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Al-P alkaline phosphatase TNHIVRAT 72—
ALT (GPT) alanine aminotransferase TI=UT I N TUART 2T —E
AST (GOT) aspartate aminotransferase TANRTGX BT I ) NG RAT 2T —E
AUC area under the curve R T
BUN blood urea nitrogen M pRIREESR
Burn Index (BI) | Burn Index BMEFEH
Cer Creatinine clearance JVTF= 7T TR
CK creatine kinase IJLVTF xS —F
Crnax maximum concentration B iy I TP i A
CPK creatine phosphokinase IJVTFUTHAT FFF—F
CYP cytochrome v b A CGEWRETESR) CYP450
ICso half maximal (50%) inhibitory concentration | 50% RH 2 B
ICR (=™ A) | The Institute for Cancer Research A ARV T ARKROERHT VE )~ D R
(WFFERT D46 FR)
in vitro in vitro A b RBRENT
in vivo in vivo A2« BN AKRANT
iv intravenous F RS
LAP leucine aminopeptidase AT I RTFH—F
LDso Lethal Dose 50 50% K SE &
LDH L-lactate dehydrogenase HLERL K FE R
Ix Ix v A (AP D HAT)
MATE multidrug and toxin extrusion Tu hr WD)/ AELITF A T U AR—HF —
OAT1 organic anion transporter 1 e VEET =4 b T U AR—Z—1
OAT3 organic anion transporter 3 e "VEMT =4 F T AR—Z—3
OCT2 organic cation transporter 2 BT A NT U AR—H—2
pH potential of hydrogen KEA A (EROBEYE - 7 v UPEEZ R
pKa pKa Tt FEAR A 45
po per os. o
RH relative humidity FERSEE
RMP Risk Management Plan EIRGL Y R 7 B EE S
S.D. sustainable development FEUE (R 2=
SD (5 v~ 1) Sprague-Dawley rat FERZRDOTVE ) T v b
S-oxide sulfur oxide i s& e b4
Tz (t12) half life I (tuop : B FRICIS T D )
Tmax time to maximum concentration B v I P g B SR IR )
TTT thymol turbidity test T — VIR RRER
ZTT zinc sulfate turbidity test T il SR TRV AR

y-GTP

y-glutamyl transpeptidase

Hor=TNEINKT AT FZ—F




I. IEICE§9 5IEH

1. BAROERE
(2 NELBREL 7 A7 7 A5 1T, Hy ZREIERFIOMZE 2D 50T, 7 VU BEIRD Hy Z /RS
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1. IR5E4&
(1) #4&
T AL —ESFHR 10mg, H A Z —EFHK 20mg

(2) *%

Gaster Injection 10mg, Gaster Injection 20mg

(3) BIDHEK
Gaster : Gastric Ulcer Z 189 572 E OB

2. —fg%
(1) & (sadik)
77EFYr  (JAN)

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

(3) RFL
VAFUUHFRE A I Hy SRR ¢ ~tidine
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. EEXRXIERERX

NH,0 O

NH, /\/& \\S//
/& /N E NI N,
H,N N—< |
S

4. FFARUVIFE
ﬁj\%iﬁ . C8H15N70283
5y : 33745

5. {b24& (WiE) XIEFE
N-Aminosulfonyl-3-{[2-(diaminomethyleneamino)-1,3-thiazol-4-ylJmethylsulfanyl } propanimidamide (IUPAC)

o
[

HH%A., 4, BE, £585
BERE S YM1170
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(1) 58 - 1K
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(2) BfE%
HERR(100)ZIE T3 <, =& 7 —/HOITIEIFIZ K <, ZKITHRD TEEITFIZ < VY, 0.5mol/L HEEEFRIRIZIE T 5.

J27EFOUDBRENE (20°C, 5= v FD¥H))

e R ImL VA fiE A 1g 2T DI b F =

ik + % W i(mg) BT 5 HlR(mL) AR5
N, N-CAFARALLT IR 568 1.76 IR WA
EER£(100) 498 2.01 IR WA
A B )= 5.18 1.93 X102 Wiz
7K 0.741 1.53 X103 R THIFIZ L WD
Tt R 0.413 2.42 %103 R THFIZ L WD
TH ) —1(99.5) 0.361 2.77%X103 6D TIHEFIZ L WD
7 h=HrUN 0.339 2.95X103 6D TEEFIZ < W
FElig— F L 0.0469 2.13X10% FEAERT N
JTF T —TF )L 0.000163 6.12X106 1T & A ERIT I
ZA=R=F: Y)W 0.000220 4,54 X108 1FEAERT N
U R R pH3 16.1 62.1 RRETIT W
U R BT HR pH4A 13.9 72.1 KRBT IT W
U RS ARE K pHS 6.34 158 Wiz v
U PRYE R R IR pH6 5.04 198 BTz
U PR RR R pHT 1.37 730 BTz
U BREAR TR pHS 0.723 1383 & THEFIZ < WD
U PSRRI pHY 0.613 1631 R TEEITFIZ W

(3) B
MU EE L

(4) mhem (fEM), He, BES
RS F9 164°C (5 fi%)

(5) ERIEEMIBETER
pKa : K9 7.06(W% 6B I E 1)

(6) DEIRE
20CIZRT DERT= T VKON -7 4 ) —/b & pH3~9 OiEfEK & O OSBRI RT LB Y T,
AERIET VT U PRI T AR IS RBAT L. BRIERIRCIIKIB IS BAT T %,

J7EFOUDNEL
JKJE D pH 1-A 2 &% 7 —)VIBIKE FElg = T V8K B
3 5.0Xx1073 2.9X 104
4 5.5X1073 6.7 X 10
5 6.2X1073 3.2%103
6 5.0%X 107 3.9%X102
7 1.5X10"! 1.2x10
8 2.6X%107 1.7 X 10!
9 26107 1.8X 10!
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50°C, SR 6 i H RIFHTHE DT R EH 0D
60°C. SR 6 & H R CHELRR 2 OV D
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1. #lf
(1) FRORXH
HESAIEEET 7))
(2) HHENDOHNERE UMK
HA B —EHHE 10mg H A B —EHE 20mg
pallfiZ R AT )
pH 5.8~6.2
ZFEE 2D
- IR I~ S B VBB DR

T DAERSERIIS S 51

() #HAa—F
AL

(4) EF YT
V. 2.

(5) itk

2. WH DR

(1) A (EHERSD) OEERVFEMHE

(1) ABES GEMERS) OEERVHME OHSM

H AL —1EHHE 10mg

HAZ—1EHHE 20mg

HR 77EFYv

7L

FNN AR 77EFYr
BN 5 o L
10mg(ImL)(1 7 > 7 /L H1) 20mg(2mL)(1 7 > 7 /L H)
=aF U7 I R50mg, 7 AV E U Img, | =2 F BT IR 100mg, 7 A 2L E R
Il D-< > = h—/L 20mg. ¥, pH F&EiHI(1 7>

2mg, D-¥ > = F—/L 40mg. FLE. pH FMEIH
1 77 )

(2) EMBEZORE
A B —1E5HHE 10mg
AL —EHHR 20mg

(3) BRE

EERR L

Y LR

4. Hif
Y LR

FLE2 : 0.039mEq
LEE : 0.078mEq

REBREOHBRUEE
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5. EAT DHTAIEEMED & 55 Y

BT DRTRETED & 2 0 RITIR D 4 T TH %,

H,NO,SHN

O
[A-1]

NH,
D GNP |:NYN=<N“;

NH,
HOOC _~g~ | :NTN=<N'Hw
[A-2] .

