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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. ARICEY SRA

5. ERPRAUIR
(1) BRRT—2/v7r—o
FE L

(2) BRERFIEAER
TERERCN 12 4 % RPRICAA % 5~160mg BRI F 5 U 7o G5, BRI, BRI T ISR G2 XL 5
ERDbNDBEITRD LN noT-, Fio, EEEA 6 4Tkl 11820 XiX 40mg, 1 H 2 [A] 5 HEfE#
H LIRS HER G L FREROF R TH - 7219,
(=i B fh: JA%E & BRIR. 17(6) : 1905, 1983.]
E)AAN O BIES., + T fBEEICH L CAR I TV D HYE - &I, 18 20mg, 1 B 2[EIXiE1[E 40mg, 1 H 1
HThH D,
AFNORAMEE %, BIEE ROV ENIC T 2 BRIBREOUGEIZ L CAR IV TWD HE - HEld, 1 [E
10mg, 1 H 23X 1[H 20mg, 1 H1ETHS,

(3) AERIGERAR
1) THAEVEEIG B 183 £ X RICAM % 10mg X2 [H/H, 20mgX2 [Al/H . 20mgX 3 [Hl/H % H{EE % 8 I
M, + fEEET e Mk G Lz 2 A, 118120mg, 1 H 2 BHEENZYTH D LSz 20,
(=4 BRI b B3k & EEAK. 32(9) @ 1383, 1983.]
W) AFIOBEE., + BRIk L TARB IN TV D HYE - &, 1820mg, 1 H 2 [BEIXIE 1B 40mg, 1 B 1
ETH D,

2) SMEHRKOEMETRICE &7 ) B RBRZEE 137 24 2 RICAF % SmgX2 [B/H, 10mgX2 [Al/
H. 20mgX2 [Bl/H % 2@ L- L& 2 A, 118 10mg, 1 B 2 BFEGRZYSTH D &HMr S iz 2,
(=47 5 il WRFEK. 34(12) : 441, 1987.]
) AR OBMEE K. BMEE ROSHEHEENIC BT 2 BN A OUEIC K L TRRB STV D AL - A&, 1E
10mg, 1 H2[EIXiX1[E20mg, 1 H1ETHD,

(4) +RIFERIEEER
1) AtERIEEER
ERERZNR
HAL—§E, RO OD §#ETHIEE, + BERELOE - 18EE KO B RBEHR LS IOV T E BRI %
G LERRER M Thiv, AR bz 218),

. i e RS HIE TR

ik PR H LRIk o et
- 20mg X 2/H 95.2%(1174/1233) 95.1%(1105/1162) 84.1%(1037/1233)
- 40mg X< 1/H 98.2%( 449/ 457) 95.4%( 412/ 432) 80.1%( 366/ 457)
e D 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)
H -+ 20mg X2/ H 95.1%( 39/ 41) 100.0%( 41/ 41) 92.7%( 38/ 41)
HAFIES 40mg X 1/H 100.0%( 5/ 95) 100.0%( 5/ 95) 100.0%( 5/ 5)
Uy e R 20mg X 2/H 95.7%( 22/ 23) 100.0%( 21/ 21) 87.0%( 20/ 23)
: 40mg X 1/H 75.0%( 3/ 4) 66.7%( 2/ 3) 750%( 3/ 4)
g 20mg X2/ H 90.5%( 19/ 21) 90.0%( 18/ 20) 90.5%( 19/ 21)
AR 2 40mg X 1/H 87.5%( 21/ 24) 87.0%( 20/ 23) 83.3%( 20/ 24)
2 - BEEED 10mg X 2/H 84.1%( 333/ 396) 84.4%( 335/ 397) 81.8%( 320/ 391)
GRS 20mg X 1/H 81.0%( 141/ 174) 84.0%( 142/ 169) 80.3%( 139/ 173)




V. REICET HIER

v A T D= R
ik el Al | PR
< IEMEHR - FHIRNR G L D IR RIE 91.2%(165/181) &7~ L, —BHEMILERRICL - T
AHFIOARAERRD Sz, AERGRBRE N EEREERRIZKEIT S 18 20mg, 1 H 2
EIERIRA G- T O IR MZhHRIF 91.0%(91/100) T, #%5- 36 IKfii LA @ (-1 21 66.0%(66/100),

VAR A N o o . ;
3 HLLNOIEIM 2R3 84.0%(84/100) Td> - 7=,
- I MHEER - RN S T o Ik MRS 1 5(20mg X 2/ BIC & B Ik M HERF S RIL BR AT
HoT,
Zollinger-Ellison | —fixE&IRFAER 6 IR A S 5 B, HARNIRG 160, 5 FIEAHS 4 61, BIRNES 1 6
JiE e HEhThol-,

a) " H 5 MEGRER(40mg/ A . 8 SEEI ) K o TARAN DA HIENRD b,

b) —HE ERILEGBR(40mg/ A . 6 RGN L o TRFIOA SRS Hiviz,

©)20mg X 1/A 515 10mgX 2/ A F G5 L O ZHER R CIL, BMEERSGEE, WS RLSGEE ., SBRUGEE R OF
JHEOWFNIZB W T WERICAEAEITRD biLRno T,

(Mol Foth fih : BEER & BFZE. 61(5) @ 1660, 1984.]
DRI DURR it - 5573 & ERAK. 32(10) @ 1579, 1983.]
LN 7k PE fth - 56 & BRAK. 32(12) @ 1926, 1983.]
Uik £h i« 3EFR & 969. 11(9) : 3659, 1983.]
[BER FIFn fih - 529 & BT3E. 20(11) @ 2476, 1983.]
[EE #er fin . HARMELAR TS HERE. 81(7) @ 1623, 1984.]
[Z4F BB fth - PNRMERE. 34(11) : 391, 1987.]
(=8 RIS f: NEMER. 34(11) : 405, 1987.]
[=4F BKIG i 3EFR L IR%E. 16(1) @ 119, 1988.]
[=4F KIS Ml : 25 & 3852 19(1) @ 147, 1988.]
[BEO FIFn fth o 5L 3852 18(1) @ 172, 1987.]
(A € i« BRI & BFFE. 722) : 513, 1995.]
(R 22 i o 3EBE L 7R, 23(2) : 407, 1995.]
[ Rk fth o JRAfE & BEER. 29(3) @ 747, 1995.]
Ui RIEE fih : 3EFE L YRR, 23(2) : 419, 1995.]
[REE FUFn fih : Fr3K & ERAK. 44(2) - 135, 1995.]
(= W i : BRER & AF%E. 72(3) : 716, 1995.]

