202359 A QAT (F17hR)

BARERROEES

872325

EESA A EA—T+—L

AAREIRERENSO IFEREEFE2018 Q019FEFHAR) IZHEHL L TIER

H 2B A& Al

HASRS J7EF YR ®
BDAI=10mg AAY=220mg
HAERA TP EF IR )
BDAY=u2% HBAY=510%

®
GCISi'eI' Tablets 10mg-20mg. Powder 2%°10%

Pl B | BEAEE, HUA
oA o HOom X 4| mYLARY
HAZ—EE10mg : 1 8EFICAHR 77 EF V2 10mg 2567 5,
WOk - & B HAZ—EE20mg : 1 SEFICHRE 77 EF VL 20mg 2567 5,
TAZ =8 2% : 1gFICHF 77 EF V0 20mg 2E5HT 5,
HAB = 10% : 1lg FICHR 77EF P2 100mg 25867 5,
. i 4, o 4 :77EFV (JAN)
8 £ 4 : Famotidine (JAN, INN)
SEARTCAREH B | SRR A H R7EPHAATH A
WE 55 K R AE H B | #E10mg | 1985451 H 31 H 1988 4= 7 H 15 H 1988 459 H 12 H
WO B E AW R - | BE20mg | 198541 H 31 H 198547 4 29 H 198547 4 29 H
AR 52 BH 4 & A B | # 2% | 199343 A 15H 199447 H 8 H 1994 427 7 14 H
B 10% | 198541 H 31 H 1985 4E 7 H 29 H 1985 47 4 29 H
f3E AR e (i A) ot \
UEHR5E - LTL 7 7 — e
e P &R 7 — RSt
7% S R H XS 3 oD A
LTL 77—kttt
B s b o & N LTL 77—~ =—/;L& > %— TEL 0120-303-711

EREFE M IERY A R
https://www.ltl-pharma.com/
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Bl - SRFATSE O ERRREEE DS B 2EH S B AR 3 05 IE A AR A TE 4 A BRI, BB icitfish
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FHHEICE LTI, IFRMET S5 £ oM, BERAENBET 2UFTHNAEZA LN LI SGES, HH 0
WA EEFRIBI — RS X 0 EHIEE A ST D & L b, IFOBAICH > Tid, Ko
AT A PMDA D E I L E ST B R O — Y TR T 2 LERH D,
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W5 TRl W& 3B Py 2%
Al-P alkaline phosphatase TNHYKRAT 74 —F
ALT alanine aminotransferase TI=VT I NT AT 2T —E
AST aspartate aminotransferase TANRTGEXUBT I ) N T AT 2T —E8
AUC area under the curve iR T i F
BUN blood urea nitrogen MmHRFEFR
Cer Creatinine clearance JVITF= T YT TR
CK creatine kinase TVTFroxF—F
Crnax maximum concentration B ey I
CPK creatine phosphokinase TVTFUTFHATHFFH—F
CYP cytochrome ¥ N7 v ACGEMREIEESR)
in vitro in vitro A bho BREBRENT
in vivo in vivo A2 R AEKAT
iv intravenous (i3I RE2s)
kp kilopond T &2
LDH L-lactate dehydrogenase HEEN KRR
MATE multidrug and toxin extrusion 7o N HHEEETF A N T AR—F —
OAT1 organic anion transporter 1 e FET =42 F T AR—F—1
OAT3 organic anion transporter 3 e "VET =F > F T AR—F—3
OCT2 organic cation transporter 2 BWHT A N T AR —H—2
pH potential of hydrogen IKFEA A R RIR OFENE - 7 v h ) PR D)
pKa pKa Pt BL AR B
po per os. B
PTP press through pack PTP @iis — k
RH relative humidity FE e
RMP Risk Management Plan [ SR i e )
SD(Z v b) Sprague-Dawley rat FIRZZDOTIVE ) Ty b
Ti(t12) half life TRk
Tmax time to maximum concentration I vy I P R R IR ]

vy-GTP

y-glutamyl transpeptidase

HoRITNEIN T ARTFL—F




I. $IZICE9 SHIHE

1. ROREE
2 NBREEEL 7 A7 7 A8 L, H SREETHIOMEEZED 5T, 7 IV UFHE RO Hy SRR
HFAERAPBD CRIITHA I L AR L, 1979 FICANT s EANT IV )R T T = ) F 7 — L8
LEHBE DR T 7 EF VU OARICHEL LT,
DT 7T VXM TR 72 B B WA ER 2R U, PLEMER VT ARSI R L E R
HAER=a ) v A7 7 —FREEAZIEE A ERE R oTe, o, BARRBRIZE N T BIF2R BN S
SIT=T2, 1985 4 1 HICH A% —8E 10mg, A X —§E 20mg, H A X —1 10% (B, + a5,
RERVEARAE L, R AR 2R | Zollinger-Ellison JEMGERE) D A&KGR 2 A & — {14 20mg & ILIT/G7-%% ., 1988
F8AIZA - BEEROFRBERNZ KON B 1 FIgRERTR 5 ORGEZ IS Lo, BT 1993 423 HIZIEH A
A —H 2% DA S AT LTz,
B, ARG THL 7 7 EFVUTE RGERARERFE 1EMAINBNC LV INE SN, 7=, F 14
WIEHARIEKFTHQO0NLY 77 EF VU8, 77 EF VU, EHAT 2T U, 16 SOE H AR
FQROINL Y 7 7 =F ¥ U EFHE I Sz,
20184210 A 1 H., LTL 7 7 —~ KR &thid A 2 ¥ — 25K 0 Sl A 75 & 38 & 7Rk L 72,

2. HEOBEENFYE
(DFffei) 72 B B W IR 2 3844 5, (TVI.2. ) #EhEEMF T HREBREIE DHESHR)
Q)H R E A BN S5 Z LI X 0 BHEIKN 28T 5,

(TVI.2. Q) EERMF T HREBREAE DHEHZSR)

(3)1 H 40mg TIAEMEDE, WFIERIERICHWIBERSEO LT 5,
(T'v.5. (4).1) EMREEHR] OHESH)
OHIEEMEED, BRICE T 5 BRIERZESCCSET 2, (V.5 (4).1) FHMERIERAR) 0HESH)
GYHAX—(FO - EHEHOARHF L OBEER LN D EMEHABBREERREMET 2 E5T)1EL 1.8%
(360/20,137 )y TH 5, (KRR IRE Mo OV R % 9 A AR
(FEN FASESE KGRI @ 1997 43 H)
B, NIRAIOEKRZEWER E LCyay sy, 7FH7 4 7% v—, BAERBMERM, Bk, HEHE
R, WM, f/ R BRI B SERRE (Toxic Epidermal Necrolysis : TEN), R Ak
ARJE (B FE (Stevens-Johnson JEMERE), HFEERERE T, MR, FAUAARIE, QT LR, BERkbEE, 5K, WE
PR, TMEBRREE. MEMEMR, REMHENRD b TV, (TVIL. 8. &IMEA ) DIESHY)

%

\

3

%

3. HAEDOHEFFMESE
Bz L

4 BEFERAICEHLTEAAMTARERES
Bz L

5. RBEHERUME - FALOHIPREIE
(1) HPBEH
Briz7a L

(2) i@ - FRALOHIREE
Briz7a L

6. RMPOIE
A% LR



I. AICET HIEH

1. BR5E4
(1) ¥4
T AL —EE 10mg, T AX—§E 20mg, T AX—H 2%, HTAX—H 10%

(2) #*4&
Gaster Tablets 10mg, Gaster Tablets 20mg
Gaster Powder 2%, Gaster Powder 10%

(3) BIDHEK
Gaster : Gastric Ulcer Z 189 572 K DOEE

2. — g%
(1) f04& (dasaik)
77 EFTL  (JAN)

(2) F8 (WA%K)
Famotidine (JAN, INN)

(3) RTL
VAFUUHRE AZ I Hy A WEETLEE ¢ -tidine

3. EEARITRERX

NH:2
NH:2 o\\ /9

HZNAN{/NJ/\S/\/&N/S\NW
S

4, DFRARUDFE
4373 CsHisN7OS;
T 337.45

5. {L#H (MAiE) XIFFE
N-Aminosulfonyl-3-{[2-(diaminomethyleneamino)-1,3-thiazol-4-ylJmethylsulfanyl} propanimidamide (IUPAC)

6. EER4A. A4, BS.
BB E S : YM1170

&5



. 35T SIEE

1. YMEEPHEE
(1) 5h8 - 1K
AE~HEABDOR I TH D,

(2) 7BAfFH
HERR(100)ZE TR0 <, =& 7 — /LI ITIZ < <, 7KIZHiD TEITIZ < W ARl 0.5mol/L Mgk

R T 5,
T7EFOUDEBEMRENE (20°C., 5 7 v hDFH)
e VI ImL (VAR Bk 1g RN T DI e E =
"k + % 3 kit (mg) T 5 F i R(mL) TR i
N, N-CAFAKRNLLT IR 568 1.76 RFR9 0
FEEE(100) 498 2.01 BT v
AH =)L 5.18 1.93 X102 wWiriz<wn
7K 0.741 1.53 X 103 6D TYEITFIZ < W
TE N 0.413 2.42X103 6D TYAITFIZ < W
T X ) —)(99.5) 0.361 2.77X 103 6D TYAEITFIZ < W
T h=hrU 0.339 2.95X 103 6D TR IZ < W
Wil — 7 L 0.0469 2.13 X104 T A ETT N
VxFLr—F )L 0.000163 6.12X10° EEAETRIT RN
VA=R=F: V2N 0.000220 4.54%106 Z & AT
U U ERYEAREIR pH3 16.1 62.1 RRETFIT W
U VR AR EIR pH4 13.9 72.1 RRETFIT W
U U EREAREIR pHS 6.34 158 Iz
U U BEEARAETIR pH6 5.04 198 Iz W
U U BEEAREIR pHT 1.37 730 iz
U AR BT HR pHS 0.723 1383 D CTERIFIZ < W
UV BEMEAR IR pHO 0.613 1631 D TEIFIZ < W
(3) B
MU ER L
4) ghm (HER). FR. BES
BlUS R 164°C O fiR)
(5) BRIEEMERETE
pKa : 9 7.06(% ORI EVE)
(6) HELfRE
20CIZR T DEHE=F VRN 1-4 27 Z ) —/L & pH3~9 DFEE K & OO SEREIIR IR T LB Th
5,
J7EFOUDHERL
/K JE ® pH 1-4 2 % ) —)VIEIKE FElR = 5 VK g
3 5.0%103 2.9x10*
4 5.5X103 6.7 10
5 6.2X103 3.2X1073
6 5.0% 102 3.9 1072
7 1.5%X 10! 1.2X10"
8 2.6%10" 1.7X 10"
9 2.6%107 1.8X10°!