NH,
H,NOC NN I:NYN=<NH~
S

[A3]
NH\>\/\ " N=<NH:
H,N S S NH,
2 ’\[Ef 2
[A-7]
6. HHOBBEHTICETEREY
B RAFZIE e T
1]
R W72 s 70 (., SR T ORI B O
BB 25°C, M | 18 A | RIS T 237, WFROZEL b Bk R
AT NTip o 7=
\ o e | BT | RS GBI N, R O BN
yE [E N
N OC W g | 3P g oass Forka .
i (T 7L . B SR BAE C IR INFA \ SR BT Bk D {72
=t BB AT - Nz RT3, Fl— DS THA I AN TR
5 X 1,0001x REL | S | LA 50T b MR o)
| (EIR) Name MAFRD L. WFROZAL b B ORPEN T
(JE]‘E * Xj'ﬁ\g) Hot

WEHEHE : Mk, pH, MERBREEEDES 1 15). MERBGERWES 2 15). NEMERYBRAE" . NEMRR38R, TRk
R MR TERABR O I E L 7=,

. ARERUBREOREL

S L

. hF EDBEEL (HDE{EEMNEL)
Bl A2 bFIZ OV TIE [LTL Pharma [EREREGRE WISV A SO H A X —FEFHERELGE R 2237230,

https://www.ltl-pharma.com/wp-content/uploads/resource/combination_table/gaster injection bct.pdf
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10.
(M

(2)

(3)

(4)

11.

12.

= - A%
FEADELEE - OF. AENHRLEE - SEICHT DR
LR L

o
(ARBZ—E5tK 10mg)
577N [ImL(7 >~ 7 /L) X5]

(ARH—E51K 20mg)
577N 2mL(T v V)X 5]
50 77 [2mL(7 L)X 50]

FHEE
A B L

BHROME
MAFEHOT T AT 7L

AR T 5EME
o L

ZDith
o L
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1. $hEeXXIEsE
OLERHELEEM CHEHER. [SHX FLRES. HMEERIZK D)
OZollinger-El | ison fE{&ZEE
ORERXFLR (FHRICEFEEZVHE LT HRFM. EFABEEVEL T HNMERES - BBEINME -
ZlgsA e - LEERME) 12X 5 LEEEIEE DN
OMBERIIRE

2. DEEXEHRICAEET HEE

5. MEER IR ICEEET 5 E

(REEX F L RIZK B LEGHIEEHmMOINFI)

FBICEPER L LE L T 25 KM, EPRFREZLE L 325N EEE - SETIME - ZiRes 4
JRHEIFHESIZ LD . A NV AIBRIENRIET D A REENRE X DA HAICR VT 5 2 &,

2. IREIFHEVE I Burn Index10 UL FOEEA HE L +5 2 L,

3. AERUVHE

(1) AERUHAZEDMREHR
(LEGHEEEH D CHEEMEER. 2R FLREE. BMEBRIZK D). Zollinger-El | ison fE{ZEE. REE
AMLAR (FHEICETEEZLELTIAFMN. ETEELTVEL T HNOERESE - BBEIME - LHEHE
2 - REFERME) 12X 5 LEGEEE R o inF|)
HE, RAIZIET7 7 EF VL LTI H 20mg & HRABESER X H KT Ko FEEFRIZ T 20mL (2
FARU. 1 H 2 [FI(12 R EERICERIRNEE 532, TERICIRAG L CRIBERET 2.
XiE, 77EFP L LT1E20mg 2 1 H 2 [E(12 BB NESEST 5,
Rk, AEEN - JEIRIC K EEHEET D,
FESVEARAE i K O Zollinger-Ellison JEBEHRE Tk, —MxA9IC 1 WRICINIZEHR OFEBLZ 5 53, NARFTEE
ERR o RO GIZEI 2 5,
(REER N U A(FMRICETERZ LI L T 5 RPN, BHIREEMLE LT 2 Ml EEE - 3G - £
figes N4 - IREIFEME)C £ 2 EEHALE i o] Trk, iiTtg S BT AR & B L 9 D HH]
(FINEEER F L RAIX3 HIRRE, ZOMORER N L2137 HHRE)O®EE &35,
(FRERRETIRE)
W RAICIEZ 7 B F V& LT 1A 20mg Z FREHE A 1 BT AN G5,
ik, BRAEBESHEERIA KT R URHERRIC T 20mL (AR L, BREEE A 1 BRI EER IS ERIRN
Bh535,

(2) RERUVAEDRTERE - R
V.5 ) RERKERKAR OHZMN



V. AEICEY SEE

4. RERUVAECEHEST HIE

1 RERVHEICEEY 51

1.1 BHREETEE~DKREZX
77 ®FVEITELE LTEENORZ(EE TSNS, BRERTEE Y 72TV 2&bT
DL, BHREOIRT L &I PRERREN EA L, RPPREESED T 50T, ko L5 72
HiteRzeT 50, [92 2]

181 20mg 1 H 2 [ 54 5L L3 284

LTI )T T !
ILTF=YI VT TR P53
(mL/min)
Cer=60 1[5 20mg 1 B 2
1B 20mg 1 H 1][a]
60>Cer>30 1[a] 10mg 1 H 21A]
1[E10mg 2 HIZ1H]
>
30=Cer 1B Smg 1 H1[MH
\ 18] 10mg FEHT% 1 (1]
BT 1B Smg 1H 1A

5. ERPRALHR
(1) BBERT—2/1\v7r—o
M L

(2) EeEREEHER
(H A — e T — #)19
FERERR N 6 4 % BT AHI % 5~20mg BEEEHIREE 5 U7k 0. AFIRESIC L 5 & Bbh s BaEmn b
Wirnole, Elo, R 2 42U 1A 10mg, 1 A 2 [\ 3 AR LIRS BEE G & [EEED
R ThHoT,

(3) AERIGIEHRRER
(AL —1ERHT—4)»
EEEALE OB 84 £ & Rkt5 L L, 10mgX2 [Bl/H, 20mgx2 [El/H ZJFH] & LT 1 HAUANO S
ZL7EZA1RI20mg, 1 H 2 [RIEENZYETHD &HIE Sz,

(4) HREERIEAER

1) BXMERREAER
ERIRZIER

D EEpHEEHEmMKR Y Zol linger-El | ison fEREE
ERIRIN P 512 & D — RS RFBR(53 B). H EMREEAER84 #), — 5 5 HialBis9 #i) & O AN & 5-
(2 & D — B ARRBR(33 B). Ft 229 BIOME IR D LB ThDH 29,

< ki Zh 5 >

FRIRIN S 512 £ B IR hRIE 91.2%(165/181) % 7k L, —H EMRILEKRAERIZ L » TAKIOF H

MERFRD STz, HERFEBRE O " EEREERBRICHBIT S 1 [ 20mg, 1 B 2 [EEFIRPNE

HTOIEMBHEIE 91.0%(91/100) T, #4536 R LIN O 1k 1L # 1% 66.0%(66/100), 3 HLAND

1B f2R1E 84.0%(84/100) Th o7z, £, HANEGIZENTH, FlIkNES L IZIZFRS O 1R

M FA N A FAERRD BT,

<Ak M MERFRH T >

HRAIER 5 oIk MR 0 51 [\ 20mg 1 A 2 [0 L 5 IkiERRIZ R TH - 72,

ER AR i




V. AEICEY SEE

Zollinger-Ellison | —fEGARER 6 Flh GO E 5 6, ##IRNES 161, 5 FIEAHRSE 4 61, §IRNES 1 61)
FEAGERE B TH -T2,

@ RERA LR (FHEICETEEEZLELTLIAFM. EFABEFZVLEL T HHMERES - SEIHIME -
SR AE - [LEERME) Tk B EEEEEH MO
FRIRINBE G- 12 K 2 — R RFRBR (85 Bl). FH EMEBR(189 i), —HE B ILEGAER(209 #), L ORIAN
B 502 X B — R ERBR(36 ). #5199 BIOME IR D LBV ThD 9,
Ffr, VAR A IR LT DI MAERRE - BEEAME - A - MG ORIERA ML RICK D
REX R L RIZ | BBWOTTEZIIEIT 5 Z L 2 B L LZERRHERICI T 5 1B 20mg, 1 B 2 BIEARNE S
£ EEHALE | TOAFEIL 77.4%(250/323) %~ L, _HEHEMRIEERERIC L o THRAIO A HIERTRD bz,
HH i o> B F7o. HRREEIC L 5 —RERRBRICEB VN T, SRS S RIERSEOADR K OE
MR D LTz,

