3 FFikREIEE RS
B THY . MPRENEGRLEBENDLH D,

(4) HIEREZHT 5F
RIEIN TV
(5) 13w

9.5 1R
I TR U TN A ATREME D & A 2otEiCiT. 1B EoF RIS ARt 2 EE 5 &
Hr SN DB EICOLKET 5 L, 8mFER (U980 138mgkg) TR
PE GETRIIBEDEENN) s STV A,

(6) Z1L4%

9.6 =EL.im
BREEOFRFRMEL ORARZOAWRMEEZ BB L., I oMe X Ih k2 mard 5 2
L, BER (T MO bmg/kg) T, REELPA~BITT 5 Z &GS TV,

(7) MR

9.7 INR
INRFE RS & U BB TSN L T2,

(8) EkE

9.8 BfhE
KHENORGZBGT D Z &, —MRICHTFERE. TOMABBKENMETL TS Z
e AN
7. YBE{EHA
10. ¥HE{EH

T & U TFREEEE CYP2C19 K OV—# CYP3A4 CTRET S5,
F o BB WIIHITERIC L 0  OFHERI O EZ FR MK TS 203 H 5,
[16.4 /]

(1) HRAEEEZNER

AL

EEAER - FRE Tk

B - fabRIA T

IV il <l AV 75
(2.2 /]

VLB v SERRE O
HEEHETHIEZTNLRH
%o

AFN O B Ik ERIZ L0
UNE R Y R ORI MK
TL.UAEE Y Ol R
KTFT5ZE03b5,
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(2) fAZFE L ZDER

10.2 HRZEEWRICSEET S 8)

TR AK Y — )
[16.7.1 ]

gnzy
[16.7.1 ]

PR/ A #es L, Hifiz
ELHBENRHD, T 0 be
VR =I5 N ES A G
(INR) {4 o> & ¥k [E RE D
EENZHmEE L RN LI
5452 &,

HHN 4 BERIELR - HEE 1A Here - fElRE -1
T ERL INE OB OER Z R | AKX E IO F F 7 72— A
Tr=hrAr THZEND D, P450 RIEMAFHEEFE CYP2C19

TR SN D7D, A L E TR
AR T S5 H O
Prt 2 B S &5 BTN H D,

/A= NV Sl

Z 7 m ) NADIE %z i
THIENDD,

HEAEHOBFIIAHATHD, 2
B OFEAN DM AREN LRSS
ZEMDD,

il
T 4F=T
z)laF=7

Fuov ¥ —viHE

AN RFLFH—F mHED A N LY — b
EHRGT 5551, —RIC
AR O EHIETDH b
EEETDHI L,
= S T D OFEFIONER & R | KO E B WmHEERIC LD v
AFNIAFT THZERD D, 23X 2 DOINIKG RS NH] S AU,
AT OMPREN ERTS
ZENRD D,
A NZ7afry—n 2 S OIEFIDOVE 259 | AHF O H B Wi ERIC LY 2
THZERD D, WO DIEFNOVEEIENET L, Z

o DIEANO i R E DMK T 5
ZENb D,

RY af—

AP OMER 2R 5 Z &
N5,

AKAND Cmax KON AUC 23880 L
EOWMERHD, R aty—
JVIIARA O HEEE (CYP2C19
KON CYP3A4) #[HET S Z &R
EZbhD,

7t K7 LUK

7 a v KT UARREREOE
HAAEE T2 055,

AHFIH CYP2C19 Z[HEST L Z &
2LV, 7Zuab RJT LIV O
TE M ET Y o i P MK T
éo

P IELE DI

fePa—rXU—1])

ARk

(St. John's Wort, &

ARAIOIEM 25T 5 Z &
WD,

A IATA XY Y TRAEF O
PMEE (CYP2C19 &1 CYP3A4)
ZHE L, AFOMNHEIMETE SR
MARENMETT 52 ENEZL
b,
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. BI{ERA

11. Bl4EMA
WORWER R bbb Z E0H 5D T, BlELZHHITV, BENBD 6N GA
WG 2 IET 57 PO AE AT O T &,

(1) EXGEIER & HEAERK

11.1 EXIGEER

11.1.1 3wy, 7+ 747F— (WFhLBEFH)

Yavl, TF 747X — (MEMERE, [QESJERE) Nbobbhd
LD,

11.1.2 RMEGHAME,. |EBEMEE. AOMEEmD. /MRED (WFhE3EETRH)

11.1.3 BIERT 2. FFiREREE. #E. B2 (WFhLEEFH)

11.1.4 hEMRKRIEIFERAESGE (Toxic Epidermal Necrolysis : TEN) ., K JE#5IRERfE 1%
% (Stevens-Johnson fEIEEE) (WWFh £ EEFRBA)

11.1.5 RAEE FEETRER)

11.1.6 MEME X, AUHBEEE (WFhLEETH)

BESERAE (BUN, Z L7 F=%) ICHEETHZ &,

11.1.71EF ~ U D LA (BEEARBR)

11.1.8 M MMM (FEEFH)

Nk, PRI A, BN, i O RE (IREE) EARO ONGEITIE, H
DANZHOES X R, B CT SokE % FEhid 5 2 &, BEMMR S EbIL-S
A3 EE P L, BIBERLE CHORGEOBYREEZIT) Z &,

11.1.9 M EHMARE EETH)

e, B, CK E&-, M RORFPIA T rey ERERD DD
ZEWb D,

11.1.10 $5ELIRAE (BEETH)