. AMESICEY HEE

(1) ZDDE4RIEE
FEWRYERE - E2(265nm)f 301

2. AMESDERERTICEITHIREN

BREEHETICBT2 77 EF U DOREM

Y PRAFSRA: PRIFTERE PRAT AR s
E WA SR, HE KRB 36 & A 7L
B SR, BNEELE ¥ — LIER 36 t4 A RO BB~ E DD
40°C, ¢ R R A 6 4 A BREIC DTN T BT R
50C, SRR 6 % A B THBLO T DICREE BT S
60°C, WS KBRS 6 1% A BRI CHOMBLRBR 2 0D
1 30°C
e Y Yivin yj-\‘
w5 @ SA%RH ~ HEH: X — LRAT 6 5 H b7z L
fi " 40°C
= e > 2y — (] %
" S9URH ~ MoK X — LRAT 6 5 A Bz L
S ?V—Vﬁﬁ 2%% 1t 2 O b AR R W
T — LRAT 1A 1t % O b K ER W
@ﬁ M%ﬁﬁm‘ BT T A 27 H 50°C. 27 H HFA7% 61.8%
IRRE HESE
TR R LD AR

EHHXTE v — WYRFICTER L0k o 2 TH 5,

HoN<
H,N”

H,N
Sc= N—<
H,N |
CHZSCH2CH2C

3. AMAS DHERSBRE, EBE

MRS BRIE

AL —§E 10mg, AKX —§E 20mg :

HAL =B 2%, FAZ—810%

ey
REE;

A HZ —§E 10mg, H A —FE 20mg :

HAZ—8 2%, HTAX—H 10%

C=

N*}HL

A-1

A-6

BE [77EF2 8]
AR 17 7EF Y1

HE (77 EF2 088
cBR 7 7E2F T8

20
CH,SCH,CH,CZ
NHSO,NH,

\NSOQNHZ

DOWERRBRIEIC L D
DOERRBIEIC K D

DERIEC L D,
DERIEIZ L D,




V. RHFIZEHT HIEB

1. &R

(1) FlRzDXF|
A2 —5E 10mg, $E 20mg : HEKEE
A —H 2%, # 10% : #Hl

(2) HEIDHEKROHEIK

HR7E4 A = I [ER2S JE & R
7 A 4 —4iE 10mg O SIS o.g14
PifksE | Af~MEEAA
H A S —§E 20mg Q O :HL 1?11?1 0'g20
HAEZ—H 2% @,
: el &
AL —H10% F A~ H
(3) #FAa—FK
M LA
(4) "HEOYHE
#& 10mg * 20mg AR ARERERE - SEEQIC L VB EITH L&, ZhICHEHAT D,
2% 2R 38° AR 2.1
% 10% TR 370 FAEE 2.0
(5) ZDith

A LR

2. BEIDOHERM

(1) A#ES CEMRS) OEERVHMHF
AL —FE 10mg : 1EEFTICHR 77 EF T2 10mg & AT %,
TAZ—FE20mg @ 1 EEHFICHF 77 EF P 20mg 5 HT 5,
HAF =W 2% 1gHicBRE 77EF T2 200mg 2 E5HT 5,
HAZ—810% :1gFICHE 77EFF V2 100mg 2 EHT 5.

I
EHELFMOZEIZET AR LAEDLHIZOWTICEKR 134F 10 A 1 B HIGEFREE 712 BN ITE
TSN OFEHEHIZET 28 EH LAbE] OFEMIZOWT) (P 1443 A 13 B HIKGERBE 170 5)
ICESEEBRIMFNC OV CRE LT, WAL To LY,

VSJIE

HA—fi lomg | RY CRORFT LT L R AL SRR, B R T e e

A, hvERa T T BBMKTAE, ATT VBN T A REREE Fr X
vZuekra—2x B SV T KR, <7 v 2—/1 20000, BR{LT X
g hFooay

A Z —§E 20mg

HALE—8 2%
HAX—#10%

MK F, Futoav T o7y, e Radv oo —R BEEKT A R




V. BE|IZEE9 HIEE

(2) BREFORE
TR L

(3) B#E
%N ¥

3. RBRBEOHEAKRUVEE
A% LR

4. N
A% LR

5 BAY STIREIED & 5 KAt Y

U O IR S O Wi L D 0TIk D & B0 Th 5,

77 BTV RIR)
H,NO,SN NH,
H,N > s/\m/ N=<N H,
& & # & K
}LN06HN NH,
A-l "[5/=<Mh
HOOC "
A2 Rl i 1 4:1/ =<Nll»
NH,
As wNoc\/\s/\: \r/N==<NH7
>=N =<Mb
A-5 HoN \FfI "Atfj/ NH,
0
H,NO,SNx, t NH,
A-6 - AZN>\/\S/\qN=<
HN NH,
A-7 113N>\/\S 1 Nﬁ/N=<NHZ
S
0O 0
Y
A-8 H,N
Ha r\>=\'\£t /\S/\/rlNJ\/\S/\ :T\j/'\=<\“l




V. BE|IZEE9 BHIEB

6. HEIDBEEFHTICEITA2REN
HRAE—EE 10mg, TRAZ—E§E 20mg DREHSE

HEr e it RTEIF HE RAEHR R
. 25°C. 60%RH PTP 4%
EARERR oo T T
(5AI) R VB
ZL 50°C (IR AT) PTP & 6 A | &L,
5 PTP 4% 6 A%, HRB/WEL, bEriciamks
| | 40C. 7S%RH cmp | EVS OEIREOABE B
% - (W) A N VB AL, 0.5~1.1%D 5 % ket U 7= i1 328
% b7z L,
T P—RA—F
S e I ZE1p7
x (2700mW - min/cmz) PIP Tz 5 I Zfer L
WEER : MEIREMER), WHME, &5, HEERBRGTERER O H)

HRE—8 2%, HRE—10%DLEH

i (A7 4l BAFBIE | (AR R
., 25°C. 60%RH AR bV
L S B fohs TV 7 i
R RATER (WEF) s 36 fEH | ZfkieL
G SOC(HEI) AR VERE 6 A |6, Atk SMRA T DICHAKRE ROV,
o) R
i % R hVBRK
mh| “C@§§“1 ka;# GHA |6 At DIMBLI T /T Bk B H OV,
B A AN VIR
B | Y o P A — 4 o s
% (2700mW * min/cm?) b SR 2k L

WEEHE @ MREME), W, &5
*H AL —H 10% CHIE L7z,

1. ASERVBRBERORENE

A% L7

8. fFlENEEEL (MEIEENEIL)
HAH—HW 2%, TAX—H10% :

[LTL 7 7 —~ RS R FE T A & https:/www.ltl-pharma.com/] #ZH< 7230,

9. BHM

AL —§E 10mg, HAX —§E20mg, HAX—# 2%, TAX—H# 10%
J 3k BJR WEHBREBRIES 2 (N RViE)
& o EEEEC 50rpm
ABRIK : pH4 @ 0.05mol/L FEEE - FERE T N U U SRR
W . TR MBS 2073,

H A H —§E 10mg A K —EE 20mg HAE—H 2% AL —H#10%
FHLE R ] 45 4y 60 %3 1543 154y
& o= 70% L4 E 70%LA E 80% LA 85%LL
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V. BE|IZEE9 HIEE

R A —&E 10mg
(%)
100 =
90 il
80f et
N3 70 i ,"////
ey 60 - /, 7
28] /
Gl |
$ 40 ////
/= pH1.2
- L 7 . — —pH40
20f —pH638
10 —k
0 1 1 1 1 1 1 1 1 1 1 1 1 (43)
0 5 10 15 30 45 60 90 120 180 240 300 360
TR PR IR 1)
HR 2 —§E 20mg
(%)
100F e e
90 F i
80+ T
70 £ e
ey 60 - / //
i /
o5t i of
23 Al A
o/
ot S/ e pH1.2
sl = . — —pH40
Va4 ——pH638
10f 7, — %
0 1 | | 1 1 1 1 1 1 1 1 1 ] (9\)
0 5 10 15 3 45 60 90 120 180 240 300 360
FRBR RN ]
HRE—8EL 2% HRH2—E10%
(%) (%)
100 100 e e
90+ e w0 L2
0F 1 sor i
ot 0r i
w0t # eob
50t osof
% 40t % 0t §
() A — pH1.2 RN A —— pH1.2
| - — —pH40 | - — —pH40
20 ——pH68 20 —DH68
10 —k 10 —k
0 1 1 L 1 |(g\) 0 1 1 L 1 1 (QJ\)
0 5 0 15 30 45 0 5 0 15 30 45
AR PR LR [ A A PR IPUIR: [
10. B3 - A
(1) FEISDELRSE - L. NEIFHRLES - BEICET H1HER
L7
(2) a%
(HR % —E& 10mg)