@ MEATIRE
AN G2 K D —ixERARRER(23 7)), FEEMEGAER(T9 F). —EEMEEGER(132 §) & OEIRN
B XD IEE RGBS #). & 315 FloMEI IR D LB ThH 1517,
FREIR 238 1) 2 Rt i DB 2 B & L7 " E SRR %2 & DR RBRICB W T,
AFNE 1 B 20mg. FHRAE G L OEFIRNE S OWTIUICE N TH, ARICHKREZ D S
W, B pH % L5H SW7-, 2O 80.1%(24130) ThH -7, “EHEREBEERIC X -
THAERED bR,
) AF O FETELE HifL, Zollinger-Ellison JE@ERE, REEA b L A2 X 25 FEHLE HoIENZIX, EH. 1 [

Iz
20mg % 1 B 2 [\I(12 FEE)BRRICEFIRNEE G TH 5, MEATEEERIZIE, @, 1[0 20mg % FELE A 1 RERATIC
B5ThHD,

ZRLEIERE S

2) REMHB
M TR L

(5) % - AEAIER
AR L

(6) B
1) ERRERE (—REARERE. HEERRERE. RARMLERE) . WERFKRT—5 A— 25
B, WERARBRARONE
LR L

2) ARBEFHELTEREFEORNBRITIERLEZFAE - AROME
Briz7e L

(1) Zoith
Mz L



VI.

ESEIB(CE§T HIEE

EIE%E’JIZEB HHEEMXRITILSHE
VAFO T EFUUERE, ax Y TF O = FO T TF IR EDE 2 X I Hy 2 AR

2. REHEH

(M

(2)
<

B)

EREML - 1ERE

VERIERAL - BERIAR(E BR 0 Wafiia) D & A & X 2 Hy 2K

TEFIRER: © BORIEEEA O Hy 2 IR 20 Wr L, HER W2 sl 9 5 2 Lic L v, LRy b i o 1k .
A28 2 Bh 1T B,

AR T BRI
b~ TOER>
BERURTL U NEER

@ ERRUEERIBD B

FREE RS A SIS BB 1231 5. ALl R O TR G- Re D 2 IR B R R WX o oy i
I, 20mg BAOBEHIZ LD 2R 71.6~99.6%. 29.5~96.9% M| XL D 1929,

B B 5 WAl 2 TR AT RS
(%) (%)
TSy 19 98.0 71.0
T NI HANY (duglkg, )R 56 20 94.7 75.1
NE ) —v(Img/kg, TR 53k 29 99.6 96.9
A A Y (0.21U/kg,  FEE)HIE /W6 2D 71.6 29.5
BRI Gy 22 98.9 —

F 72, 20mg RN G- THEMEDW 2. T R TR MY o R_XE Y — VR 29 % 192

@ ®wHESw>

TR AR A SUTTH L METE B BT O P14 11 BED D /1 6 e T 7 R H IR L O 7 o 43 &I, 20mg
BOFEIZL 02NN 91.8%., T1.8%MH S D,

@ 24 B5FE S i - B pH?®

FERERY A O B R /W ElE, 20mg RO EGAC LD F-t% S K 12 FERLL EIC 72 0 il &4, 12 BF
i H EE W 1% 93.8% CThH D, BN pH X, B5 1 Kefil%I2iT 4 L b L7200 12 K[l &£ T 5~6
OFIFETHER LT,

@ meiRE & BB BINGIER Y

2)

3)

4)

5)

6)

7

MHREE & B R WA & OMICITEOHBBRA A b, BBROWEL S0%MH+ 2 & Eofh
BT 13ng/mL TH 5D,
BHEMREICRIZIHZED
0.1~0.2mg/kg DFRARMNEL G- Tl A O BRI & 2 #0182 A 235580 biv s,
BHRDMICRIZTTEHEY
+ IR RIS R O B IR TSR IR TR KT E 70,
BREHHEEICRIZTHEY
HiEs. + EESEAEEIC 20mg ROKES LS a, BHRHERICREE RITE 720,
FFmiTEIRE (C R IX T EE 3
20mg EHRNBE -1, fEFE A ORFFIm e &, PRI B IR E RIE S 70,
MApHR MY AMEICRIFTEE?
BHIEE., + REEEAEEIC 20mg 1 H 2\, 1~2 » HROELG LIZGA, A b fEic@2sz
FIE S 7200,
M 7059 F U EIZRIFTEHED
20mg FFIRNH 5-, 20mg 1 H 2 [0 4 BRFERE OB G5, MR, M EEEBEREONL T e T 7 F 2
PERRAIE AR LT V. PERLE IS Z RIF S 20,



VI. EHEEICEY HER

<@ TONEH >

B)

2)

3)

4)

5)

H, 2B AEHRER %

EVE Y Mg LDEOLE., 7> M= OIE. A X OE B EREIC L Hy SR ERESETUE
FlZ, Y AF VUL 10~148 5381 TH 5,

B B o3 i 4 A 6%

A XD AL I RO H ERSWNHEIZNEIL., o A TF VAT LIETRE TR 40 1590 < . Hijpe e
THI1.3~1.5 RV,

Fiz. 7y PORFERER N LR D HBOaWIHEIZN R, B LB U EBE KR & FE» D
DT, VATV, T=F VR X0 o T,

BARSMICRITTEHEY

7w FOA ML RIZ KD BEMEPHEE QRO 2/ EICHHET 5,

REEBBICxT HIER O

T RDAVRAZY Y TAEY v FLR=vor, ALMLVAROHPREZRIC L2 BIEED D WIT
VATTIVEORAE Y Y= K5+ BB OR LI LT ATV L0 bW R &
RY, Fo. EEHRGICXVERIC LD BHIEBELROA YD VU KD+ R OEE A e L
NI AF T LR,

BHmicxt3d 5/ER

Wirfn e Ne A% I UFEIZE DT v b oE ik LESIER 27,

(3) 1ERFIRNFR - FrihFfE

1)

2)

fRERERR A O B ER AR, 20mg R 5T K0 | % 8 e & 12 REH LA I2hH 7z v Jiilil S v, 12 R
BEE I =1L 93.8% CTh D, HAN pH 1L, &5 1 FefZICIT 4 DL EE 220 | 12 FEfE £ T 5~6 O
HPH CTHERS L 72 20,

4;@tx& >R O H BRI BT, A TF U LIERTREE TR 40 53R < . Froehrf

THI1.3~1.5 fFE L 3637,

) ARHN O _ LS I, Zollinger-Ellison JEBERE, MR b LRI L2 EEHLE HfLomElzix, @, 1 [\
20mg % 1 B 2 [A](12 FEREEBRICERIRINEE 5-Cdh 5, FREFATERZEICIE, @, 18] 20mg % FREME A 1 BERRTIC
BETHD,



VI. E¥WEhREICR9 5I8H

1. mPEEDHRE

() aELAVGOPRE
(AL — PR EET —4)
AR E & B WAHE RICIXEOHBEN AL N, HEEOWE 50%MEld 25 & & omiFEhEE T
13ng/mL ToH -7z 27,

B Bk p N 2R & M AR (R BRAA)

(%)

1004 y=462x-12
. n=12(Fh5 7 AN il #)
H r=0.75
%\ p<0.01 .: >
A
]
it
e
ifll

0 ; — )
0 5 1013 50 (ng/mL)