2) REMHB
TR L

(5) BFE - IREERIGER
BRI L

(6) BRI

1) ERRMEE (—REARERE. HEERRERE. ERARELERE) . RERE®RT -4 —X
HE. RERERERERONE
AR L

2) RRBEMELTEREFPEOARRIEER L-RE - HROME
RN

(1) =it
e L



VI.

EEE(CRHd HIEH

1. REPHICEEHHIEEMRIKEEYEH

FoFUUERE, nXY TV =TV TTUTFUUREDE A I Hy RIS

2. FBEEH

(M

(2)
<

1)

ERERGL - 1B

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,

P E R B RERAIE
v N TOEH>
BBEERURTIUH wmﬂﬁﬁ

@ ERRUVEERES

@%E@ﬁj‘z)\mﬂé{h'mﬁ%@% B D, FEEEL OEFERRSAIR 5RO 2 R EELE O T v v E
IE, 20mg BAFEGIZE D ZNZEI 71.6~99.6%. 29.5~96.9% il S5 2229,

==Hi7LVANYIVS f | 2% /\070\:/:/
A SIS
° (%)
FERE U 2 98.0 71.0
T RTHA Y (dpg/kg, KRR 2 94.7 75.1
B = (Img/kg, T RITK G 23 99.6 96.9
A LAY (021U/kg, FRE)RITR G W6 2 71.6 29.5
BRI U 2 98.9 —

F72. 20mg HARNE G- TEMEZW 2, T 8T HA Y 0 X — VRO 20 % il 2,

@ wERw >

R AR U LT E B B O P14 11 RED B /1 6 e T 7 R H IR M O 7o U A3 ih &l 20mg
BOREIZLD ZENZEN91.8%., 71.8%H < 2,

@ 24 B 5 i - B pH?

R A O B EE /W ElE, 20mg B O LD . Ft% S KD 12 FERLL B 72 0 il &4, 12 B
Wﬁ&%%ﬁﬁéi%B%?%é BN pH X, #%5 1 BEE#%ICIZ 4 DL EE 720 0 12 BT £ T 5~6

@ JIELEP,)EF'& BE S W IHIVER »

2)

3)

4)

5)

6)

MR & R AR & ORNTIZIEDOMHBERERA - Hiv, HEEW &% 50%MfH T 5 & & olfd
BT 13ng/mL ThH 5,
BHEMREICRIFXTHEY
0.1~0.2mg/kg D FNRA T G- TITAEER R O BRI ML & 2 H5I0 S & D 23380 Hiv 5,
BRI RIFTEE
+ RIS O B PR B IR B R e AT S 720,
EABHHAEEICRIFTHED
HiEE., + RS EEIC 20mg R O#E L7256, HHEHEBICRE L KT IR0,
H:le E):l ( &B:—a-sl/?ﬂrz 33)
20mg FRIRNEEG-1E, BERERC AN ORF &, PIRIMIIE &I 284 KT S 720,
MAHR Y VEICRIFTHED
B, + ISR E I 20mgl A 2 Bl 1~2 » HRO&EE LI2GE, P A b ARICEEE
AEE-ZAAN



VI. EMEECEHY HER

1

mh OS5 F U EICRIFIHEN
20mg AR G-, 20mg 1 B 2 [A] 4 R O &G0, @R A, MeEEnREonth a7 7 5
PERRHIIS AR VT > | PERVE MBI A RIF S0,

<@ TOVER >

D)

2)

3)

4)

5)

6)

H, 2B AEHER %

EE Y MEHLEO O, T v MEH T E O, 4 X O BE RS WA REIZ Ls Hy R EEHUE
X, Y AFVUICH L 10~148 558 ) TH 5.

BEE S b N Ve 3T

A XD AZ I VRO T RS IWIHEIN EIL, ATV U LB T 40 (598 < . Hrjeief
TR 1.3~15fEE V.

BAGR D IMICRIFTEE W

T FOA N LRIZ KD BMERREE R EORD 2 A RIS 5,

RERBB(CxT HIER O

Sy MDAV RAZY Y TAEY Y, L R=vryr, AN AKOMPRERIC LA EEED A0 T
VATTIVERAE Y =X Bt CHBEEORAEICH LT AT U LD HERVINHEIZh R A
R, 7o, G OFRICESFEEL ALY VY — W X 5+ BRSO G R A EE L
INT AF V0 L vshn,

BHmicxtd SR %

Bl e 2% 2 oxbic k57 v boE ikt LIGIER 27~

SHEHEREICNT HER Y

Ty koA vaa—E—AXI Funa—\fgE—tr b= EHER-TAY CROER -
2 ) =L DEBRBIRAEZ THT20R 853, 9— K7k 872 RICL 2 HRBEREOREZ
L7,

(3) VERFEIREFRE - FriukrfE

1)

2)

BEERR A D B eyl E, 20mg #& A G2 L0 | P8 8 Wi b 12 RFRILA L7 v i S 4u. 12 FEfE
B W =% 93.8% TH 5, T pH L, &5 1 BeH&RICIT 4 AL 7220 | 12 BFE{Z £ T 5~6 O
HiPH THERS L 72 29,
A XD AL I RO BB WNHIZNERIL, A TF VAT UERRE T 40 55 < . B
THI 1.3~1.5 fFRV 3738,



VI. EMEIREICEAYT SRE

1. IAREOHR

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

BB S AN 38 & i AR R (RN
(%)

100, y=46.2x-1.2

= n=12(7 M A A MY V)
[ r=0.75 %
N

0 5 1013 50
IMAE B (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 B 10mg(10mg#Ex1)
® 20mg (20mg#ex1)
90 A 40mg(20mgHEx2)
i 80 I CFH# AR n=6)
70t
h
F 60
%
£ o
40
i3 0
B 30
20 +
10
O 1 1 :
4 8 12 16 20 24 (h)
I [

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 25+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) EHRS

® #HRAZ—40mg 1 B 1EEEE 20mg 1 B 2 EEFHESHFOLTREHEE (BERHEAN)

FHRA—40mg 1 B 1 EKRV 20mg 1 B 2 ELEHFHRSEBEOMPEEHTE BERA)
—o—HAZ—20mgl H2[E#% 5-
—e— T A¥—40mglH1 A4 5-

(n=4-5.#%0445-)
AL AL
(ng mL)l l
100
Wit BR bt
il i
i 1A
= 4 \
X, \
\¥ >§
O T T T T T T T
200 000 300 600 900 1200 1500 1800 21:00
I o R ‘
7HH 8HH
" 20mg X2 [H]
E K 40mg X 1 8]
NGl 2 [l me
Cunax(ng/mL) 52+7 5810 7312
Tuax(h) 3.8+0.6 3.4+04 48408
AUCo.24n(ng * h/mL) 7434108 709+ 153
Mean=*=S.E.