100 £ [10 $&PTP) X 10]
500 2 [10 $E(PTP)X50]



V. BE|IZEE9 BHIEB

(# R 45—t 20mg)

100 € [10 $E(PTP) X 10]
500 £ [10 HE(PTP) X 50]
1,000 £ [10 $£(PTP)X 100]
(HRZ—8k 2%)

100g [Jff]
(ARZ—H10%)

50g [ff]

) FREE
M L

(4) BEOME
H AL —§E 10mg, A X —§E 20mg
PTP > — bk : AUk =L, T I=T A

i AR UZF LR b XX o7 TIUFEHRYZF LRy FY)
AL —H 2%, HAZ—H10%

ax) TN T IFR—h

i ARV ZF LR LY Xy TUFERY T LRy F )

11. AIREHEINhLIEHE
Briz7ze L

12. ZDith
BrlzZa L



V. BRICEAYTSIEE

1. $EEXIEHR
OBIREG. + _fEWaE. MEEEg. FE s B GEEERS., S U Eg, HitEE RIC Xk
%), WFEtERIE S, Zollinger-Ellison JEBERE
O FREEBEOHRBIRZE (O A, HifL, FIR, )DL
SYEB R, 12MEE DSV ]

2. PEERIIDRICEET IR
Bz L

3. AERUVHAE

(1) BERUVHAZEDER
(BEB. TZEBES. WALES. LECELMCELHEES. RURX FLRES. EMMEEXRIZEK
%), HFHEEEL. Zollinger-Ellison fEIXEE)
WHERACIEZ 7EF V& LT1E20mg 2 1 B2 [MGEIE#, Y B#E-IImEMNRO®REGET 5, £
72, 11840mg = 1 A 1 FIBEINRAOKEGT5Z2 &6 TE 5,
7R, AR RIS XV EHERT 5, 7272 L, EEVEARE i O3 A 21 30E TR A IR 2 BRAA L
WIRFTREIC A o 72RO & 58I 0 v 2 B

(TRREEDBHIERE (UbA, i, ik, ZE) OE

SHBER. BHEBROIMEEL

WHEBEANCE 7 7EF P LT1E 10mg 2 1 H 2 FEIRE., Y BB EITHEIMNKRO&EET 5, £
7. 1E20mg 2 1 A 1 FI@EMEAEEGT52 L6 TE D,

¥, Al - ERIC XV EEHERET D,

(2) RERUVAZENRERRE - B0
V.5 3) AERERIER omEzR

4. RERUVAECEET HIE

1. RERUVAEZICEHEYT HIE
1.1 BHEETEE~AORSZX
77 FUTEL LTERE» O RE(EE TS D, BRERTEZICY 72 F Vv zks
THL, BREDCIKT & & bICmPRZ(CEREN B L, IRPSEENED T 20T, RO XD
n¥GEEZRLETD Y, [92 2]

1[5 20mgl H 2 [l 5- 4 KL 3 255

:\ ] =
VT /2)77/x by g
(mL/min)
Cor=60 1[5 20mg 1 H 2 @]
1[F20mg 1 H 1A
60> Ccr>30 1/ 10mg 1 H 2 [
18] 20mg 2~3 HIZ 1[A]
>
30=Cer 1 [ 10mg 1 A 1]
. 1[5 20mg  FEHTTZ 1 5]
J=¢1
BT 1B 10mg 1 H 119




V. REICET HIER

5. ERPRRLHE
(1) BRT—21\vH5r—o
ML

(2) BREREIEGER
TR 12 4 & XPRICAAI % 5~160mg Hial# G U7 fE 5, BRAER, BRBRART AR 512 L 5
EEDONDBE IO LN oTz, Flo, BEEA 6 AIZX L 1820 XX 40mg, 1 B 2 [8] 5 HiEki#
H UG ARG L RO R TH o 72 19,

HARBN O FIEE. + HPBEEICR L TRR SN TV A HELOHER, 1\ 20mg, 1 H 2 BIXiX 1 B 40mg, 1 H
1ETH D,
AFNIOBHEE K ABMEE R OSMIEEMICE T 2 BHBEREOSEICH L TAR I TV FEROHEIL, 1
10mg, 1 H2EX(X1E20mg, 1 H1ETH5,

(3) AERIGERALR
1) THIEPEIE B R 183 4 2 it RICAA|Z 10mgX2 [H/H, 20mgX2 [A/H, 20mgX3 [Al/H Z Hi&ET 8 #
M.+ FRIBEST 6 EMHREG L2 24, 118 20mg, 1 B 2 [H#518 %Y TH 5 &k Sz 2,

) AR O BIEE, T ZHEBEBICK U OB SN T AELOCHAREIL, 1H 20mg, 1 A 2 BIXiX 1 [F 40mg, 1
H1ETHS,
2) SMER R OEMEBERIZE b7 O BPEBEREYRZBE 137 £ 2 KR ITAAIZ SmgX2 FI/H, 10mgXx2 [/
H, 20mgX2 [a]/H%Z 2 MG L& Z A, 1\ 10mg, 1 H 2 [EFRGRZZYE TH D &Sz 2,

) AR OBIER R, 2B RO EMIZ I T 2 BAEYRZ OUEEIT S L TKR SN TV S AU, 1
[F] 10mg, 1 H 2[E3% 1 [FE20mg, 1 H 1HETH %,

(4) HRETAOEEER

1) BERELSER
BRERR
H AL~ WL OD GECHME, 1+ ISR O -
SOBRERBATDI, FRMENRD b 219,

S 2% O B RBYR LS IC OV T T EHERLERRZ

. . WNRBEHIE TR
] R E TR R B
Tk ek S R S it

I 20mg X 2/ H 95.2%(1174/1233) 95.1%(1105/1162) 84.1%(1037/1233)
e 40mg X 1/H 98.2%( 449/ 457) 95.4%( 412/ 432) 80.1%( 366/ 457)
R 20mg X 2/ H 95.7%( 645/ 674) 95.4%( 600/ 629) 86.4%( 582/ 674)
IR 40mg X 1/H 95.8%( 343/ 358) 95.2%( 320/ 336) 86.0%( 308/ 358)
SR =l 20mg X 2/ H 95.1%( 39/ 41) 100.0%( 41/ 41) 92.7%( 38/ 41)
HLAFIEE 40mg X 1/H 100.0%( 5/ 5) 100.0%( 5/ 5) 100.0%( 5/ 5)

AR % % %
pane— 20mg X 2/ H 95.7%( 22/ 23) 100.0%( 21/ 21) 87.0%( 20/ 23)
e 40mg X 1/H 75.0%( 3/ 4) 66.7%( 2/ 3) 75.0%( 3/ 4)
- - 20mg X 2/ H 90.5%( 19/ 21) 90.0%( 18/ 20) 90.5%( 19/ 21)

VA= | s
RPERIE SR 40mg X 1/H 87.5%( 21/ 24) 87.0%( 20/ 23) 83.3%( 20/ 24)
2 BEEE 10mgx2/H 84.1%( 333/ 396) 84.4%( 335/ 397) 81.8%( 320/ 391)
R 22 © 20mg X 1/H 81.0%( 141/ 174) 84.0%( 142/ 169) 80.3%( 139/ 173)
< IEMEHER - FIRNE S L B IEMEhRIE 91.2%(165/181) &7~ L, —HBEMILEGERIC L - T
AHOHRAERRD vz, AERFRBEA O ZEERLERRICBIT 2 1[E 20mg, 1 A 2
R R EIFARN B G- T O IR 5 F 1T 91.0%(91/100) T, £5- 36 IRFREI LA @ 1k 131X 66.0%(66/100).
! a 3 HEAN O 1L I 313 84.0%(84/100) CTd - 7=,
< IEMHERSR - FIRNE LS T R %R 0 # 5 Q0mg X2/ B L B Ik HERD RIZ R IF T
HoT,




V. REICET HIER

“ RUEE B ARG E R

Rk EfRYCEE B fth AR S i%&%%
Zollinger-Ellison | —fXEHIRFER 6 BIP(#E O 5 5 B, IRV S 1 1), 5 BIGEEA#& G 4 61, #IRE S 1 B1)ic
SR AT oI,

a) ZHEEMILKRBR@Omg/ F | 8 WRHES)IC L > TRAOA MRS iz,

b) " E SRR @0m/ A . 6 BRI )IC L o TAKIOA MRS b,

) 20mg X 1/ A& 53k L 10mg X2/ A Gk L O “HEERKERBR CIX, BMBERGGERE, NHRSIFTRUGEE, SfRdcEE K OE
FEDWTHIUIZENT b MICA EAETRD bR T,