I A e

(2) ERERRERCTHERINMPRE

1) HERE (HAR2—F5HAT—4%) ¥
TEEERR A (B 1. 20~26 1. 59~84kg)|Z A ¥ — 5 A 20mg Z i AN G- L= 54, #5515 30 /01chk
PRI ET D, PIEAR RN, AN, EIRNES & b 2~3 T D,

(ng/mL)
1000. 0 e
A i AN % 5-20mg
11 ® iR M 125-20mg
’L;i SRl AR RS n=12)
8 s
A 100.0 e
(¢
&
il
(h\
2 100}
l. () 11 L 1 L L 1 L
12: 4 6 8 12 16 20 24 (h)
[ [
BERAETD/INS A —4
& Tmax Cmax tip AUC
(mg) (h) (ng/mL) (h) (ng - /mL)
i 20 — — 2.45 686
e 20 0.411 265 2.66 771




VI. E¥MEREICEY 51EE

2) RIEFHRANKRSE (HR4—FHAT—4%2) ®
TR A (BT, 33~37 ik, 60~T72kg)lZH A % —10mgX2/H % 3 HE#E L2y, EREMEER bk

Moz,
REFIRNZES BREA)
(ng/mL) VPRSI
100-
: o | | .
1. 80
4
i 60-
73
g 40 i &
20
012468 12 02 12 012 468 12 24h)

L

3) HftmESHIRNIRE (AR —FHAT—4%) ®W
Ttk DBRFE 6 Bl 251, WA X —{EHHO 1 HE 40mg % 24 FE 2T CTERGE AT IRN & 5- L 7= &
A, EERANCEBT AEWE S1F T A —F 2 AN TRD - HEE R & 2RO E R L, A
Zhf PR &5 2 545 13ng/mL LA EZ#ERF L7,

FritmUBRR IR IR S (FiTREE)

(ng/mL)
60-

i 50
40~
30

012 4 & 12 16 20 24 (b
IRE A
—e— Fiith D BH6BIOF-Hfili+SD.
----- A HE N 1T BARBY J) 272785 A— 5% I TR o 723 i i B it it



VI. E¥MEREICEY 51EE

4) BEI1ERERICE TSP REKSE (HR2—FHAT—42) Y
TRERRC N &t BRI, T A X — ik, B, SIEEHEIC X D PR EHER A2 JE L, A X —20mg &4
BEETHRE LIZGE. TOHRBIZT 7 7I10RT LB, ETIZEA LR,

£ 1 BARGECH T HMPRERR BERA)

(ng/mL)_
500 —e fiiiE

o—o i
A—a H

il

e 100

50

3

i

10

0 2 4 6 8 10 12
I [

5) HRAA—F5REHNRE —THREREDEMFHRENE FFARNKER)
TR N (1. 20~26 I, 52~69kg)lZ, H A X —1E5HH RS A 20mg X IT A A & — R RR R
BIFKN20mg Z ARG L7 & & oM R IREERB 2R LT,
Crax XY AUC, D LN S . AT A FRC RS TH 5 LR ST,

gt o HAS— T4
—— T AY —ESHK
5004 - (n=18. N 5-)
Jiiin - Mean=S.D.
e 4001 xF
H 3001t
3 I
EE 2004
100
0 T T T T T T
0 2 4 6 8 10 12(h)
i
3 Cmax Tmax AUCt ti2
i (ng/mL) (h) (ng-h/mL) (h)
H A X —EH 18 412.4%91.6 0.30+0.13 869.4+109.6 3.31£0.51
T A K — YRR 18 37541536 0.31%0.13 876.1101.5 3.060.42

Mean=+S.D.

) AFN O AL HifL, Zollinger-Ellison JEERE, E2EEX b LA L 2 EHWLE M omElziX, @%., 1 [
20mg % 1 B 2 [Bl(12 FEFEEIRICERIRNE 5 Ch 5, RERATEERICIZ, @% . 1 [B] 20mg % HREHE A 1 KRR
BE5THD,



VI. EYBEICEY SEE

6) BREEEFORNBE (HRE—EHAT—45) ¥
<HRE—E51F 20mg EIRABSE LI L ED/R5A—4 >

15 Cer B ti/2p 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 1424 242
10.3 n=10 12.07 4503 84

(3) HhEE
BARPANA

(4) BE - REORE
1) BEORE
LB L

2) HHREOCEE
I 7. #E/ER OmEEH

2. BMEERA/ST A —4
(1) B4 3%
AR L

(2) WRAREREE $
A L

(3) HREEEH
Kel(h™) : 0.230+0.030(fEEE R A n=18)*)

4) 29VF7I3 R
(A H —T1EH H 20mg §iEf 5
1) 2527 V75 A 412+ 125mL/min(BHERETE 7 & n=7)
2) B2 UT T A 1 304+ 129mL/min((BAERE IE & n=7)

(5) nHEE
(F A2 —1EH H 20mg FRER 5
1.14£0.270/kg((EHERE IEH & n=7)

(6) ZDith
BrlzZa L

3. BEE (KEaL—vay) @i
(1) R4 7%
AR L

(2) 155 A—5 EHER
AR L



VI. EYBEICEY SEE

4,

5

R

L7

NAFTRASE Y T4
BEA=RSANA

kil
(1) ik — xBTS &@d@
ML ERR L
(2) mik—RREEEEPT @B
(FAZ—ERHT—#)%
i EYIBAMATRER 35 BN T A Z —1EH H 20mg Z fhiFEs G- L, S0 7 7 £ F U UREA BRI LTz &
A, MBBRBATRE IR . R R AR R IR R D) 1E 0.347£0.114 ThH o7,
(3) A~ ITH
HUERR L
<BE>(H AL —FEOAL SMENT—2)D
PEMGIT 8 BIZH A X —40mg RO 51% 2. 6. 24 BE O LA/ REITZ N E0 041, 1.78 KW
133 Th-o1-,
4) BHER~OBITH
M ERR L
<BE>S(HAX—ROAL SAEANT—H)®
I A B —40mg % 7 H[E#E 0 5-1% OIE R/ MG IR E O R IE L, Sl 2, 4 LU 6 il %
NEN 0.06, 0.09 2 TX0.05 TH o7,
(5) ZohoMBB~DIBITHE
HUERR L
(6) MITEAEESE
MR L
<HE>

20mg AR OEG Lz &, &5% 3 MICBIT20MEER & OREEERIT 193% TH > - (HEEEK A
n=5),



VI. EYHEICEY HIEE

6.
(1) BB R O HHRR R
1) RHEBAL -
2) R : S-oxide (AD3FRD HAL TV D 42,

H,N ] NH,
? >C=N~<\ | (FAZ—)
o N—L CH,SCH,CH,C=NSO,NH,

H2N ] NH2
Sce=N— | (S-oxideh)
H,N
N—- —CstCH2CH2c=NSOZNH2

O
3) REERT 2 5 — T — )
B MG L b & ORFAHIL Soxide (KDL TH Y . A RYEIRIC 55 Soxide RO A 1L,
AN G T 22~11.0%. FIRNIZEGT52~113%Th 5,