@ Ax%—20mg 1 B1EHEE 10mg 1 B 2 ESBOMPRERE (BEKA) ¥
AHZRA—20mg 1B 1EKXY 10mg 1 B 2 B EROMTHRELES BERA)

(ng/mL)
80+ . N
3 ;'. I~Ih; 1 Pu .
TP BT przs—10mg 25
60- * + —e— H A% —20mg 1[#5-
(n=6. FEI ¥ 5-)
% 50-
o 40
B ol
iz 30
20
10
0 | O | T T T | T O T | T *
01234 6 8 10 1213141516 18 24 (h)
IRE fH]
" 10mg X 2 [A]
E 20mg X 1 [A]
" G 2 I e
Crnax(ng/mL) 33+3 30+2 647
Tuax(h) 22404 2.87+0.5 28405
tia(h) 2.63+0.15 — 3.05+025
AUCo24n(ng * h/mL) 33814 36844
Mean=S.E.




VI. EWBREICEY HIEE

@ EMIXSHOEREE (BERA) ©
HAH—7% 18] 20mg, 1 H 3 [\, 8 EMERHHG Li-E &M REIKOEBY Thotz, #5 3 #
[817% oD ifn. th e RS 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 CTaEWEHAZR L2 b OOFEZRZETEO T, 72, 8 %D AUC(1,575.1+172.6ng + h/mL)(
BERMGH EFRRETHY . HRMEEEED oo,

EERE QRS RO mARE (BEAEA)

—o— 5Btk

—— P 5B aa3E

—0— P - B aA8 I £
Las—pey.
JES
n=8
Mean=S.E.

I
11

0 r % & & & K& % ¥
0 2 4 6 8 10 12 14 16

24 26 28 30 32(h)
R

HEARKOEEE., + 685, WEMIEE, EME g i, &t iE R, Zollinger-Ellison JEEREIZ X L T
AEFREINTWDH M - HEIE, 18 20mg, 1 B 2EX1[E40mg, 1 H1ERO#FELSTHD,
AR OB K, BB KOLMEEEICIIT 5 BN AE OUEICK L TURRI T D Ak - ARE, 1H
10mg, 1 B 2E3EX1[E20mg, 1 B 1EERAOFETHD,

3) BHWEEETEE"
HARAE—20mg ZBEHAEETEEICFHIRNZS L= E0EMBE/NSA—4F

¥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-

% 10 —— TR
”, (n=6. £ 14%5-)
i 30 Mean=S.E.
’_‘;{.

20

10+

0 T T T T T T T

0 1 2 3 4 6 8 10

2) HRAEDZE

I 7. #8EAER) DHZMH

2. RYEEMB/ITA—4

(M

(2)

(3)

(4)

(%)

(6)

R AL
BRI L

MR AR 53R 76 480
0.829=0.124h ' (f&EFERL A n=6, 20mg #% [0 £ 5-)*D

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

DQIVTFIUR

MER R L

<BE>(H AL =S 20mg FHiE )
DWEE 7 V7 T A 412+ 125mL/min(EHERE IR # % n=7)
2B VT T A 304+ 129mL/min(BEEEEIE 5 # n=7)

nNmAE

MERR L

<BE>(H AL —FESH 20mg #fiF 5
1.14£0.270/kg(E &K AE) (B RE E 7 & n=7)

Z Dt
BFRIZ7a L

. AEFHE 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 &

EZHND,
AR A —D & 20mg AR AR & RUREF O M A EEOHETS BEKRA)
(ng/mL)
100
80—- —@— /7 A5 —D520mg I
—©— ' A% —D§E20mg [ L KF
IR (n=8. #EI 1 5.)
0 60 Mean+=S.D.
i ]
§4m
p
20
0
0 4 8 12 16 20 24(h)
(S|
- Con I AUC, MR | oS
(ng/mL) (%) (ng * VmL) H(%) (%)
il S B 8 51.7+15.3 288.5+t72.7 —
3.0E5.7 1.1%22
ENES 8 1.6+3.0 34+65 93.5+3.9
Mean=*S.D.




VI. EWBREICEY HIEE

(2) RN ®
TERER NI AT A & — % 5~160mg % 1% 5- L 72BROWIERITH) 37% Th o 7=,
<BE> Sy k-7 F7EFSUE
1)7 > M(SD . K, 180~350g)°" BO/RSE L= EDmEPEE
%}:DTQ%—‘ (ngreq/mL)
BE5E T
HWC-7 7TV Smg/kg
IR i
1.9 BERI(HE 515 4 BRI LLRE) "
N 2R - ;)E‘ (n=3)
1 34% %100

200+

0 1 2 4 6 8 24 (h)
IR

)1 X(BE—=2Z R, HE 14~16kg)*® ARZT7EFOUE
oG BOBEL-EEOmEdhERE
BE5E: (ng/mL)

77 EF VL 20mg LXK
AP 8001
2.48+0.33 L]
WU lit
% 43% T

(n=3)
Mean=S.E.