) AR o B, B, WA, IR i, WRMERIE R, Zollinger-Ellison SEMEREIZ & L TH&
BEINTOOIHELOHEIZ, 1\20mg, 1 H2EXE1E40mg, 1 B 1EREROKSTH D,
AFIOBMEB %, BB ROV ELICH T 2 5N ZE OBGEIZR L TAR I AT HIELTHEIT, 1
[l 10mg, 1 B 2[EXiEL1[E20mg, 1 B 1EEAKETH D,

2) REMHBR
AR L

(5) BE - HERIHR
LR L

(6) saRAER

1) ERAERE (—REAAERE. BEEARERE. ERRELERE) . BEREET— 8 A—2
HE. WERFRERERONE
B L

2) RREHE L TERTFEONBRITER L =HE - RROBE
% LR

(1) Z0ih
BricZa L



VI. EHEHICEII HIEHE

1. EEZMICEEH S LEMRIIELEDE
VAFV, TEF UV, aXx TV =TV TTUFUUREDE AX I Hy BIEFERA

2. EB{EH
(1) YEFREML - 1ER%F
VYEFERAL - BERRG(E MR ibin) D & 2 & I 2 Hy 2R
TERIMS © HREIEEE IR O Hy SRR 2 W U, HEE W a2 ms 22 ickv, H -+ a5, 9§
REOIEBHNRZ T,

(2) ENEEMITZHBRAE
<t hTOMEH>
1) BEBRURTLUH mmﬂwm
O ERRUEERHS
@%&AX@%M@E%@% BUF D, FHBER OEFEREAR GO 2 K HEE L T v i g
1L, 20mg MR ABEGIZ XV ZNEH 71.6~99.6%. 29.5~96.9% M S 4125 2229,

T 5 Wil AT W
(%) (%)
FERE U 2 98.0 71.0
T NI H AR (duglkg, FHTE)RBS W 2 94.7 75.1
~RH ) — N (Imglkg, fEE)AREK S 2 99.6 96.9
A LAY (021U/kg, FRE)RITR G W6 2 71.6 29.5
BRI U 2 98.9 —
F72. 20mg FEARNE G- CHREE WD, T R T HA MY 2y RXE Y — VIl 6 20 % i3 5.,

Q w52
R AR SUTVEAL MBI B DO /F 1% 11 ) B 1 6 REE T 7 Rl H e N7 v WA &I, 20mg

BOFGICEDZNETN91.8%., 71.8% Ml i b,

@ 24 B5RE i - BN pH?
TR N O B WL, 20mg RO G2 LD Fik 8 BE D 12 BFLL Bz 7= v Bl & du, 12 I
[ E B WAL 93.8% CTH D, BN pH 1%, #5 1 FEfZIIZ 4 BLEE 7220 | 12 FEfIfL &£ C 5~6
O THER LT,

@ MrRE L BES MIFIER 2
I HFREE & HER WA & ORIIXEOMHBRGA A B, BBROWEE 50%MiH3 25 & ol
BT 13ng/mL TH 5,

2) BHIENREICRIZTEE 0
0.1~0.2mg/kg D FARAFL G- TIXAEER R A 0O BRI M & 2 H 00 S & [ 235380 Hiv b,

3) BAEESMIZRIFSES
+ HREIE EE O B IR TR IR B R AT S e,

4) BRBBHEEICRIFTHED
BIEE., + REEEAEE I 20mg R OGS LA, HHEHIRICEEE RITI 20,

5) FFM{TENREICRIFX T HE D
20mg FRARPNAR G-, FERERR A O FF i, FINRIMLGE Bl 528 % RIF S 7200,

6) MAHR MY EICRIFTEHED
B, + IRIE A 20mgl H 2 B, 1~2 » ARAO&EEG LESA, TR N AEIC RS
KA X720,

) M TASHFUEICRIFTHEN
20mg FFIRNEE S, 20mg 1 H 2 [A] 4 BRI OB 51k, BEEERRA. WML RE oMb 7 aF 7 F 0
PERREIS ARV E > PERLE AMBEICE R L RIT S 20,



VI. EMEECEHY HER

<@ TOVER >

D)

2)

3)

4)

9)

6)

H, 2B AEHER %

ELE Y MEgHLEO O, T v MEH s OIUE, A X O EHEESWEFREIC Lz Hy SR EEHIE
X, S AFDTH L 10~148 {55011 TdH 5.

BEL S N VER S

A XD AZ I RO HER D WHI R RIT, A F VU LIERTRE T 40 550 <. Rifeehei
THI 1.3~1.5 FEV,

SR I RIFTEE®

Z v FOA ML RIZ KD BHIETHEE A &0 2 H/BICHET 5,

RERBBICxT HIER O

TS RDA YV RARY Y TAEY Y, L R=vnrr, 2L AROHMPIRELRIC L2 HiEEH 50T
VAT T IVEROAEY Y= XD HREBOBAEICK LT ATF T LD S ROENHEIR R A
RY, Flo, HEEGICEXVFRICEIDBEELOA LY Y — W X 5+ BB EOER AR L,
NI AF D L0,

BHMmIcx3d 2R

Bl e 2% 2 oxbic k57 v boE ikt LI§IER 25~
SMBHEREICHT 5ER Y

Ty hoFyna—LgE—e A4 Iy Fyna—Wk—tn b=y f{R-T7 A KUK - =
2 ) =L DEBRBEIRAEZ THT20HR 85T, a— K7k b7 2 RICL 2 HRBEREOREZ
L7~

(3) YERRIREFR - Frfhsa

1)

2)

TR O B ER /A E 1T, 20mg #% A 52 XV | PR 8 FA B 12 LA BT o72 v i S 4, 12 IRefH]
HEE WAL 93.8% CTH D, BN pH IE, &5 1 FFRIZIZIT 4 L EE 720 . 12 BRI E T 5~6 D
HFAPH THERS LT ),
A XD AL I RO HEERSWNHIZI I, & A TF VA UEFGREE TR 40 5 < . Fig e
THI 1.3~ 1.5 1 3739,
W) AAN OB ES., + ZHEES. WEHEE., EEE M, SR IEZ, Zollinger-Ellison i BEREI % L Tk
BEINTOLIHELOCHEIZ, 1\20mg, 1 H2EXE1E40mg, 1 A 1ERO&ESTHD,
AFIOBMEE %, BB RO EIC T 2 B RBRE OBGEIZH L TRB SN TV HIEL R, 1
[ 10mg, 1 B 2@ X 1[E20mg, 1 B 1EFEAKETH D,



VI. EMEIREICEAYT SRE

1. IAREOHR

(1) BELAMGIPRE
I R B & RS WA SR X IE ORI A b nTe, HEE W% 50% M9 5 & & o iR I
13ng/mL T&H > 7z ¥,

BB S AN 3. & i shiR R (RFRALA)

(%)
100, y=46.2x-1.2
= n=12(F M H A MY VR
@ r=0.75 )
/}'J\
A
]
fis
£l
il
)%«g
0 ; —t >
0 5 1013 50

I 3B (ng/mL)

(2) BRERGRBRTHRIA-MPRE
1) BEEke®
TR R NS AA] 10~40mg % H[alfE 085 L7-56 ., & 51% 2~3 R e PR s T 5, i
I L, K3 CTH D,

(ng/mL)
100 F ] IOmg(IOmngle)
® 20mg (20mgHEx1)
90 A 40mg(20mgHEx2)
i 80 CFH AR HE R n=6)
o0t
i
F 60
R
t S0F
& L
w40
B 30+
20 +
10
0 1 1 :
4 8 12 16 20 24(h)
(|
H #(mg) Tmax(h) Crmax(ng/mL) ti2(h) AUCo-24n(ng * h/mL)
10 %D 22404 33+3 2.63+0.15 157414 %2
20 2.8+0.5 64+7 3.05+0.25 368 +44
40 2.5+0.3 97+9 3.02+0.34 588+42
& D10mg (22T, 2 [ 5/ B R BR O Fal 5RO plif % R LTz, Mean=S.E.

/jf 2)AUC0_12h %ﬂi\‘ L/f:':o



VI. EWBREICEY HIEE

2) EfxE

@ HRL—40mg 1 B 1 EHREE 20mg 1 B 2 EEFZRSHOMPRERERS (BERA)
HR2—40mg 1 B 1 ERV 20ng 1 B 2 EEGHHRSEO M RERS RERA)

——HAZ—20mg1 H2[E#%5-
—e— N A¥—40mglH1 A% 5-
(n=4-5. %0 5-)

ALY AL
(ng mL)l l
100
Wit R 2
- T
i I
it 4
i ?
. ‘ \¥ >§
O = T T T 1 T T T
2100 0:00 300 600 900 1200 1500 1800 21:00
I e R ‘
7HH 8HH
20mg X 2 [A]
T % 40 X1 [A]
e & e 2 HlH me
Cunax(ng/mL) 52-+7 5810 7312
Tuax(h) 3.8+0.6 3.4+0.4 48+0.8
AUCo.24n(ng * h/mL) 7434108 709+ 153
Mean=*=S.E.

@ #ARH—20mg 1B 1EHKRSESE 10mg 1 8 2 AHRSHOMDFREER BRREANY
HR5—20mg 1 B1ERY 10mg 1 B 2 BlixGEOMTHREHS BEMAN)

(ng/mL)
80_ e = e Sl U
704 SEH P - SEHI P - o HAH—10mg 2
60- * * —e— /A% —20mg 1[l#%5-
(n=6. &I 14%45-)
g% 50-
‘LIJ 40
B a0l
i 30
20
104
0 T T T T T T T T T T T T 1 b, 4
01234 6 8 10 1213141516 18 24 (h)
IRE fal
" 10mg X 2 [A]
E 20mg X1 [A]
e R 1 EH 2 EH e
Conax(ng/mL) 33+3 30+2 64+7
Tmax(h) 22+04 28+0.5 28+0.5
tua(h) 2.63%0.15 — 3.05+0.25
AUCoaa(ng * h/mL) 338+ 14 368 +44
Mean=S.E.