(2) KBI_BIE5T 2% (CYPE) OHhFE. B5X
BARWANA

(3) MEEBHEDEERVZEDIE
PIENBE N EITIFE & A EZ T 7220,

4) REMOFEDEERVEMEL, FAELLE
R#HTH B S-oxide KD Hy EWIHERIZ T 7 £F D 1270 TH o7z,

1. BEit
BEHER AL B UHE B8
E{iel = NUE? 3l 4V g

Bt 3

(HAZ =TT — 2 )2

Be 544 24 W £ CORZARO R PRI RIL, BO& LT 21.0~49.0%., FHRANES T 71.0~89.6%. &
ARNEE - C 57.8~96.4% TdH %,

8. FSIURR—4—IZBET B1ER
7 7EF T OAT1, OAT3 TN OCT2 DIE Th % 45D, RN FME 8 HillZ A #—20mg & OAT1 K&
COAT3PHEHRITH D 7 1 X% K 1,500mg % Jf % 5-(7 1 <3 o RIEH A ¥ —O 52 RF[ERTIZ 1,000mg .
1 WEfHIRTIC 250mg, [RIFREIZ 250mg $¢5-) L7oWE, FEOFRREE T T 7 £ F 2D AUC o0 1A EITHIN
L. #&51% 24 K £ TORPARZCROPEM B34 IR T Lz 5,
7 7TV UNF in vitro |28V T MATEL OFREAITH 5 5259, fEERRAN 12 fillZ7 7 EF V2 1,000mg &
MATE ORETH H A FAN I 2 1,850mg A G(7 7 EF ¥ 0% 0 K2 200mg, 15, 19, 23, 27,
31 BFIZ 160mg, A BV 0 12 KON 24 BRI 1,000mg 2 O 850mg % #% 5-) L7=BF, FEGFHEE & b
TA RKRILI D AUC ICEITRD bR o72 59,

0. BIFFIC L BRER
LB L



VI. EYBEICEY SEE

<BHE>
(WIEBEEHT(H A 2 — T — %)%
MERGENT 2 iidT L CV D BARRBEICH AZ —10mg/H 2R DG L2 24, 5, 10 A O
IREEIXEAZEI 49.6ng/mL, 49.8ng/mL T, # VR LG OEFRELE X b,
QIMHEHT(H A 2 —§ET — 5 )50
HAZ—OFEHRERITMF 7 7 EF P UREICEEINTIZLZELTEY ., FH4023% Th-o7z,

0. BEOBEREHTBBE
AR L

11. Z0fth
Bz L



. ¥£t (FALEDOEEF) ICEI SHEHEE

1. EERFLTDER

FEESH TR

1|

2. FRABRLETDER

2. £ (ROFBEIZFRELGWNI L)
2.1 RFIORGIITR LIBBUE OBAEED & 5 BH

3. MREXIIHRICEIET HEE L ETDER
(V. 2. SEXEIHRICEET HIER 22WITL52 L,

4. RZERUVAEICEEY 5IBLEZNER
V. 4 RZERUVREICEEYT IR 22MIL52 L,

5. ERGEFRNIT L ETNEH

8. EELEXRHIE
8.1 1GIRIZd Tz » Tkt
133 ARREE, £ fhid 7 ARRRE) |
MAHT L, Ik, MG, FHEERE.

ERRRESFICIER T 5 2 &,

A AT BIEE LIRSS CIaR BB NROEA] (FIlR
L 8D KAITEHRDZ bR WIGE IO RIEL

BEX Nz
(281 Y

6. WENDEREFITHBEICHTHER
(1) BHHE - BIEBEFOHLEE

9.1.1 MEEDHDHEE
DILEROBWERZEZTBZNrH 5,
9.1.2 EYBBECRTEDHLHEE

[11.1.6 /]

(2) BHAEEEESE
9

L0TC, HERBRZET L0 REHEZH T THEATZ &,

[7.1. 11.1.7 1]

(3) FHrefEEEE

9.3 MFHREEE RS
TERDBELT 2B ZNRH 5,

(4) KHEREEH T HEE
FRIE I LTV

(5) 3EiE

9.5 Wi
TR SR LT 5 Al
DIHBEGTHZ L,

EMED & L LM ITIRIR LOA SIS EREZ BRI LB S D 5HE1T




VI. Rttt (ERALOIES) (CBY51EH

(6) #=FLim

9.6 &FLim
160 EOFRIER ORFLREOARMELZE L, RALOMKR I P IE 2 a5 2 &, RpLPicBaT
THIENHESNL TN D,

(N INRZF

9.7 IMNR
IR LG L LTe A R OV et A 45R & U7 BRIRARBR T 20 L Ty,

(8) =tnE

9.8 BmiEnE
KAz T L R GHREIER T 570 CEEICR G5 2 L, AFITEE LTHIE, SRS
DN, ElE T, BRENMET LTS Z L2 W MPRERRT 2800 H 5,

(FER)
TROEXRD LI BMEMOCHEFZRL LT DY,

<1[E20mg 1 B2EKEEEELT HIHFE>

20mg 1 H11[H
10mg( - ) 1 H2IA
1. HE{EMA
(1) HFRESLZTDER
BRE AU TUM e

(2) BRFE L EDER

10.2 BERZE BHRISEET S &)

A BV - fhE ik R - Sl T
7 — VR EROEAOMFBERETT 5, | AR RS W 25 22 2 3
A rTaFy—n DEARILE IS T S5 2,

8. EI{eHE

WORWERMNH bbb Z 03250 T, BEE+H7I2iTV., RENEO NG ICEKEZ2F 17
573 EMERAEEITY I &,

(1) EXLGEIER & DHER

1.1 EXLEEA

N1 2399, 7F745F 20— (% 0.1%AKTH)
avr, TF 74 7% — (WRREE, SR, g EEE (G, DHEEIES) | 2R
BE) DHLbNLI RN b,

11.1.2 BEFEMA M., AmBKED., |BERMBRIEE. BmMHEEM (W3 70s HERY) . m/hRiED
(0.1%Ai)
HARBRMEEI, ek BERERERE, EiirEain, /s (IEHER & L TeaEaik,
Wi, T - M T HIIL, B LN ERHHOT, THMICmme s S L., 2
WHRRBOONTHAICITEBICE G EZRIE L, EUIRLEZITI Z &,

11.1.3 hEEREIEFFAERE (Toxic Epidermal Necrolysis : TEN). E/E$LIZARSE{ZEE (Stevens-
Johnson fE{EEE) (W94 & HUERE)

4




VI

et (FEREDIES) ICEYSHER

11.1.4 FFREEERES . BE (W HHEERH)

AST - ALT D EFH., #EERHOLDOND Z ENH 5.

11.1.5 #EBFHRARAE (FERI)

AU T AMIE, A7 e VR, MIERDEEEOFER L ER BIRESESES DG A ICIRE
Bl G 2HmIE L, @UIRLEZITI Z &,

11.1.6 QT E&EE . HESEIN (Torsades de Pointes Z&&) . DEME (W1 HEEEAR)

FRo AR (DEZE, FPIRE, OIES) 28 3T5RF BV THLDLNRT VO T, H5%D
BEOWREICHEET S &, [9.1.1 8]

11.1.7 BEEE. B8 (Wb HEER)

HikbEd east OREME, BN, A7 0—XX M) BRELbNDZENH D, FrICBHERE
EELZHTLI2REICBNTHLLARLTVOT, EETDHZE, [92 2]

11.1.8 MEMHEX. aHBEET (Wb HEERP)

OIHPER & UCREN, 5, BHEEREMAER BUN: 7 L7 F=r ERHE) SRBOLNEEA
IXEDICEEGZ P IE L, WYRLEEITH 2 L,

11.1.9 FIEMME GEEARH)

FEEN UMK, PR IRIEE . MOER X AR E S AL O B R RS S bNDZ ERHDHDT, ZD LD
IERD S S b= GAIZidFEE 2L, BIERESRVE LV RIOFRSEO#EY)LE 1T Z
L,
11.1.10 F&UHE
(FRF)

11.1.10 REULHE
RANHE & 1%, BRAFSY FOMZET., AU T OLEIFENEEICKIT TWHIREZFETS. BITEH
ELTE, DEEOENEADTHIREL EDH TN 5D,

(2) ZDHthDEI1EH

0.1~5%A 0.1%A i BREE AN
i AE B - BB, FRE (RLBE) |
BRI
1. & | AmERED I BREREE 2
W oAb &% | R TR B, D YE, L - M,
HEEBIAmR . BN IR, A%
H OB % ME E5-, AL, Hng Wik, Bk, BET >
i ik | AST E5H.. ALT E&.. AP | | 8V v kS, LDH k5 | IFERERY . #E
=
R AR R EHBOR, ROV, B, | EMEOSEILIRRE, o ke
R&. RER FEtE, B
W 43 W SR ARARNE, &V LHLE
FEBUFE T, AKFRIN E T ORRRRER L O G RA RS RIC SV T0 5,