I i

&) AR O BIEE. + _1EBEE. WaMEE. s Hii, WRrERER, Zollinger-Ellison JE BEHEIZ 5 L Tk
BENTWAHE - HEME, 1A20mg, 1 H2REX 1A 40mg, 1 H 1ERO#KETH S,
AHNOBIEB L, BIEBHROSIEEENCRT 2 BHBRAOUGEICK L TABEN TV AL - A&EE, 1H
10mg, 1 H2EXIE1[E20mg, 1 B 1EREROFKSGTHD,

(3) NAFFRALFEY T«
WEHERR T A 2 —5~160mg % He 5 L. 24 WERILAPICHEME S U2 R AR ALK O B & TR L 72 4 2
H—=DNRAFTRXATEY T 41L3T% THo7= 9,

&) AR O BIEE., + _fEBEE. WaMEE, L E Hii, $RrERER . Zollinger-Ellison JE BEHEIZ 5 L Tk
BENTWAHE - HEME, 1A20mg, 1 H2EX 1A 40mg, 1 H 1ERO#KLETH S,
ARNOBIEB L, BIEBHROSIEEENCRT 2 BHBRAOUGEICK L TABEN TV AL - A&EE, 1H
10mg, 1 H2[EXiX1[E20mg, 1 A 1EKEOFEETHD,

5. 57
(1) ik —WEIPI BB
MR 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,

',N\ 4<
C=N (FAZ—)
H,N-" |

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

H,N
N>c—N{\J (S-oxidefdk)
CH»SCHa( Hac NSO,NH,

O
3R 453
(T LT & E OIRF ORI, S-oxide (DA TH Y | JRFFRPEIREIZE® S S-oxide EDOEIH
X, BERERET09~32%, HANES T 22~11.0%., kNG T52~113% Th %,

(2) R#PIET HEE (CYPE) OHFE. F5F
BARSANA

(3) WEEENRDEERVZDEE
KIEDEERITIT & A EZ T2,

4) REMOFEDEERVEMEL, FAELLE
R CTH 5 S-oxide KD HyEWi{ERIZ 7 7 £F D 11270 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



VI. £t (EALDOEESF) CEATLHHEE

1. EEARLETDER
EINTWin

Sl

2. ERANBLENEMRA

222 (ROBEICEEBSLENIE)
2.1 AARIORGI R LIBBUE DBAERED & 5 BH

(fiEa)

3. MERIIHRICEET 5 FTELTDER
BIE STV

4 RERUVAEICEEY HIEBLETOEMB
V. ARICET SEB) 22T D52 L,

5. EELGEARNMIRE L ZDER

8 BELEAMTE
e, FHERE, BHRESICIEET S T L,

(fifn)

6. RENEREZHI HEEHICHTHERE
(1) BHHE - IEBEFOHLEE

9.1 AHHE BIEREODHHEE
92.1.1 MREDHDIEE
DILEROBIERZREZTRBENNH D, [11.1.6 B

(FER)

9.1.2 EVMBBIECHRETREDHLHEE

(fa)

(2) BHREREEERSE

9.2 BHrelEEESE
i FPRED RS 2 DT, REBEMT 20 &REREZ H T THATS 2 &, [7.1, 11.1.7 ZH|]

(FER)

(3) HHrelEEEE

9.3 FrikrelEEESE
FERDEAL T B8N0 D5,

(fa)



VI T2t FERALOEES) ICEJISIER

(4)

(9)

(6)

(N

(8)

HIEREE=HE T HEE
BREIN TN

yE 5

9.5 1%
T XAXEER U TV B e D & 2 e MEIC IR OB IRMENGRIEE B0 D BT S 2854818
DIHBEGTHZ &,

(fEmn)

2115

9.6 XE.IF
B EOARMER O RAREBOAIRMEZ B L, RALOMKGSUT T IR 2R 2 2 &, RELTICE
T3 ehdmESNTND,

(fia)

NR

9.7 NR
R LG L UTe AR OV A fats & U7 BRRERIBRIT S0 L Tueuy,

(fiEmn)

=l E

9.8 BEHE
AR ZWET DR EGRBEZIER T 572 SEEICKRGT 52 L, AAITELE LTI, O HEHE S
D0, @i E TR, BREENMET LTV Z LRZWIeD MHRENRTT 28201 H 5,

(FER)
TRROKRDL DMk - HEZHRLZLETD D,

<1[@E20mg 1 B2EREZEELT HHEE>

20mg 1H 1A
10mg (&) 1 H2IH
1. #HE*HA
(1) ptREZERLZTDER
BRE STV
(2) BtEEFE LT DER
10.2 GtREE (BFRICEET S 2 &)
A4 % RRAIEAR - 515 B - fabRik
TV =V RUEESE FEFLOFER O ML PR ESMET T 25, AHN D ' Wy WA RIAE 208 22 RE3EA oD
A hTary—u AL 2R T S5 0469,




VI T2t FERALOEES) ICEJISIER

8.

BI{EA

ROBUWERDN S b D ZL3dH D DT, BEELTHIATV. REPRD bNZHE I35 2 hikd
570 ETEOVREZIT O T &,

(1) EXLEIER & DHER

1.1 EXHEIER

M1 2avy, 7724 5F 20— (4% 0.1%AK)
av g, TF7 40 7% — (RN, S, EEE GHEmEE, WIS | SRS
%) BDHLbNbsZ Enb D,

(FRRIL)

11.1.2 BAEFRBRMHE&Mm., AmBkiFED . |EBERBKE. AMEEM (W LAEEARH) ., m/MRED
(0.1%A%)

BARBRMEI, LB, IR ERE ., Wil ., i/ MrEd FIHIER & L TegEBeE
B WA, BEF < R FHIML, ) BNHOSDOND Z ENB D DT, EHRNC MG % Fh L.
HENRBOONTZHEIITEDICEEGEZTIE L, @ORLEEITY 2 &,

(fia)

11.1.3 EMREIEFEMAEE (Toxic Epidermal Necrolysis : TEN). FEFLIZARGE(ERE (Stevens-
Johnson fE1EEE) (W330S B ARHR)

(FRRIL)

11.1. 4 FFReefEE., |E (Wb BEEREH)
AST * ALTZED L&, BERHLDONDZ LB H B,

(fiEan)

11.1.5 EfETRAREE (BHEEATH)
E ) U AME, A7 e B UR, MIERGEERE OFY 22 LA SRRSO DTG EITITE
bl hGaemib L, @ileLEE21To 2 &,

(fiEmn)

11.1.6 QT TR (BHEARH)
Frio DR CLAREZE, FRIRUE, ODFES) 2 A T2 BZ BV THLbhT VO T, E5&ZD
BEOREBICHEET L2, [9.1.1 2]

(FER)



VI T2t FERALOEES) ICEJISIER

117 BHEE. E2 (PR bEERY)
B, SERE R, BIRME, I/ n—X M) b bbhD I ENb D, FCEHEE
EEE T HBHICBOTHEDNITVOT, EET S, [92 3R]

(fa)

11.1.8 MEMEX. SUHEEET (W IhLEERH)
PIEIR & UCRA f2, BHRMAEMERE (BUN 7 LT F=r ERSE) B8 0 bhi-ha
CIEEHICEGEZ P L, EYRAEEZITS 2L,