VI. EWBREICEY HIEE

Q@ EFRZSROEBREME (BEEAY

HAH—% 1[0 20mg, 1 H 3[F, 8 MMEKHRG Lz XoMfREIRO LY THhotz, Bh5 3
[817% oD ifn. th e S HhR T EFE(AUC)(1,792.1 = 157.8ng - W/mL)i%, #¢5-BR%4 H (1,534.3+134.9ng « h/mL) & ki
L CTaEWEAZR L7 b OOFEZRZETEO T, 72, 8HE#& D AUC(1,575.1+172.6ng + h/mL)(

FERMGA L FRETH Y, FRETERO ohahroT,

EERE QRS RO mARE (BEAEA)

—o— 5Btk

—e— ¥ 5B AR3IE 1%

—o— P 5B AA8H 2
Loray—ph.
J &S
n=8
Mean=S.E.

10 12 14 16

24 26 28 30 32(h)

E)AA OB, -+ HEES. WAES, LEHEE Hii, YRt RIER, Zollinger-Ellison EHEIIX L T
KRR EN TV LS ORI,

AFNDBMEE %K,

3) BHWEEETEE"

HAZ—20mg = BEHAEBETEECHIRNIZEG L= E0EYFHRE/ASA—4

1 [ 20mg, 1 H 2% 1[F40mg, 1 B 1EKEAOFEETH D,
TBPEE K& OSEREIIC T 5 BB ZE OWEICH L TRR SN TV 5 AER ORI,
1[E] 10mg, 1 H 2[E3%1[E20mg, 1 H 1 EEOESTHD,

¥4 Cer fH tiop AUC Ctot
(mL/min/1.48m?) (h) (ng * h/mL) (mL/min)
98.9 n=7 2.59 857 412
73.8 n=9 2.92 909 381
49.2 n=>5 4.72 1,424 242
10.3 n=10 12.07 4,503 84
(3) hEE
REERRL




VI. EWBREICEY HIEE

4) B - HRROEE
1) BEORE"Y

fERERC N 22 P BT A Z —§E 20mg AR T TR FZIZT B A A — " —JEIC TR LR R

MAEFRRAEE . Crax L O AUC 13, FISAFRNICA FAEDTBD SR o T,

RETRUBRKRSROMPIRE BEMRAN)

(ng/mL)
70+
60
50
—o— 1430545 5-
fg 40 —— M T
i (n=6. £ 14%5-)
i 30 Mean=S.E.
Ji&
20
104
0 T T T T T T T
0 1 2 3 4 6 8 10

2) HRAEDZE

VI 7. #8EAER) OHZM

2. RYEEMB/IST A4

(M

(2)

(3)

(4)

(%)

(6)

R Ak
BRI L

R AR 53R 7 4K
0.829=0.124h ' (f&EFERL A n=6, 20mg #% O £ 5-)*D

HERRETEH
0.250=0.038h' (f&EFE R A n=6, 20mg #% O £ 5-)*D

DUTIUR

MR L

<BB> (ALK — 1S 20mg §E 59
W&EH 27 U T T 412+ 125mL/min(BEEBETE & n=7)
D7 VT T A 304+ 129mL/min(BHERE IE & n=7)

nNmAE

MERR L

<BE > (A —1EH A 20mg x5
1.14£0.270/kg(E &K AE) (B RE E 7 & n=7)

Z Dt
BT L

. AEEE O



VI. EWBREICEY HIEE

3. BEM REaL—Yay) @i
(1) @BHFAHE
MY ER e L

(2) 155 A—4 EHER
AR L

4. TRIR

(1) RURERL
MMER e L
<BEBE>(HAX—D T —H#)"
TR 8 42 A X —D §E 20mg % N CRAEE S, EHI2HE T L7z & & (IR 1% 3 /e &8
7ot FRAFEAN ZMER KL O & E & IR Lz & (B DAL F T XA T YT ¢ i L
T, OVEPRERENLIN O A 8 2 it L7z,
ARFEFRF I3 D EINIREO FEiE Cnax 3.0% . AUC:1.1% CThH Y | [BIXFEFOMER PG 20D 93.5% 235 F L
TWZ Enh, OFEREEE D OWIIITIE & A E7a < BEREE L FREICTEILE DRI EN D D &

E26n05,
H R 5 —D §z 20mg AR AR & [IUREF OO I i E D HEFS (R
(ng/mL)
100+
%; —@— /7 A5 —D5t20mg R IE R
—©— # A% —D§E20mg X
o (n=8. K[ 1% 5)
it 60+ Mean=S.D.
i ]
i
i3
0 4 8 12 16 20 24(h)
[
- Con I AUC, MR | oS
(ng/mL) Ee(%) (ng - h/mL) (%) (%)
il S B 8 51.7+15.3 288.5+t72.7 —
3.0+5.7 1.1+22
ENES 8 1.6£3.0 34+65 93.5+3.9
Mean=*S.D.




VI. EWBREICEY HIEE

(2) WRURZE
TERER NI AT A & — % 5~160mg % 1% 5- L 72BROWIERITH) 37% Th o 7=,

<HE>
1)7 > F(SD %, K, 180~350g)°" Sy MIMC-77EFOUE
rOwks BO/ELI-EEZDMBETERE
%5‘% : . (ng+eq/mL)
WC-7 7 &F T 5mg/kg 1
P
1.9 WERI(HE 5% 4 WL i 500
V&S 49
/"\l‘J 34% ;& <11:3)
FE 1001
0 — . . . ——
0 il 2 4 6 8 24(h)
12
DA X(E—7 VR, B 14~16kg)*® ARIZTF7EFOUE
RO s BOKELIE-EEDMBRREE
&5‘% . (ng/mL)
7 7EF T 20mg L
I 800
2.48+0.33 ]
DN it m=3)
;ft,‘] 43% I,ﬁ Mean=S.E.
i 1007
JiE
501
7% 1 § s 1m

IKF [

) AFIOFIEE., + RS, WATEE., s i, SR AE K, Zollinger-Ellison FEMBFAEIC 6 L T
BENTODHELOHERX, 1\20mg, 1 H2RX 1A 40mg, 1 H 1ERO&ESTHD,
AR OBNEE 5, BIEE KOSV EICIT 5 HRBEREOWE K L TARBIN TV HIELUHER, |
[ 10mg, 1 A 2E X% 1[E20mg, 1 A 1EEAOHRELETH D,

@) "AFTRLZEY T«
TREERLNIC T A # —5~160mg Z# 5 L, 24 WReHICANICHEE S D IRPRELIED B BRI L2 A
H—=DNRAFTRXATEYT 41X37% THo7= ),
W) ARANOBEEE, - IR, WEEEE, EHE It SR RE R, Zollinger-Ellison i BEFEIZ % L Tk
MENTVWDIHELOHEIX, 1E20mg, 1 H2EXEZ1E40mg, 1 H 1EKEAOKRETH D,
AFIOBEE %, 12T RO ENNICI T 2 BMBEHREOUEEIIH L TOKRIN T HEL ORI, 1
6] 10mg, 1 A 2[EXiE 1[5 20mg, 1 A 1EEOHEETH D,

5. 9
(1) Mm% —Ear9 @t
MM ER e L



VI. EWBREICEY HIEE

(2) Ii%k—RRAEREFY @A
MEE R L
<BE>S(H AL —EHAT—#)?
r YIRS THER 35 B H A X —20mg & FhiE&R 5 L s 0 7 7 £ F P URE ARG LTI & 2 A,
FERERSA T SR (A B R A AP 3 B /RS IR I, FP R BE) 1 0.347+0.114 Th o 72,

(3) A+~ ITH
GMEAT — )™
FEMRIT 8 B A Z —40mg #2154 2, 6, 24 el OFLiH/ iR E HLIZE N E4 041, 1.78 KTV 1.33
Thol,

4) HR~DBITH
GOMENT —H )
HAHZ—40mg % 7 H R OB G-1% OB BER/MIE IR L ORIl iX, S5 2, 4 LOV6 FEfiicE i
ZH 0.06, 0.09 % (r0.05 Th -7z,

(5) FDDEH~DBITHE
MER e L

(6) MIFEAKEE
20mg AR O E Uiz b & 5% 3T 2 MR A & OFEEHIL19.3% Th > (R A n=5),

6. R
(1) FHERAL R OCMUBTHERR
DFGEHERL - AT
)W)« S-oxide R3FED HILTUND B9,

H';N\
C=N—( (HAZ—)
AN 1 |

CH,SCH,CH,C=NSO,NH,

H->N
N>c N{\N (S-oxidefk)
CHaSCHaCHaC NSO,NH,

O
3R =R 4359
IZBE L7z & ORFOMEMIL, S-oxide KO TH Y | JRFHEPHIEIZ 5D D S-oxide KD EIS
1. BRO%ET0.9~32%., ANES T22~11.0%. HIRNES5T52~113%TbH 5,