VI

et (FEREDIES) ICEYSHER

EHRABRAEREER VERREERE &

=1 o i EGR OFRA A
AREFE CORE (1985 4£ 1 1 31 A~1991 451 /] 30 H) alil
G - I 4470 15667 20137
Bl E H 3 BLE B K 135 225 360
BlEH % B M K 182 301 483
B VEH 3 BLUGE 6 3£ (%) 3.02 1.44 1.79
RIVEH O FEE AI1E A B EFE(%) RIVE OFEE AIE S BFE(%)

KIS - RIETEHRESE 16(0.36) 15(0.10) 31(0.15) | |[1RE# - REREE 8(0.18) 27(0.17) 35(0.17)
i3 5(0.11) 8(0.05) 13(0.06) LDH L5 2(0.04) 12(0.08) 14(0.07)
22 3(0.07) 1(0.01) 4(0.02) Al-P |5 2(0.04) 11(0.07) 13(0.06)
E 323 1(0.02) 2(0.01) 3(0.01) M= VA7 r—/L L& 1(0.02) 4(0.03) 5(0.02)
% 0 1(0.01) 1(0.00) JRER E5 1(0.02) 5(0.03) 6(0.03)
HLBE 3(0.07) 0 3(0.01) MEA LA 1(0.02) 0 1(0.00)
RIS 3(0.07) 0 3(0.01) RN 2(0.04) 0 2(0.01)
FRPEI 1(0.02) 3(0.02) 4(0.02) | |NSMHEE 0 5(0.03) 5(0.02)
1B 1(0.02) 1(0.01) 2(0.01) a3y F ol L5 0 1(0.01) 1(0.00)

PR - RIEEEREE | 2(0.04) 8(0.05) 10(0.05) AL 0 2(0.01) 2(0.01)
IEb ) 1(0.02) 2(0.01) 3(0.01) MiEHAA Y > E5H 0 2(0.01) 2(0.01)
BIERE V2 1(0.02) 2(0.01) 3(0.01) ||y - MEEE 1(0.02) 0 1(0.00)
HEN 0 2(0.01) 2(0.01) I -5 1(0.02) 0 1(0.00)
BHNAR—v &35 0 1(0.01) 1(0.00) | [1vA%k - (D) X LEE 1(0.02) 1(0.01) 2(0.01)
FO5DZ 0 1(0.01) 1(0.00) gk eyl 1(0.02) 0 1(0.00)

HEMEREE 1(0.02) 0 1(0.00) BhiF 0 1(0.01) 1(0.00)
mit 1(0.02) 0 1(0.00) | |FROMEKES 2(0.04) 6(0.04) 8(0.04)
ANiE < IR DRI U 1(0.02) 0 1(0.00) 2 0 6(0.04) 6(0.03)

BEE - giERESE 1(0.02) 0 1(0.00) R I BRI 2(0.04) 0 2(0.01)
Huy 1(0.02) 0 1(0.00) ~ES v e U 2(0.04) 0 2(0.01)

HuEE 3(0.07) 3(0.02) 6(0.03) ~~ b7 U v MEES 2(0.04) 0 2(0.01)
MR TIRE 1(0.02) 0 1(0.00) | (B - WAREE 20(0.45) | 42(0.27) 62(0.31)
R 1(0.02) 0 1(0.00) M if Bk % 0 2(0.01) 2(0.01)
AHR 1(0.02) 0 1(0.00) I i B b 12(0.27) 19(0.12) | 31(0.15)
AVRT VA 0 1(0.01) 1(0.00) I HRERTR 1(0.02) 7(0.04) 8(0.04)
PEBRIBHR 0 2(0.01) 2(0.01) I PEERIE 2 5(0.11) 14(0.09) 19(0.09)

HILEREE 62(1.39) 27(0.17) 89(0.44) TP BRI % 1(0.02) 0 1(0.00)
15K 34(0.76) 14(0.09) 48(0.24) UL SERIE S 1(0.02) 3(0.02) 4(0.02)
T 9(0.20) 3(0.02) 12(0.06) HiEkE % 1(0.02) 2(0.01) 3(0.01)
Ll 2(0.04) 2(0.01) 4(0.02) gk 1(0.02) 0 1(0.00)
H 8 7(0.16) 1(0.01) 8(0.04) | |H0/MiR - HiMEE MO REE 2(0.04) 10(0.06) 12(0.06)
L 4(0.09) 2(0.01) 6(0.03) /MR s 0 10(0.06) 10(0.05)
e 1(0.02) 0 1(0.00) /MR 2(0.04) 0 2(0.01)
H AR 1(0.02) 0 1(0.00) | [ipREFRIEE 2(0.04) 7(0.04) 9(0.04)
L ERAS I 0 2(0.01) 2(0.01) BUN L5 0 5(0.03) 5(0.02)
Y e i 1(0.02) 3(0.02) 4(0.02) JLVTF=v ER 0 1(0.01) 1(0.00)
BEE 1(0.02) 3(0.02) 4(0.02) PRI I 0 1(0.01) 1(0.00)
=20 0 1(0.01) 1(0.00) JRE A 2(0.04) 0 2(0.01)
fRA% DN O 1(0.02) 0 1(0.00) | |ZME4ETE (38 BE 1(0.02) 0 1(0.00)
B 1(0.02) 0 1(0.00) HREAE 1(0.02) 0 1(0.00)
AN 2(0.04) 0 2(0.01) | |—HeMLBESE 6(0.13) 5(0.03) 11(0.05)
EREL 725 1(0.02) 0 1(0.00) R H) 2(0.04) 1(0.01) 3(0.01)

BT - BEREE 29(0.65) 99(0.63) 128(0.64) FEEN 1(0.02) 2(0.01) 3(0.01)
iR TR Y 3(0.07) 57(0.36) 60(0.30) FHZfE 0 1(0.01) 1(0.00)
AST(GOT) L5 12(0.27) 20(0.13) 32(0.16) TR 0 1(0.01) 1(0.00)
ALT(GPT) L5 16(0.36) 30(0.19) 46(0.23) AT 2(0.04) 1(0.01) 3(0.01)
y-GTP L-5- 5(0.11) 8(0.05) 13(0.06) BRIANIAL 1(0.02) 0 1(0.00)
ZTT k5 0 4(0.03) 4(0.02) (71 EPN R B SE KGR IF)
TTT k5 0 2(0.01) 2(0.01)

LAP b5 0 2(0.01) 2(0.01)
vy R 7(0.16) 4(0.03) 11(0.05)
ST 2% 0 2(0.01) 2(0.01)