(FERI)

11.1.9 FEMEMmE GEAH)

FERN, MWk, WP IRIEE, MO X BREEE AL MEMERRA L 5PN ZENHLDT, ZD&
9 IRAERD & B DN EITITR G 2T IR L BB BCE VT Al OG5 O Y] 7L E 21T 9
e,

(FRRIL)

11.1.10 R&UiE

(fiEmn)

(2) ZDOEIER

0.1~ 5% 0.1% A AR
B O E B - B, ENE (RLBE) |
P T
ik T’ | AmEkRD T FRERIE 2%
oAb | fER TR BRAE, Y8, B - ME M

IR, AR IR, DR

T ME B B, B WAk, Bk, BE7a v
JIF ik | AST EH. ALT E&H. AP b | AU v EH. LDH B&H | AFERER S, B
=1

e 1 % R SRR, B, S, | AR SSELIREE, O ke,
R, AR REAE, EARREE. DFEWV

W 4y W R ARANE, 2t bilFE FLH R HE

Zz O CK L5, BRI HRE.

W

FEBVHIE T, RRRET F T ORRRRER N O AR R ICE SO TV 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,
I3 fiE 7B po |1, 10, 30mg/kg THEZ L,
N I - . |0.1~3mg/kg THEEL L,
D | M RS iv mees L

10mg/kg TR,




X. JEBRARSERICEI 9 S1RE

e BRI A w5 B
FRBRIE s . SRR
A D Bl s R
. Img/kg Ti%7x L, 10mg/kg Tk
REET DIMFAR T, LaEEm,
po |3, 30mgkg T L,
RRAL, HLE, 0.3. 3mgkg THE/2< . 10mgkg T—
DR DX PO DT AR M T, 30mg/kg TIF
G I#53), D DRI, FEAE T, LR O T
L 7 A PV S — VIR T v | oM. 300mgkg TG LV 2K
" £ 2 RMEIE T, D, LER o T
n WO, S WO FERP DM,
ZE 3/3 BB,
- AU RV E X —LRRRET
= b AH I (lughkg), =R
L, DAk U Q@ugkg). 1Y 7us | iv  |3mgkg TR L,
J—(0.2ug/kg), T EF L=
U > (lugkg). REMRRARL
I e AR oL E VR N iv |3, 10mgkg THER L, 30mgkg TIKT,
L EE Y b0 DIED invitro | 10°, 105, 10*M TEH2 L,
S BERH I (5%X10° .
fi S E/LE Y b 3;@% PR CHAO e (100, 105, 10°M TEER L,
2EY ULIF LT 2 (10M).
TEFA2Y (5X10TM). | .. 6 osng
5. 10°M THEA L,
s L EAEy b O k= GXI0MB T invitro | 10%, 10°M TxZZE/x L
=3 F (5 X 10 M)A
B P ORI invitro | 310, 105, 3X10°M THERL,
V- Eo \\ ] s >< _6 ¥
i S ELEY B E%Z7 I @XA0TML) | i (105, 10°M TR L,
% A N =0 A= R s
| BRI F = B, ARk SRR X 5 | iv 0.1, 1. 10mgkg TEER L,
e
Tl IR K 1% J A
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
MRy T ay cgongkghig | Y | oL,
o~ N S g Hu
BRI IO | A% | T e myig| V|07 37U, EAR, RO
" R I SYUR I OF pHIZ R LR L,
‘{\/ %4 1= W
. X LV E X — VREE T, . .
16| o g e 9% ;JZ%E;;; ) iﬁf/;ﬁgT v |01, Imgke THER L,
PR Wi f5 e 10°, 10°M T2 <, 10°M T+
&U@Hj%é@ EAEy b8, TR EBEES) | invitro | 150 B EES) /D KON O 55 AR
il
S L EH — LR
) = |7 ;‘_’/;i ZRERT | |0 Imgke TR L,
THLE s hE ~ A | R po |10, 100mg/kg TH#E72 L,
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. BT 5 .
SRERTH e . i W
RBAH i v 24K PR
- P = . 3Fﬁ}ﬁ}f‘€(§§%/ﬁﬁ)o xR -6 -5 -4 Bl 981
fi - EE) 7> b (2.5 X 10°UmLyGES | " vitro | 10°%, 10, 10*M T2 L,
UL R T, IR s
), A% oo QUKgh| v f%ah%ggffj%/h//kié
o | EFBTEES | 7o bR =
IR U LE UM, ERGTER v 0.1, 1mg/kg T2 <, 10mgkg TH
%j 20 HH) BEE) 2 2 < BTN,
- . _ o iv 10mg/kg TRE L,
: N B B oH
s N po |10, 100mg/kg THEA L,
EBS o NMITF A MNRT
2% RIVTE L 1
igﬁfz N Sk ;mggmsogé BRI po gggggg§152@7aﬁwﬁ@
. FEZE, BN JRE M = ¢
% I F v b | MUK po |100, 1,000mg/kg THEA L,
2 [ TR | MR iv | imgkg CHEARL,
N T A 2 2R A
1% | iz 5k g&ﬂ;;ﬁ;@g‘ RN 11 Jomeke TR L,
i - -
B | e Ty b | REE, R gf B o cmpmn L,
() ZDthEEHER
MU ER L
2. EHHER
(1) BEEESEERER
LDs, (mg/kg)®®
&5,’\}:% 94 E=
Bt #EH BT kP
IR = 1 % I > 8,000 >800 442
e >8,000 >800 434
SD 5 o | HE >8,000 >800 563
1 > 8,000 >800 559

(2) RERGEMEHR

?y%K4m~;mmg@@én3ﬁ%ﬁm&5btk% CHRPE DR E GNP, 4R D PR EiD D3 A
AT, SR BEE U 7= S B AT L O ITRR O e o 72 9,

E— 7V RIT 150~500mg/kg/ H Z 52 B A& G Lz & S ITEREOBERD | £k 5% @kl

b/

Wk, WEMEASA: & AVT2 A3, SEWIC B U 7= S BRI L D 221kl mu&)%hiﬁﬁ}‘of’ 0,
FoE— 7V RIZ 25~100mg/kg/ H 26 B FRIRN G- L7c & 210, AFERBEOR IR, IRAAES O
OUREEHANN, FERE, WEMH-23 @IS H ST 03, rfifﬁ%ﬁ)ﬁﬁODﬁftzi%&)%zhiti»mf:o