(2) REBEET 5EEE (CYPE) OHFE. 5=
EARSANA

(3) WEEENRDEERVZDEE
KIEDEE RITIT & A EZ T2,

4) REMOFEDEERVENEL, FAELE
R CTH 5 S-oxide KD HyEW{ERIZ 7 7 £F D 1270 TH -1z,



VI. EYEIREIZEEI 1R

1. itk
Pt ER L B UHR B
FIZBE L PR E D,
Pt =
B 5-1% 24 Wi & TORZEAARD JRPHEMER T, B OE G T 21.0~49.0%., FHKNEE T 71.0~89.6%.,
AR G- T 57.8~96.4% T 5 959,

8. FIURKR—E—ICHT B8R
7 7EF V1L OAT1, OAT3 KN OCT2 DIEE T 5 39, fFEk N BV 8 Bl T A % —20mg & OATI
KO OAT3 FLEAITHD 7 e3> K 1,500mg &G (7 v X3y RiZ A A X —0BE 2 BRI
1,000mg, 1 KRNI 250mg, [AIRFIZ 250mg % 5) L7= R, FEOFARE L LT 7 7 EF 2 ® AUCIOh |36
BEIZHINL . & 5% 24 Rl £ TORPREMAEOPEM B ITARITE T L7 %,
7 7TV UL in vitro 128\ T MATEL OBREAITH 5 200, fEEERRA 12 flic 7 7 EF 2 1,000mg &
MATE OIEEThHH A MBI 1,850mg ZOFHEG(7 7 £F 2 203 0 FEfEIC 200mg, 15, 19, 23, 27,
31 BERIC 160mg, A R AL R 203 12 KON 24 BERTIZ 1,000mg & O 850mg % $%¢ 5-) L 7=, FEOFFRE & b
TA FKRILI D AUC IZEITRD o Tm(ONE AT — #)0D,

9. BNFICKDIBREE
(H A B —HT — %)
JEREHT 2 1T L CO D BARRFICH A X —10mg/H 2R 0#& 5 L 25, 5, 10 H B O e
XN FN 49.6+20.Ing/mL, 49.8+22.7ng/mL T, #VIKLFGOEFIRELEZ BT,
(H A B —bg7— 5
AL —DFHBRERIIMAF 7 7 EF VP UREICEBEINTICZELTEY ., Fh423% ThoTz,

10. REDEREZHITHEE
M ERR L

11. Z0fh
BRzZ L



I. ££t% (FALDFESF) ICEAIHEE

‘I a8

. BERBLEDER

=/

RE SN TV

i

2. ERANBLENEMRA

9 =3

mb(kwﬁﬁlmhﬁbau &)
2.1 REFN ORIk UiBBUE OREERED & 2 B3

3. MREXIIHRICEIET HEE L TDER

A==

REINTWVRN

4 RERUVAEICEEY HIBLTOEH
V. ARICET SEB) 22T 5L,

5. EELERHMIE L EDER

8. EEREARMIE
MR, FTHEE. EREESR

IHEETHI L,

6. RENDERZHIHBEICHT HEE
(1) BHHE - BIEEFOHLEE

9.1 afHE BIEEBFOHDEE
9.1.1 DMREDHHEE
DIERORWER ZE Z B thrdH 5

. [11.1.6 ]
9.1.2 EYBHEDEREITEDOHIEE

(2) BHREEEESRE

HDT, BWEEBEZHTINEKERREHTTHEATAZ &, [7.1. 11.1.7 B#]

@)H%%*Eﬁ%

9.3 AFHREfEERE
Fb%i»ﬁﬂﬁ“éio%hﬁ&béo

(4) £hEREEHET HEE
BREIN TV

(5) 1EiF
9.5 1E%

YRS SUTAENR LT 2 TRENED & 2 APEIC IR LA DS a2 Bl % &l S 25681
DHFEESTDHZ L,




VI T2t FERALOEES) ICEJISIER

9.6 23R
BELEOERMEE OFIARBOESEEZBE L, BALOME TP IEE2HRGT5 2 &, BHLFICE
T35z EnfiEsh g,

(D/h%%

1T IMNR%E
b%”%ﬁ%kbtﬁ%i&@ﬁé@%hﬁkht? ARBR TN L TR0,

8) =&

9.8 BEHE
AAN e WET 2GR IERT 22 SEBEICKREG T2 2L, AAITEL LTHE-OHRES L
D0, @i E TR, BREENMET LTV Z ERZWID M HRENRHT 28201 H 5,

(FER)
TRROKRD LD LHELOHEZRL LT DY,

<1[E20mg 1 B2EREZEELT HIHE>

20mg 1R 1[H
10mg(f- 1) 1 H2MH
1. BME%H
(1) HREESLZTDER
BRE STV

(2) HRFELZEDER

10.2 GFREE (BERICEET S L)
HHN 4 % EERAEIR « HEIE 7k e - falRIN 1
TV R PTE T R L OEF| O MARENME T 5, ARFND E B3 Wi VR 23 A2 G 385
S RTafS—n B AR A K T S5 6469,
8. Bl¥EE
WROBERNSH B Z ENHDHDT, BEit oI T, R RO LA IR G 2Rt

%70 EWYREZAT O Z &,

(1) EXGERIMER & MHBER

1.1 EXHEIER

11 2avd, 7HFI745F2— (% 0.1%A0)
av g, TF7 407X — (FERNEE, SHWL, METEE GEmTEE, WIS | SRS
) MHLONDZ ENDD,

11.1.2 BEARMEMm, AmEkFED. |ERBKE. FOEEMD (O HERR) . m/MMRED
(0.1%Aiti)
FAER B, PLMERED . EERERIERE . it i, Y (FIEER & L T RE
B . BOF - MR R L, BEVE) RS Z ERH DO T, EMMC MR & i L,
HEPEO ONTGAIITELICE G 2RI L, @ORRAEEZITY Z &,




VI T2t FERALOEES) ICEJISIER

11.1.3 hEEREIEIEFAEGE (Toxic Epidermal Necrolysis : TEN) . KRIEFLIZERIE(ZEE (Stevens-
Johnson FEMREE) (W94 & B )

11.1. 4 FFRgeEfES . |E (Wb HEAH)
AST - ALTE D L5, HERHLDLNHZ ERH 5,

11.1.5 HEREHREEAE (B ARH)
EA U U AMAE, 247 v R, MIERNEEROZFERZR EF., HRRENRD LN GEITITE
iz G ER Ik L, @EERAEEITY &,

11.1.6 QT &K (BHEEARHA)
FRIODEE COAREEZE, FpBE, OAVES) 28T 52BF BV THLLART VO T, BHEHZD
BEOREBIZHFSEET D2 L, [9.1.1

11.1.7 BHEES. E2 (W LEERH)
BEabEeE, e (REM., B, S 7 o0—x 2l RELbNDZ ENH D, FFICEHRE
MEZATLIEREFICBNTHOLDLNLLT VWO T, HETHI L, [92 2]

11.1.8 MEMEX. SHBEEET (WL HEEAR)
FHEER & U CHE, K2, BHiEREMERE BUN-. 7 L7 F=r ERE) ERROLNTHE
WIREDICEG 2R L, #URLEZITY 2 &,

11.1.9 FEMmMR BERH)
BN Ik, PR IRIEE, B X MR E AL MEMMRR S b ZENHHD T, ZD L
IIRFERD B BN TG AT G EZ R IE L, BB RE AT A O 5EOEE) I ALE 21T 5
Z &,

11.1.10 & UNHE

(fiR7)

11.1.10 RAULAE

RAEHE L X, BRAFHZ EOMGFE T, RO TLEICHENEEICKRIT TWAIREEZ T2, BIFEH
E LT, DEIEOEN BT HIREL ED TV D,

(2) ZDHthDEI1EH

0.1~ 5%A T 0.1%A BREANEH

@ e B - B, FIRE GRLBE) |
PR

ifi. & | AimEkED I BRERIE %

oAb 2R | R TR B, DY, B - Mg
RE I, AR, nN%

5 R % e B5 AL, B R, #EAR, BETa v

JiF i | AST B, ALT E&-. AP k| e Uy k5, LDH E& | fFSRER . FE

=

LR UEUE A SRR, WK, S, | rtEoSSELIREE, o ofkeE,
IR&. AR R, EAREETE. D FEWV

e ARAIE, 2 L= H IR HE

Z O fh CK b5, BREESEE . MHAE.