VI

et (FEREDIES) ICEYSHER

HERE. AOHE. EEERUVFHOFES

=]

de 5

SR DEIERARBREE

A AL =G AR OA AL — 15 FHE AR I 2 8 BT AIE S 15,667 510 H SR BIRIEH R

ROMEIIRDOLEEBY TH D,
4 B 21l 48 FR S IR 4iE 151 3=
B 58 5 S RH - RF# 7t ¥ FRAE
. 1.31% 1.27% 0.00% 1.30%
#H (109/8317) (50/3941) (0/10) (159/12268) N.S.
o 1.55% 1.09% 0.00% 1.38%
FER (22/1417) (9/828) 0/2) (31/2247) N.S.
. 2.66% 4.08% 0.00% 3.08%
194 .7 N
REH - TR (21/789) (14/343) (0/4) (35/1136) N.S.
£ i | Bl /F FA SR AE 5 2R
Bl | 15 5% 16~ 31~ 41~ 51~ 61~ 71 5% R - *
fREE | LT 30 % 40 7% 50 7% 60 7% 70 % Lk HRFTH ! E
wn 2.00% | 1.03% 1.37% 1.43% 1.37% 1.09% 1.69% 0.48% 1.30% NS
T (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.m 7.14% | 4.49% 3.82% 1.75% 2.44% 2.37% 4.33% 3.03% 3.08% NS
- (1/14) | (4/89) (5/131) (3/171) (6/246) (5/211) (9/208) (2/66) (35/1136) ‘
— B FE %5 = R 8I1E ARG 2=
w5 10mg ~ ~ ~ ~ 81mg ARB - - 2
i LIF 20mg 40mg 60mg 80mg Lk PN ! R
@ 0.00% 0.61% 1.36% 2.97% 0.00% - 0.00% 1.30% NS
S (0/33) (7/1148) | (149/10940)| (3/101) (0/23) (21/1931) 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) (025) 0/2) 0/7) (31/2247) -
£9°4
"A‘i_u 0.00% 9.09% 3.44% 1.95% 0.00% 0.00% 0.00% 3.08% NS
- 0/2) (1/11) (29/843) (5/256) (0/20) 0/2) 0/2) (35/1136) -
{3 FA A R I 3 48 FR R TR E 451 22
5 | 14H ~ ~ ~ ~ ~ 1 4¢ A - 2t e
TR T 1% A 3% H 6 » A 9 % A 1 4 Pk PN ! e
% 436% 1.05% 1.24% 137% | 0.72% 1.04% | 0.78% | 0.00% 1.30% <0.01
T (16/367) | (19/1816) | (76/6124) | (40/2924) | (5/697) | (2/193) | (1/128) | (0/19) | (159/12268) | P~
o 0.85% | 2.15% | 3.66% | 0.00% | 0.00% | 0.00% | 0.00% | 0.00% 1.38% <0.05
(13/1524) | (11/512) | (7/191) | (0/13) (0/0) /1) (0/4) (0/2) 12247y | P
ﬁ.m 3.90% 1.99% | 3.75% | 2.81% | 0.00% | 11.11% | 0.00% B 3.08% NS
- B3/77) | (6/301) | (20/533) | (5/178) | (0/31) (1/9) (0/7) (35/1136) -




I. R£% (FRLOZFES) (CBET5IEH
SHHEREREMERAFRRESIZE
o s ﬁ‘ 8 e it CHE
y 1.10% 1.78% 0.00% 2.00% 1.30%
#EH (95/8668) (63/3534) (0/16) (1/50) (159/12268) p<0.01
o 0.90% 1.55% 0.00% 0.00% 1.38%
=t (5/554) (26/1682) (0/8) (0/3) (31/2247) N.S.
&0
. 2.51% 3.67% 0.00% 0.00% 3.08% NS
- (14/558) (21/572) (0/3) (0/3) (35/1136) '
i FRZEHIA BB BIE A R IRAEI
&5‘ 41 ﬁ A EDEJ : = 2 =¢
s - WILEEE || 2ol Kol i T
%0 0.96% 1.37% 1.57% 0.28% 1.30% NS
b (14/1462) (136/9939) (8/510) (1/357) (159/12268) >
- 0.00% 1.98% 1.85% 0.92% 1.38%
e (0/466) (17/860) (11/596) (3/325) (31/2247) p<0.05
%%D 0.00% 3.38% 4.44% 0.00% 3.08% NS
- (0/84) (31/918) (4/90) (0/44) (35/1136) >
EVasUER BRI RRBRESE
e s ﬁ‘ 8 S it CHE
. 1.25% 6.30% 0.00% 1.69% 1.30%
#EH (150/12009) (8/127) (0/73) (1/59) (159/12268) p<0.01
o 1.24% 6.67% 5.26% 4.55% 1.38%
B (27/2176) (2/30) (1/19) (1/22) (31/2247) p<0.05
ﬁ%m 3.08% 5.56% 0.00% 0.00% 3.08% NS
- (34/1103) (1/18) (0/8) 0/7) (35/1136) '
9. BRFRRERRICRIITEER
BE STV e
10. BE®RE
BIE STV N
1. BALDEE

14.1 EHIREREOFE
14. 1.1 FHAWNEFNCH T > TiE, Mk - RSO EZBT 5720, Tt IliE T2 &,
(1) HARNE G E SR WIGAEICO R, LEE/NRIZTH Z & R—#HMA~OKE ST TH
RN & FRIHAR, RHARER, SR, NNRICEEET A &,
(2) #REITEHN ZRET AL HOEET A &,
(3) EHEZRIA L & &, MR EFRAT-V ., MOV E A7 5E1X,
MATHEFNTDZ L,
(4) FEHEALTER, WiEs D2 B35,

HbHIZH 2R E, MALE




VI. Rttt (ERALOIES) (CBY51EH

12. ZOHDEE
(1) ERERERICEDIER

15. ZOfhDEE
15.1 BREREERICE D < 1R
AR OBE DN EI L DIERZREMT 22 LBHLO T, EMETRNWI L 2RO S AR5+ 25 2
ko

(2) SEEREREASRIZES < 4R
TR L



X. FFERFREABRICEE Y SIHE

1. EEHER
(1) EhFEEHAER

VI EWREICEHI HEE) OH

(2) ReMEEHER

R

E 2RIy

PR R, PR g R, TRERAR R, HAMMRGR, THILSR, WIRAFES R EICHT 57 7 £ F VU OfE
Mzt L7eis, FrCRIE & 72 2 EMI3EE80 b o 1z 37395960,

- R &5 U
HBRIE ) o ) B
HEHA e IRl LR PR
o | 10. 30mg/ke TR L,
<R TIrwin D 1 100mg/kg T H FEB) DA,
po |10, 100, 1,000mg/kg THE:7 L,
o 10 30mg/kg THER L,
Y Trwin O J575 100mg/kg T HZEIETH OB,
po |10, 100, 1,000mg/kg THE/ L,
FTE 5% ‘ B iv |3, 10, 30mgkg TRHERL,
G v | fTEE g
po |1, 10, 100mgkg TEE/ L,
i ST L,
. N iv 3. 10, 30mg/kg Tre#ip L
po |1, 10, 100mg/kg THER L,
v 3. 10mg/kg TE L,
S P 22 30mg/kg THZROHT D | retching,
po |1, 10, 100mgkg TEE L,
H 5588 & ~ A Animex £ po | 10, 100mg/kg THE L,
B o iv 10, 100mg/kg T2 L,
b R L) <A [ Ak
i IR po | 10, 100mgkg THE: L,
i . iv. |10, 100mg/kg T2 L,
fiR ~v2 | EBR 528 T
i po | 10, 100mg/kg THEE/2 L,
?ﬁzﬁ x| FAY I iv |10, 100mgkg THEAL,
% (30mg/kg iv)#% 5- po |10, 100mg/kg THZEZ L,
% | MR H] PERY YRy
A \\azggf 3
VA (100mg/kg ip) 2 5 po 10, 100mg/kg THz272 L
NUFRT = iv |10, 100mg/kg TR L,
(2mg/0.2mL/min iv) .
e po |10, 100. 1,000mg/kg THZE/ L,
i <A | AR)F=—x iv_ |10, 100mg/kg T L,
(1.5mg/kg ip) Bt 5 po |10, 100mg/kg THEZR L,
Y iv. | 10, 100mg/kg THEL L,
(50Hz, 25mA. 0.2sec) po |10, 100mg/kg THER L,
SHIR Ve <7 A % writhing iv 3. 30mg/kg T2 L,
F ) St [EEEE Z v b Skinner box (& 5UHIE) po |10, 100mg/kg THELL,
A = AR A SRR FE AR AL iv |1, 10mg/kg THEL L,
" iv. |01, 1, 10mgkg THELL,
B JE 228 Py
. po |1, 10, 30mgkg THER L,
o FP R A IR TR SR oD iv. |01, 1, 10mg/kg THELL,
B B R po |1, 10, 30mg/kg CTHELR L,
. S . . 0.1~3mg/kg THER L,
DR | R RS iv meke +