(3) ElnHMRER
EERER, HIREERR, IR L O AR RFERBII T CaEchy . BEFETRV R
iz,
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4) MAIRMEER
~ U RZ 92 M, KOVT v M 106 #EE, ZiLEAL 20, 200 LT 2,000mg/ke(E K G- 2O 1,250 %)
BORG 2T, ~UAKRDT v b EBITHAFIEITRO Dol

(5) &TER4EEMHER

BEE .
HEREH | B | (mgkgH) 5 HR (‘I‘I‘l‘fz; /j) R
(4 54K ] ge

- M : 500mg/kg R CHERE BRI T,
PREICIZ R L,
. . 5L ALLE ﬁ‘i—\b AN Z=H
713& : ifﬁﬂﬁﬁ 12 5E ﬁkﬁfﬁ%ﬁj\j; HE Eﬁl_ﬁl:\ ﬂi@\ uﬁﬁ«fj(
Zhate ORI PUEF RS L
= 100, 500, TR R - BRAE  BTEAER . WS B e
UEIRE _ W ACEAT 2 R Pt g
COHM 7w k7 1,000 AELHIR T 2,000 R OMEE M7 L,
e [en] w);ﬂ;ﬁﬁﬁ;ﬂ&vﬂj - HHPE(T(Fr) : 500mg/ke BA b o> RE Gl i
. Fézlaif PR URTERAAIE, BEELE, FEE L.
- [ STHEAE  ATBIRERE ] OVEFREREI
AL,
- HPEIF(F) - e L,

« BER : 2,000mg/kg B C—i@PEDOKRE
HENENE R OB EE s, 7 E U BRIk
K OBEFLRE O RARTIR I B W TR
BEE e L, — MR, i K Ol
BRUUT L L,

- J& 17 : 500mg/kg UL EORE TR
DS BARTFHNZB, ATFRR AR,
TR FE. WEERICKER L,

) 100, 500, - AR 7 D ‘ié%%%m:ot L. Nlg. s R

v k7 2,000 7 HAET 2,000 W72 Lo

E:qul - HPEAF(F) « HPEFER, SERE(TER. 4=

THHREICE R L, IMERT 2L,

AWM P OEFR HEMIETEL

BEFLR, (REHERE. SV, HERRIT 2

72 L, BEFLRRARRICWC, k5

12 L B RIHRA SR B OVE#6 B &

2L, HEALDOIEE M. ITIRERE,

ATEFEREIC IR B Gl K B B 7

L, HEFEICHRF 2L,
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BRI H

EUEZL

Beh &
(mg/kg/H)
[ 5% ]

£ 541

T B

(mg/kg/H)

S

T YT

30, 200,
500
E=h

M- R 6 HEMD
I8HAET

200

< BHA S EIC LB L, 30

KO 200mg/kg BT PE O (K HE
Jndmifl, 500mg/kg #E CREAF BRI
IREIEINE O], & OB EOWD
W2 X 23 B 3 ), fEHIRFPI IR
FTRLC. 500mg/kg BEOEMBIIZ AR
HEWAIT, S 512 X 2 Pl B R
2l

- WefF s AR AEREL FETIR

HELERRIFER., PEEL, BRI E R OB
R S OE T L, IS
12 X DAV R IRT . NIRE H IR 7 &
OB E R L, 500mg/kg BET
Al RHMER BB IR,

AN

30, 100,
200
K 2Ral

W AR 7 HE DS
INHHEET

100

- B 100mg/kg BL_EORETHFINES

17, MEXOHBEBOME, 5
IZ 200mg/kg B CRELREAR, BERA L Y
NIRRT, 200mg/kg BET 37 RHAH 3
FHADSSETE, HHPE K O BRI T
72 L, i EUIBHIRE M OBEELIRE O BRI
FHRICB W AR R 22 L,

- BRI A RE FEC IR R

AAFRR YR, PR, AT, AR
RIS L Y5 X D et &
OHPEFF OREFF AR I8 )
TER R OB BaEE- 72 L,

« HPESF(F) « BB ORE DML, O

RE. ATENRAE I OVAESRARAE I SR 5
IZ & D7 L, B 200mg/kg BET
VEBEFLI% OO PR T DN DS R P AR

T

10, 30,
100
LR ]

W ATHR 6 H D 18
HET

100

CREHA  AMBLRLOMTED, & DITRHMEAR

W, OEARE TR A IR AT L K OVl
MRERICEMREICIORE L,

- BRfF  FEEEHIEN . BEEER RO

A BIEER e L,

HA AR T &
DHEAN
[ONAEST7N
Hhe

Ty pO

100, 500,
2,000
E=h

M HEHR 15 H2NB 5y

W% 21 HET

2,000

- FHA : 500mg/kg LA EORECIRE —if

P 0> 1A T B D0 BT B OVE BE 7 oK
To e, S i & OB RIS
IEEE 72 L, BELRRRR TR &
HIZ X D AR ES 72 L,

- HEESF © 500mg/kg LA ORE TR

TP, AEAF PR (T SERETHL.
JEPEMISET SR, BRI B L, &£
FEFSEERAS IZ R\ CL R OJEEERSE T
FH 2,000mg/kg FETHBEIZEEE R
LT2hs, FEREFERDIEMIT 2 < | BT
FILS%UTF IEHECh o T,
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(6) RFrRIEEEAER
UERR L

(1) ZDthD%ikEM
1) FmEAREET

B AT 5 LT b X 2 IR 15000 L7 o Tm. S T VML & 320 B U7 h o 7.
2) Rt

ENLEY MDOTFT 74 THR—RIEbY TV ADIGE FEAED & BIZRETH -7,
3) MBHARILEARY

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
TrEFIV 100 947.4+36.8 4499+16.7

VAFT 100 827.5+189* 365.115.4*
FEB¥a bao— — 155.8=8.4%** 73.1+£9.0%*

4) MFETOSOF - ERRBRILEY -

(0=8) *p<0.05 **p<0.01CHIR L L)