Rk
FBUEIE 1T, AR E CORERAR K O AR B RICE SV T0 D,




VI T2t FERALOEES) ICEJISIER

HERBEREREERUVERREEEE -

= o i P plAE DR A
AR RCOME | (19gs 421 1 31 H~1991 4 1 1 30 A) At
W& E Il K 4470 15667 20137
BE N % BLE B K 135 225 360
Bl OH R OB M R 182 301 483
Bl /EH % BLE 6] 3 (%) 3.02 1.44 1.79
BRIl 38 BUE BB O 3(%) FIEF R BUE BB O 3(%)
RIE R o FE% KGR E Tl R pen RIER o fE%E KGRI E T R ast
DO DA o DA DO s
RE - RIEHESREE | 16(0.36) 15(0.10) 31(0.15) RE - XEEE 8(0.18) 27(0.17) 35(0.17)
B2 5(0.11) 8(0.05) 13(0.06) LDH & 2(0.04) 12(0.08) 14(0.07)
e 3(0.07) 1(0.01) 4(0.02) Al-P |5 2(0.04) 11(0.07) 13(0.06)
P 1(0.02) 2(0.01) 3(0.01) = VAT a—L L5 1(0.02) 4(0.03) 5(0.02)
IR 0 1(0.01) 1(0.00) PRER 15 1(0.02) 5(0.03) 6(0.03)
ALEE 3(0.07) 0 3(0.01) wEA LA 1(0.02) 0 1(0.00)
ZERRZ 3(0.07) 0 3(0.01) ) A ES 2(0.04) 0 2(0.01)
Z 9 R 1(0.02) 3(0.02) 4(0.02) R bEE 0 5(0.03) 5(0.02)
ISZS 1(0.02) 1(0.01) 2(0.01) Fu g s F >0l LA 0 1(0.01) 1(0.00)
PR - RIEEBRREE | 2(0.04) 8(0.05) 10(0.05) LR 0 2(0.01) 2(0.01)
EpE 1(0.02) 2(0.01) 3(0.01) MigH A~y v EF 0 2(0.01) 2(0.01)
IR 1(0.02) 2(0.01) 3(0.01) D - MEREE 1(0.02) 0 1(0.00)
HEN 0 2(0.01) 2(0.01) i JE -5 1(0.02) 0 1(0.00)
BHNRR—w &T5 0 1(0.01) 1(0.00) DA% - D) XLEE | 1(0.02) 1(0.01) 2(0.01)
FOLDZ 0 1(0.01) 1(0.00) RisEz eyl 1(0.02) 0 1(0.00)
BEMRERESE 1(0.02) 0 1(0.00) Bl 0 1(0.01) 1(0.00)
mir 1(0.02) 0 1(0.00) FRIMEREE 2(0.04) 6(0.04) 8(0.04)
SEL R DL 1(0.02) 0 1(0.00) =gl 0 6(0.04) 6(0.03)
BE - fIERE 1(0.02) 0 1(0.00) IR I ER 2(0.04) 0 2(0.01)
Hug 1(0.02) 0 1(0.00) ~ES | B 2(0.04) 0 2(0.01)
AHES 3(0.07) 3(0.02) 6(0.03) ~v ~7 Uy Mg 2(0.04) 0 2(0.01)
R TR 1(0.02) 0 1(0.00) BImEk - FARES 20(0.45) 42(0.27) 62(0.31)
IR& 1(0.02) 0 1(0.00) M M ERE % 0 2(0.01) 2(0.01)
R 1(0.02) 0 1(0.00) i BRI 12(0.27) 19(0.12) 31(0.15)
A URT A 0 1(0.01) 1(0.00) I HER IS 1(0.02) 7(0.04) 8(0.04)
PERRIBGE 0 2(0.01) 2(0.01) LT ERERIE 2% 5(0.11) 14(0.09) 19(0.09)
HILEREE 62(1.39) 27(0.17) 89(0.44) I HE FE Bk % 1(0.02) 0 1(0.00)
R 34(0.76) 14(0.09) 48(0.24) U SRS 1(0.02) 3(0.02) 4(0.02)
31 9(0.20) 3(0.02) 12(0.06) Bk % 1(0.02) 2(0.01) 3(0.01)
g 2(0.04) 2(0.01) 4(0.02) Bk 1(0.02) 0 1(0.00)
M8 7(0.16) 1(0.01) 8(0.04) m/hiR - BILEMESE | 2(0.04) 10(0.06) 12(0.06)
RITN 4(0.09) 2(0.01) 6(0.03) ifiL /AR A 0 10(0.06) 10(0.05)
Mg - 1(0.02) 0 1(0.00) /RN 2(0.04) 0 2(0.01)
EEIENIE? 1(0.02) 0 1(0.00) BIRBRESE 2(0.04) 7(0.04) 9(0.04)
L IEBAS 0 2(0.01) 2(0.01) BUN L& 0 5(0.03) 5(0.02)
R 1(0.02) 3(0.02) 4(0.02) VA = X =) 0 1(0.01) 1(0.00)
AR 1(0.02) 3(0.02) 4(0.02) PRI 0 1(0.01) 1(0.00)
-2 0 1(0.01) 1(0.00) JREE H B 2(0.04) 0 2(0.01)
A% D N oW 1(0.02) 0 1(0.00) KHEATE () BEE 1(0.02) 0 1(0.00)
R 1(0.02) 0 1(0.00) H&AIE 1(0.02) 0 1(0.00)
EEAES 2(0.04) 0 2(0.01) —fRME BEE 6(0.13) 5(0.03) 11(0.05)
A< 725 1(0.02) 0 1(0.00) ERR(E) 2(0.04) 1(0.01) 3(0.01)
BTl - EEREE 29(0.65) 99(0.63)  [128(0.64) FEEL 1(0.02) 2(0.01) 3(0.01)
IR LY 3(0.07) 57(0.36) 60(0.30) T E 0 1(0.01) 1(0.00)
AST(GOT) L 5- 12(0.27) 20(0.13) 32(0.16) BB fe 0 1(0.01) 1(0.00)
ALT(GPT) b 5- 16(0.36) 30(0.19) 46(0.23) P T 2(0.04) 1(0.01) 3(0.01)
7-GTP L5 5(0.11) 8(0.05) 13(0.06) B AL 1(0.02) 0 1(0.00)
ZTT L& 0 4(0.03) 4(0.02) (71 EPN R B SR GR IF )
TTT k5 0 2(0.01) 2(0.01)
LAP L5 0 2(0.01) 2(0.01)
SR ¥ =} 7(0.16) 4(0.03) 11(0.05)
SEMPERT S 0 2(0.01) 2(0.01)




VI T2t FERALOEES) ICEJISIER

ERAEE, G0HE. EEERVUFHOAESEERANORERXEEE
PR AREIZ 1T D 1 H AR A E R 15,667 B0 S FRIRIEHBEEOMEIZKRDO LBV TH D,
T RIBIE AR IRAEGIZE
BRI 5 LS ARB - SRRk 7 O RRE
y 1.31% 1.27% 0.00% 1.30%
s (109/8317) (50/3941) (0/10) (159/12268) NS
e 1.55% 1.09% 0.00% 1.38%
EEAT (22/1417) (9/828) 0/2) (31/2247) NS
P 2.66% 4.08% 0.00% 3.08%
HEH - A (21/789) (14/343) (0/4) (35/1136) NS
FERRIEIE AR BEGI =
#5 15 7% 16~ 31~ 41~ 51~ 61~ T | R 2t e
R LU 30 7% 40 7% 50 7% 60 7% 70 7% Db | SRR i WiE
- 200% | 1.03% | 137% | 143% | 137% | 1.09% | 1.69% | 0.48% 1.30% NS
™ (1/50) | (12/1166) | (28/2039) | (36/2520) | (37/2693) | (21/1931) | (21/1242) | (3/627) |(159/12268)
- 0.00% | 1.57% | 1.00% | 1.17% | 1.63% | 1.09% | 1.75% | 1.43% 1.38% NS
0/30) | (2/127) | (2/200) | (4/343) | (8/492) | (5/457) | (8/458) | (2/140) | (31/2247)
ﬁ_” 714% | 449% | 3.82% | 1.75% | 2.44% | 237% | 433% | 3.03% 3.08% NS
Vst (1/14) (4/89) | (5/131) | (3/171) | (6/246) | (5/211) | (9/208) | (2/66) | (35/1136)
—BEHREEREIERARBREGE
5 10mg ~ ~ ~ ~ 8lmg NBH - 2 1
TR Yy 20mg 40mg 60mg 80mg PLE Reo# ! e
@ 0.00% 0.61% 1.36% 2.97% 0.00% -~ 0.00% 1.30% NS
T (0/33) (7/1148) |(149/10940)| (3/101) (0/23) (0/23) | (159/12268)
o 0.00% 1.07% 1.51% 0.00% 0.00% 0.00% 0.00% 1.38% NS
(0/6) (2/187) | (29/1924) | (0/96) (0/25) 0/2) 0/7) (31/2247)
ﬁ.m 0.00% 9.09% 3.44% 1.95% 0.00% 0.00% 0.00% 3.08% NS
it 0/2) (1/11) (29/843) | (5/256) (0/20) 02) 0/2) (35/1136)
{3 FA A1 B B4 R S ERAE 191l 3R
#E 14 A ~ ~ ~ ~ ~ 14F R 24 7
TR LIF 158 | 358 | 650 | 954 1 4 Db | R ! e
@ 436% | 1.05% | 124% | 137% | 0.72% | 1.04% | 0.78% | 0.00% 1.30% <001
b (16/367) | (19/1816) | (76/6124) | (40/2924) | (5/697) | (2/193) | (1/128) | (0/19) |(159/12268) [P~
S 0.85% | 2.15% | 3.66% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% 1.38% <005
(13/1524) | (11/512) | (7/191) | (0/13) (0/0) (0/1) (0/4) (0/2) (31/2247) :
%‘}‘_D 3.90% | 1.99% | 3.75% | 2.81% | 0.00% | 11.11% | 0.00% _ 3.08% NS
st (3/77) | (6/301) | (20/533) | (5/178) | (0/31) (1/9) 0/7) (35/1136)
EOHER ERIBIE A RREGIZE
o) 1 # 8 A 7t 2
4 1.10% 1.78% 0.00% 2.00% 1.30%
EH (95/8668) (63/3534) (0/16) (1/50) (159/12268) p<0.01
.- 0.90% 1.55% 0.00% 0.00% 1.38%
EERY (5/554) (26/1682) (0/8) (0/3) (31/2247) NS
HEH 2.51% 3.67% 0.00% 0.00% 3.08% NS
Ve (14/558) (21/572) (0/3) (0/3) (35/1136)




VI T2t FERALOEES) ICEJISIER

9. BRERRERBRICREIZE

HF REF AR B A RBRER =R

#& 5. - A KRBT - -

) T —— o G 2 FE

R WEREE || 2ol K 7

@0 0.96% 1.37% 1.57% 0.28% 1.30% NS

" (14/1462) (136/9939) (8/510) (1/357) (159/12268)

N 0.00% 1.98% 1.85% 0.92% 1.38%

A (0/466) (17/860) (11/596) (3/325) (31/2247) p<0.05

974

#EH 0.00% 3.38% 4.44% 0.00% 3.08% NS

g (0/84) (31/918) (4/ 90) (0/44) (35/1136)

EYBEYEA BB ARBESFE

5. . . -

P iz H B E NG at 2 E

T I

.- 1.25% 6.30% 0.00% 1.69% 1.30% 0,01

" (150/12009) (8/127) (0/73) (1/59) (159/12268) L

- 1.24% 6.67% 5.26% 4.55% 1.38% 0,05
(27/2176) (2/30) (1/19) (1/22) (31/2247) p=o

#EH 3.08% 5.56% 0.00% 0.00% 3.08% NS

Vst (34/1103) (1/18) (0/8) (0/7) (35/1136)

BEEN TV

10.