HAE, BFETH, KLY, IR, KL, B IBEErRHHbhD 2
LB D,

11.1.11 BT R L (BEEAER)
AEIOEHHEEGIZLY QT LK, K¥E, LUONWELZE) K~ 272y Al
JER D LN ENHDH, £, R~ 2 U AMIEIZER L7 1>
U LMAE, AR U U AMESEOERERE 25 HBEan b5, 2 b OEMRE
BFEEDNGEONDIERD S b OIS EITIEL, F~ 7R T NREORIE
PO, BEPRD ONTHAIE, ~ 7RV T AOHFEOMY) A VE A1 T
5k, [8.2 BR]
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(2) Zoto&IER

11.2 ZDihOEEH
(BEE. T-HERES. MEMES. FRMEER. FULALBREHTRIE.
Zollinger-Ellison fE{Z#$)

0.1~5%Ai 0.1% A A
&% e SALBE, JERRBEUE, < 5 F
B R Jk iﬁ ALEL, JERMBEUE, £ 5
T R, EAL, BE M, SRR, | E K. BB 80 KB R
S i M. D%k (collagenous colitis . lymphocytic
colitis) . JEFRIE IS, 1T
JE. K
» AST. ALT. Al-P, v-GTP .
i LDH » |5
" H I EREGR D, i MRCE D
JIIRYE3 i
e SAY IRE. LOWUR | D F W, IEER IR, RIR GE) .
7 FEEG., O OfRKE
HEEN Wi, MER, B | BR, WY, BiF HRRAE
HiJe WL PR, &I, 1R,
TR, FE, Lt bIE. KO
T BUN. 7 L7 F=> ife.
V7Vt I4 K, mMiELI v
L, alLZATo—o LFE

(NJanys—-E0Y) ORBEOHED

5% | 1~5%A T 1% AT
JEBUE F95
T - HKE | DN, E0R. BE | ER. D, + fEER
e (33.4%) . |28, ML, REEFHENG
1S Sl I N 58 A
(10.5%)
Wi AST k5 MFspear . ALT 5. Al-P 5,
Bk vyLry k5. LDH L5
i IR ER B 22 . /B D . &
i, AIMEREEZ . A ER ) 2w
K BEE . LUV, O FE VW, IERMREE
R
PR BERGE REAGM., IR EH oL 27
Z DAt n—/L E5. QT iR, RE, BE
& U UHE, MR, B

FHHOBEEITEEE I+ HEBRREICBTIZFAT IS —L TEXFITY K
Tk Rr ) 2w, 00 3KBGORGEICHESL,
1) BEERPEE T,
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9. BARERRICRIEIIZE

12. FRRBRERRICRIZTEE

(NYanys—--E0Y OREOHE)
FATFTS =N EOTa N R T A e BT ER TV KR, 7T
Aa~A TV UEOHFAEWE R OA ha =4 — )L ORATOEGK T ER T,
1BC-JR B MFRGRER DO EDMARENEIZ 72 5 ATREME N & 5 723D 18C-JRFBIFEABRIZ L 5
BREGEIE 217 2 o lZid, 2D OFER OB G T% 4 WLAROR R TEMT 5 2
EMMEFE LY,

10. BEKRE
BREERRL

1. BALDEE

14. BALOEFE

14.1 ERRFEHOER

14.1.1 AANIBESETH Y . WHIZHT= > TUL, WA . B0 B3, ALY
FOBEIHRET L L,

14.1.2 PTP WO HEANL PTP > — b2 bV L CTIRAT 2 L 5884252 &, PTP &~
— FOREEIZT LY | BEOELA A EEREA~FIA L, BIZIZELEZ I 2 L CHERRIA
REOEEREGIEL IR T L LD D,

12. ZOHMOEE
(1) BRERERICED JFER

15.1 ERER{ERICE D < 1FHR

(ZhEE$tE)

15.1.1 AFIOREEFIZEEOTRY =7 2RO L OWMEDH 5,

15.1.2 AFOEGH, BEIC L ERZEMT 22 LB8H 0T, BEMETRNZ & 2R
LTE5T5HZ 8,

15.1.3 MM BT D EBOBEMIE T, 7 F AR T A B BEX —IZ L HIEEICE N T
EHRRIEICFE O BB & I, FRAEE T, FHEF o U 2 7 BmpsaiE S Tn g,
Frio, mAELXORMIM (1FU L) OWBFEE=Z T 2EE T 8o ) 27 Rt
7

15.1.4 MESMIEIT 5 EICABLBEE 23R L LB OB T, Ve bR (v
X =BG LIZEFICBN TR A NI VUL T 7 4 2T LD EBEGD
U A7 BEIMBRHE S TN D,

(FEU B AEB BB

15.1.5 BRIENBEISITROEY A7 ThDH EEZLNDHEIE ., HIL~N=T 250 5 8
FHOWT I HEEY LW S ITIIARFI OTEFEN R DG H U S WATREED & 5,

33



(2) FEERARREABRICED IR

15.2 JERRPRERERICE D < 1B
15.2.1 7 MZ 1.7Tmg/kg UL L% 2 FFMRR O &5 L= BB T, Bl LT /A4 ROX%
ENBONTZEDREDRH D, ZOHNTF ) A ROFAEITITT v MIFEREMENT
HDHILTWD,
1522 v MZEETHDL T V7T —) (50mgkg/H)., TEXFT VU K
(500mg/kg/H) K7 7 U xn<A 3 (160mgkg/H) ZOFHES LR BRT,
REM COFRMEOBEIR & & IR IR OREIH OHERIZED 5N TN D,
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Y E R L
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(1) BEEHRGSEHER
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