10mg/kg THER:,




X. JEERPREERICEHY 51HE

oy BTk b e
ABRT : B AR
AR IE H ) v s AR AR
v Img/kg T2 L, 10mg/kg T—
TEET WD M ERT, OAEEE,
po | 3. 30mg/kg TEERL,
B . 0.3, 3mg/kg T2 < | 10mg/kg
upg@;jz m}};f,u?g T—@MED DT NRMEET,
%;t\ %ﬁ?} (;r% & 30mg/kg THPILEL DN, i JEAR
). [RUIR7EES o T, DERED T Wokis
S LB L R . . i
. S bV ES VR Vo 300mgkg THEHET LD A
- MR, s, LEX
P O THOWE., SO TFHELDP
gg Wi, 3/3 BIFEE,
o AU RV E S — VR T
ER b AX I (lugkg), TEFRT
[IINESNTIRS £~ U Q@Bugkg). 1Y a7 iv 3mg/kg THERL,
J—I02uglkg), TEFNL=
U (lug/kg), HERRRATK
< B 9RR
E %= o ML E S LT o 3. 10mg/kg T2/ L, 30mg/kg
TIET,
i O EAE Y | ODHE DI invitro | 106, 105, 10“M TEE/ L,
P o4 E = i N .
FHRE ELEY B ?;J;ﬁlaf';M)Wffg - invitro | 10°, 105, 10“M T2 L,
2-BY DT T I (10M),
TEFNY ASEXI0M), e | 6 5 B 9A
- - < B 9K
- e k= (3 X 10MR = 255 invitro | 10°, 10°M T2 L,
Il YR oM
N X -6 -5 X -5 Eé&éléf
i e in vitro 3b 10°, 107, 3X10°M T2
i B ST
wh | W EE E/LE Y b (:;X gzg/iﬂ;ﬂ?\%‘fﬁ invitro | 1073, 10*M TEZER L,
% JLEy, a-7 17—k
Mt X = B, ZZHArhRRER RIS & 2 iv 0.1, 1, 10mg/kg THHE/L L,
Ui
i FLIEAE <A | A—XTHIE po 100, 1,000mg/kg THEZR L,
—‘Z I/ 7 N K "‘Z I/ Js X
ixi;i‘)ﬁ/ lyav% iglij:?%r:} B invitro | 10°, 10, 10*M T2 L,
- Ry R E X — LT, . 0.003, 0.01, 0.03mg/kg CTMER &t
iU T2 a0 voougkemyiie | V| iR LR L,
Ry RV X —VRREE T, 0.1, 1. 10mg/kg "CHEER D 53U,
L, o 27 LF 2 (1UKkgh), /37 . pH. o-7 I 7 —B{EME, EHE,
A ERA A/ N N NN o S .
PR - BRI U T2 Carya s vqukemiig | Y| ROMIFOSWER D pH IS L
- JEERR Ko OMB 536 TRERL,
1t . Ry RSNV EY — VT, . -
%ﬁ JHF 1t = A X KEHAL VT T ik iv 0.1, Img/kg TEL,
» e 10, 10°M T2 < | 10°M T
&w@ﬂf%ég EAEy b | . B0 BBES | inviro |+ SO EEESIRL K O
115 0D 1755 B i Bt
22 UL EH — LR
 BHEE) e i;ﬁ’/jf BT o0, Imgke THREA L,
THALE T 5 RE ~ A | AR po |10, 100mg/kg THE/ L,




X. JERREREERICBE9 5IEE
N PRk 5 a g
RERTH H ELY)| ey e AR AR
il HH 7 E D 7 vk %g@ﬁ%i&%@é%{ invirro | 106, 105, 10°M TEE/ L,
LA R T FEATIR RN o
), &% h Q@ Ukgh| v mi%%?ﬂﬁéi%/]//
W FERNL T B T E) Z v bk iv) il P ) °
R UL BT, R . 0.1, Img/kg T8/ < | 10mg/kg
% 20 A H) THBNEB) A I < BT,
;ﬁ .
R - - iv 10mg/kg THRER L,
Rﬁkdﬂj 7 I\ )7?%\ Jjé pH po 10 IOOmg/kg TE&?&E}K L/O
EBT v NZTAMATE
2y N M
;)jjy MR LT AR 7k >(0.5mg/kg sc)& 7 H MG, po ég(};ngjggéég*ﬂlﬂf?f ol 7 F
B, AR ERE = °
% I v b m%ﬁ po | 100. 1,000mgkg THEA L,
% | MR e A 5% [ R ] iv Img/kg T2 L,
A L "\X
@ kA 7wk %&;&E% TR Jomgke Tl L,
*$ <
| Fmms Ty b | FRE R || 19T L,
(3) ZDhDIEEHAER
MR L
. BHERER
(1) BEEES5EHRER
LDso(mg/kg)®"
- kR %0 JF ERRPY
A > 8,000 >800 442
ICR =7 A
il 3 > 8,000 >800 434
SD 5 o k i3 > 8,000 >800 563
e > 8,000 >800 559
(2) REHEESEMHER

7w MZ 400~2,000mg/kg/ B % 13 R OG- U7z & & (T ORTEHINME], 488 O R B 182 5
AUTZS FEMIZ B U 7o IR B AT WL O 2R 8 B L2 o 7 02,
E— 7L RIZ 150~500mg/kg/ H % 52 B OGS Uiz & XK EORERD ., 5% —mEIcii
W&, MR HAVTEAY, FEMIC B U 7o e B AR AT WL o 28 (k) ngm&#otw
FZE— 7V RIT 25~100mg/kg/ H 26 HFFEIRNTE G- L7z & &2, APEREEOIRIR, IRAAES ORI
ORFERIN, FEHE, MRS —@PE S A S =03, ﬁﬁﬁﬁ%ﬁ@%m IO Lol

(3) BEHFMHAR
EHERER, IR RRER, MR L O R R RBRII T~ TR ch v . BRIFMEX 2RV &K
iz,




X. JEERPREERICEHY 51HE

(4) BNARMRER
< 22 92 J, ROYT v M2 106 MR, ZiEh 20, 200 & OF 2,000me/ke(E R G- B K 1,250 )
BAREZITS7ZN, v~ UAKRDT v M EBITBAURMETERD Do T,

(5) EERAFMHER

ABRIH H

EUEZLE

b=
(mg/kg/H)
[ 5]

5[]

I T
(mg/kg/ H)

LS

ZhEEE K Y
ERETD
PIHII T A

AN

100, 500,
1,000
(R M ]

: ARELHT 12 8

M e O 52 il
R e

: ZZBOAT 2 W

i, 22 Al 1)
AR
oK OV H BE
%21 HET

2,000

« I : 500mg/kg T CHRE 7R B EH KT,
REIZITEER L,

- MR - SZRRRE. ARARE.
DU RE 2 L,

- IR - BT BOEER. JRITRE IHIE
R OMER B L,

o HPESF(F1) : 500mg/kg LA b ORECHESE
IRRESI, B, BB b,
ATHERE  1TEIRERE K OVEFERERRIZ 5
BBl L,

- HEEMF(F) « BHER L,

Gyif. AR

I8 e O
FEA

oy

—
co

7y b

100, 500,
2,000
E:3=N

SRR 7 R B

7617 AH
EQ

2,000

« BRA:2,000mg/kg BE T @M DA E
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A=A L7 VT D
(An Australian categorisation of risk of drug use in pregnancy)

Prescribing medicines in pregnancy database
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
(2026 FF 8 H7 7 & X)

<BF  EOBE>
A —A ~Z U7 D434 : (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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