11.

12.

(1) ERERERAICE D CER

15.1 BREREERAICE D 1B
AANDOE G DN EREN L DIERZRE T 5 Z &N H LD T, BIETRNWZ L &2MED 5 AREGTHZ &,

(2)

BERS

REEN TV

BRLEDEE

(HRHZ—%E 10mg, HARAE—E 20mg)
14.1 FEFIRFEHFEDFE
14.1.1 PTP @EEDOEKNIPTP > — MOV H L TIRATA2 X oET L2 L, PTP > — DA
(&0 BEOELAERAS BRI AR L, BT B LA 3 2 U CHERRIR 2 4 o B 72 & OHIE 2 0F %
THZLENRNH D,

EDMDEE

JEERIRELERICE D < 1E#R

TR L




X. FERFRHERICEAT SIRE

1. FEEGER
(1) RNFEEAR
VI SFHEUCEHS LTHE | OHEM

(2) REMEERER
RS, PR ER R, TRERASR, HAMMRGR, THILE R, WIRAFAG R EICHT 57 7 £ F YV OfE
Mzt L7es, FRICRTE & 72 2 EMI3EE D By o Tz 38406667,

R W ig;ﬁ g; R
. 10, 30mg/kg TEE L,
~ A |Irwin D F7E 100mg/kg T H FIEE O,

po |10, 100, 1,000mg/kg THEZ L,

& [10. 30mgkg TREHE L.
Z > b |Irwin ® 51k 100mg/ke T [ FEB DD,

po |10, 100, 1,000mg/kg TEER L,

ITENE 22 e iv |3, 10, 30mgkg CTHERL,
s v |FrEns gxe L
po |1, 10, 100mg/kg T Z7e L,
. . iv |3, 10, 30mg/kg THERL,
Fa |frEvEs e
po |1, 10, 100mg/kg T#72 L,
& |3 10omg/kg TRERL,
SR |4TENE s 30mg/kg THZRDT Y | retching,
po |1, 10, 100mg/kg TR L,
B 6 E i) & ~ 17 A | Animex £ po |10, 100mg/kg THRA L,
) s iv 10, 100mg/kg THEZ L,
T ARIE ) ~ U A | [EERERER
! ’ po |10, 100mg/kg THEZ L,
‘ . iv 10, 100mg/kg THEZ L,
i ~ A | EGR -
fl; ik v | Bk po |10, 100mg/kg TR L,
I vt x FA R 2 =)L iv |10, 100mg/kg THE2 L,
g Pr— (30mg/kg iv)i% 5 po |10, 100mg/kg THEE/ L,
E _ ~NF YL H— ) 9
> SR L,
7 vk (100mg/ke ip)H2 5 po |10, 100mg/kg Tr%E/x L
T NT = iv |10, 100mg/kg THEL L,
(2mg/0.2mL/min iv) g
ek b po |10, 100, 1,000mg/kg THEE L,
e +mz | AP F=—x iv 10, 100mg/kg THEZR L,
(1.5mg/kg ip)$¢ 5- po |10, 100mg/kg THRE L,
U iv |10, 100mg/kg THE2 L,
(50Hz, 25mA. 0.2sec) po |10, 100mg/kg THRZEA L,
S E A ~ A | HEEE writhing iv |3, 30mg/kg T2,
FRNSRAFEGEIES | > b | Skinner box(FEXUHITN) po |10, 100mg/kg TR L,
FRES ST A | RARTESUITEGE SRR BT iv. |1, 10mgkg TRELL,
- iv. 0.1, 1, 10mgkg TEAELL,
3 R 28—
s po |1. 10, 30mg/kg TEEL L,
T T b AR S EE SR B D iv._ 0.1, 1, 10mgkeg T L,
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DR DX PO DT AR M T, 30mg/kg TIF
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zii;ifz/ vy ?iﬁfﬁgé WEIEEA v (109, 105, 104M TR L,
- Ny RNV E S — VR, | 0.003, 0.01, 0.03mg/kg CHEHLEIZ%F L
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PR Wi f5 e 10°, 10°M T2 <, 10°M T+
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S L EH — LR
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Bt #EH BT kP
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E— 7V RIT 150~500mg/kg/ H Z 52 B A& G Lz & S ITEREOBERD | £k 5% @kl

b/
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(mg/kg/H)
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< BHAE S EIC LB L, 30
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NIRRT, 200mg/kg BET 37 RHAH 3
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(6) RFrRIEEEAER

UERR L

(1) ZDthD%ikEM

1)

2)

3)

4)

9)

6)

B ERRSEE T

7Y EHANICE S L2 & S ICHARRIBERIERD Snieho Tz, FEMELERD oo Tz,
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ELEY FDTF 74 TFF—IES~Y T AD IgE FEAS & bICRIETH -7,
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EBHET v ORI EORED > HEICKHT 57 A MAT v o OEMIZR LT, 8L 52 RihoTz,
F ol AE R OB M BRIC B W T O RN R OO 5 HEOZ(LITA LN -T2 L, H5
PER VT A RS RNb O LHEE ST,

MBEHRILEMER(GY )

ALPRRE ¢ 5. B (mg/kg/day) D 5 HE(mg) Al 7R B 2 (mg)
oy ba—)b — 939.6+37.7 417.9+14.9
TrEFVV 100 947.4+36.8 449.9+16.7
VAFTU v 100 827.5+189* 365.11+15.4*
EBar bae— — 155.8 £ 8.4%* 73.1£9.0%*
(n=8) *p<0.05 **p<0.0l1(RMBLLL)
mETOSIF - ERFEAILEY - ERLEVICRIZTEE

mig7v s 7 F o, wmEEHRALEY, JIRFAEALE, 2ANTOF—/L, TARMRIT IR L
WL B2 2o T,

EZMRHERICHIT SER
A X & O CTERDAHEERIEVEICRT T 2B ERT LT 2 A, VT ERA, Iurd/ a—L, T
FEVERUNLT 7 U OfFRE, AUCIZEELY 5 2 72ho Tz,

Il
UHXEHNTT 7TV ORI, AR EZ R L& 2 A, WT b HEMEITRED D
Nighot=,
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5. BEMITEH
<TFVoLBY : FY
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1. EREEEAR
1985 4 1 H 31 H(EWNBI%)

8. BEMFTARBEABRVARES. RMiEERBFABR. RETHHBFAL

kR 72 4 LR e AR H | HKRE & A HENEAFEH B R FERHAA4EH H
H A X —EE 10mg 19854F 1 A 31 H 16000AMZ00027 198847 A 15 H 198849 A 12 H
H A X —EE 20mg 19854F 1 A 31 H 16000AMZ00028 198547 A 29 H 198547 A 29 H
HAL = 2% 199343 A 15 H 20500AMZ00103 199447 A 8 H 1994 47 A 14 H
HAL—B 10% 198541 H 31 H 16000AMZ00029 198547 H 29 A 198547 H 29 A

9. MREX(IZREN. RERVHEEHEEMEOEAARUZTONE
T A B —§E 10mg, H A X —HE 20mg, HAZ—H 10% :
1988 4 8 H 30 H (&L - 1BME'E & O HHER L)
1988 4= 8 H 30 H(1 H 1 [AIgtERT#E)

10. BEERR. AERRARFEABARUVZTOANR
T A B —§E 10mg, # AKX —§E 20mg, T AFZ—H 10% :
1992 4F 6 H 3 H A Rl A% —§E « B « S & LTl
FEFVER 14 5-56 2 HABKBEGFMOWVTICHEEY LW & OFEAR RS @A ST L,

1. BEEHHE
H AL —§E 10mg, AKX —§E 20mg, T AZ—#H 10% :
6 4F - 1985 4E 1 J] 31 H~19914F 1 1 30 H((&T)
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[P FRRASER T DTV A EIT ] (TS L,
13. &£fEa—F
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(An Australian categorisation of risk of drug use in pregnancy)

Prescribing medicines in pregnancy database
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
(20236 AT 7 & R)

<BE . SEOME>
A —A ~Z U7 D43 : (An Australian categorisation of risk of drug use in pregnancy)
B1 : 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 not shown evidence of an increased occurrence of fetal damage.
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