HRILEVICRIZFTHE

mig>rve s 7 Fo . HmERKRFLEY, JIARKEALEY, TANTIOF—L, TARAT RN L

W EG 272 o0,

5) EMHRBERICHT S1EH
A X & A CTIRYCEE BTG

FEVCROBUALT 7 ) rOffRE, AUCISEEEE 2 o7,

6) RIEtE

UYL MNTT 7 EF 2 OUKBRTME, FAREEZ R L7 25,

Nighot=,

Xt HEEE M LT A, PTERL, ST Ja—, T

WS RIEMEISER D &
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1. HERS
B, ARGy & BITE L

2. AR
34

3. AENRETOME
PR AT

4. FFEWEDIEE
BRIZ/2 L

5. BEMITEH
<TFVoLBY : FY

6. RI—m% - FI%h3E
[Fl—Ry3e . WRZ—D §g, HAZ—1EHIK
FIZhEE . ATV, T=2FVUEBE., =Yy, ndyFor, 75V

1. EE&EEAR
1985 4 1 H 31 H(EWNBE%)

8. RERTRRBFAARUVERRES. RfELENEFAR. REFABFEAR

kR 2 4 RS EARRAEH B HKREE A AR H B R FERHAA4FH H
AR —FE 10mg 198541 A 31 H 16000AMZ00027 198847 H 15 H 198849 H 12 H
H AR —E 20mg 198541 A 31 H 16000AMZ00028 198547 H 29 H 198547 H 29 H
HAZ—H 2% 199343 H 15 H 20500AMZ00103 199447 H 8 H 199447 A 14 H
H AKX —H 10% 198541 A 31 H 16000AMZ00029 198547 A 29 H 198547 A 29 H
9. HEEXIIHREM. RERVAEZEEEMEFOEABRVUTOAR
T A B —§E 10mg, H A X —HE 20mg, HAZ—H 10% :
1988 4F- 8 H 30 H (& - 1BME'H & O B HEEIHRA)
1988 4 8 A 30 H(1 H 1 [HlgtERi#&5E)
10, BEERKR. BIMERRLARFABRUVUZTORAE

11.

T A B —§E 10mg, HAZ —§E 20mg, T AZ—{H 10% :
1992 4 6 H 3 H L EARS @ m(y A % —8E - B - S & L Cilan)
VLR 14 408 2 HA BUKBIEGER)O VTS HRE Y LAV & OFEER RSB ST L,

BEEAM

TJA B —§E 10mg, H AKX —§E 20mg, T AZ—H 10% :
64 : 198541 H 31 H~19914F 1 A 30 H(#& 1)
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12. #BEAMHFIBRICEET 5B,
D HE HI) R OVERFE R HI I QN SRR S (RS S TR A B K E N B D 5 R IS | (JEA T8 5o
107 %5 : FRR 18 43 A 6 B & F O —H U E(EAFEEERE 97 5 Fpk 20 42 3 A 19 BfHIZ LY
[P FRRASER T DTV A EIT ] (TS L,
13. &£fEa—F
. JEAE S5 B A L U ERERS =2 — R e L& 7 hERALHE
R 2 4 U S o — R (YT 23— 1) HOTO )& & N S
A S —FE 10mg 2325003F1024 2325003F1024 104311202 612320417
A S —EE 20mg 2325003F2020 2325003F2020 104312902 612320350
HAHX—E 2% 2325003B2029 2325003B2029 104310502 610406079
HAZ— 10% 2325003B1022 2325003B1022 104309902 612320349
14, REHBALEOIE
Briz7a L
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Prog. Med. 16(11) : 2897, 1996. [GA-3287]
BRIk & WFZ2. 61(5) @ 1660, 1984. [GA-0417]
TR L AR, 32(10) ¢ 1579, 1983. [GA-0465]
HTH L ERIK. 32(12) 1926, 1983. [GA-0439]

AT )l SRER LRI 11(9) @ 3659, 1983. [GA-0462]
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FEPR L VAP 16(1) - 119, 1988. [GA-0154]
FEse L 352 19(1) : 147, 1988, [GA-0170]
FE L 3E2 18(1) 1 172, 1987. [GA-0234]

EA TR BER EAFZE. 72(2) - 513, 1995. [GA-2342]
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- BRI LA 23(2) 419, 1995. [GA-2363]
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AR AR A

FERE & BRER. 17(6) : 1905, 1983. [GA-0484]
HrEE L K. 32(9) ¢ 1383, 1983. [GA-0477]
PEFER. 34(12) : 441, 1987. [SIA-00793]
HEFER. 30(11) : 365, 1983. [GA-0440]
HMEFERE. 31(1) : 11, 1984. [GA-0423]
SEHE L 59, 11(9) : 3637, 1983, [GA-0464]
FERE & BRER. 17(9) : 2909, 1983. [GA-0468]
FEAfE & BEER. 17(9) : 2917, 1983. [GA-0470]
AR, 31(2) : 51, 1984. [GA-0411]

A AR b am et 80(FEHY) « 694, 1983. [GA-0418]
Int. J. Clin, Pharmacol. Ther. Toxicol. 22(4) : 214, 1984. [GA-0751]

SRPR L ¥R 11(9) : 3651, 1983. [GA-0463]

% TRR fih : BAREEER. 42(1) : 150, 1984. [JP-P00730]
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BRI 14(4) : 571, 1984, [GA-0422]
L L EEER. 17(9) « 2878, 1983, [GA-0472]
Takeda, M. et al. : Eur. J. Pharmlacol. 91(4) : 371, 1983. [GA-0756]

: Arch. Int. Pharmacodyn. Ther. 256(1) : 49, 1982. [GA-0760]
o FLAgE L EEIR. 18(12) @ 6125, 1984. [GA-0384]
© FERE & BRER. 25(1) : 223, 1991, [GA-1282]
Takeda, M. et al. : Arzneimittel-Forschung. 32(7) : 734, 1982. [GA-0759]

Ishihara, Y. et al. : Digestion. 27(1) : 29, 1983. [GA-0757]
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Rk BT B L ERER. 8(6) : 637, 1998. [GA-05119]

JIFE BERER fth : J5 FISEBE. 26(6) : 927, 1983. [GA-0432]
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Courtney, T. P. et al. : Br. J. Clin. Pharmacol. 26(5) : 639, 1988. [GA-2678]
Kagevi, L. et al. : Br. J. Clin. Pharmacol. 24(6) : 849, 1987. [GA-0640]
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AR 9L fb : SHEEEL 26(1) @ 147, 1983. [GA-0479]
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1. EESNETORTIKR
AN BT D006 « R, ML - HEIIUTOLEBY THY , HETOAGIRDL L ITRR D,

(Zh&E - HR]

4. e LR
OBEE. T=HmaES. WAMES. LEHALLEHN CHEEES. S FLRES, HmEE
RIZKD), FFRMEREL. Zollinger—Ellison fExEF
OTRAREDBMIZRE (VbA, HI, Fi., FE) OXE
AMEX. BHEBEROSMEEEY

(A% - AE]

6. AiERUA=E

(BiEE. T-HEmEE. MEHES. LEHLELEEL CHELMHESR. RX FLRES. HIHE %
[Z&B). HRMERERX. Zollinger-Ellison fEIZEE)

WHRACIE 7 7 E2F P LTI E20mg 2 1 B2 H &%, YRZEEI0EN Ro&kbgd
%, F£7-, 1H40mg Z 1 H 1Bl (BEERD BOEGETHILHTE D,

7ok, i - JERIC K VI EEHT 5, 727U, ESTELE L OS5 E ISIXE F S A CIRIE & B ih
L. WIRATBEIZ 72 o 7212 I3 O B2 0 I 2 B,
(TREEDBHIERE (UbA. Hin, &K, FE) O%E

SMEL, BHEBROAMEELN)

WERANMIEZ 7EF VLT LA 10mg 2 1 H 21 (FR%, Y% E-I3mER) ok
Do F7z, 1A 20mg # 1 H 1Bl (BRERD BAKETHZ EHTE D,

2B Al - EIRIC K E RS,
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4 S
EE 4 Salix Pharmaceuticals, Inc.
kR e 4 PEPCID®

AT - Btk

Oral suspension (5mL containing 40mg of famotidine)

HERAEH H

19872 H2H

ZIHE - AR

1. Short-term treatment of active duodenal ulcer. Most adult patients heal within 4 weeks; there is rarely
reason to use PEPCID at full dosage for longer than 6 to 8 weeks. Studies have not assessed the safety of
famotidine in uncomplicated active duodenal ulcer for periods of more than eight weeks.
2. Maintenance therapy for duodenal ulcer patients at reduced dosage after healing of an active ulcer.
Controlled studies in adults have not extended beyond one year.
3. Short-term treatment of active benign gastric ulcer. Most adult patients heal within 6 weeks. Studies have
not assessed the safety or efficacy of famotidine in uncomplicated active benign gastric ulcer for periods of
more than 8 weeks.
4. Short-term treatment of gastroesophageal reflux disease (GERD). PEPCID is indicated for short-term
treatment of patients with symptoms of GERD.

PEPCID is also indicated for the short-term treatment of esophagitis due to GERD including erosive or
ulcerative disease diagnosed by endoscopy.
5. Treatment of pathological hypersecretory conditions (e.g., Zollinger-Ellison Syndrome, multiple endocrine
adenomas).

ik - &

Duodenal Ulcer

Acute Therapy: The recommended adult oral dosage for active duodenal ulcer is 40 mg once a day at
bedtime. Most patients heal within 4 weeks; there is rarely reason to use PEPCID at full dosage for longer
than 6 to 8 weeks. A regimen of 20mg b.i.d. is also effective.

Maintenance Therapy: The recommended adult oral dose is 20mg once a day at bedtime.

Benign Gastric Ulcer

Acute Therapy: The recommended adult oral dosage for active benign gastric ulcer is 40mg once a day at
bedtime.

Gastroesophageal Reflux Disease (GERD)

The recommended oral dosage for treatment of adult patients with symptoms of GERD is 20mg b.i.d. for
up to 6 weeks. The recommended oral dosage for the treatment of adult patients with esophagitis including
erosions and ulcerations and accompanying symptoms due to GERD is 20 or 40mg b.i.d. for up to 12 weeks.
Dosage for Pediatric Patients <1 year of age Gastroesophageal Reflux Disease (GERD)

The studies described in PRECAUTIONS, Pediatric Patients <1 year of age suggest the following
starting doses in pediatric patients < 1 year of age: Gastroesophageal Reflux Disease (GERD) -
0.5mg/kg/dose of famotidine oral suspension for the treatment of GERD for up to 8 weeks once daily in
patients <3 months of age and 0.5mg/kg/dose twice daily in patients 3 months to <1 year of age. Patients
should also be receiving conservative measures (e.g., thickened feedings). The use of intravenous famotidine
in pediatric patients <1 year of age with GERD has not been adequately studied.
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Dosage for Pediatric Patients 1-16 years of age
The studies described in PRECAUTIONS, Pediatric Patients1-16 years of age suggest the following starting
doses in pediatric patients 1-16 years of age:

Peptic ulcer - 0.5mg/kg/day p.o. at bedtime or divided b.i.d. up to 40mg/day.

Gastroesophageal Reflux Disease with or without esophagitis including erosions and ulcerations -
1.0mg/kg/day p.o. divided b.i.d. up to 40mg b.i.d.

While published uncontrolled studies suggest effectiveness of famotidine in the treatment of
gastroesophageal reflux disease and peptic ulcer, data in pediatric patients are insufficient to establish
percent response with dose and duration of therapy. Therefore, treatment duration (initially based on adult
duration recommendations) and dose should be individualized based on clinical response and/or pH
determination (gastric or esophageal) and endoscopy. Published uncontrolled clinical studies in pediatric
patients 1-16 years of age have employed doses up to 1mg/kg/day for peptic ulcer and 2mg/kg/day for GERD
with or without esophagitis including erosions and ulcerations.

Pathological Hypersecretory Conditions (e.g., Zollinger-Ellison Syndrome, Multiple Endocrine Adenomas)

The dosage of PEPCID in patients with pathological hypersecretory conditions varies with the individual
patient. The recommended adult oral starting dose for pathological hypersecretory conditions is 20mg q 6 h.
In some patients, a higher starting dose may be required. Doses should be adjusted to individual patient
needs and should continue as long as clinically indicated. Doses up to 160mg q 6 h have been administered
to some adult patients with severe Zollinger-Ellison Syndrome.
Oral Suspension

PEPCID for Oral Suspension may be substituted for PEPCID Tablets in any of the above indications.
Each five mL contains 40mg of famotidine after constitution of the powder with 46mL of Purified Water as
directed.
Directions for Preparing PEPCID for Oral Suspension

Prepare suspension at time of dispensing. Slowly add 46mL of Purified Water. Shake vigorously for 5-10
seconds immediately after adding the water and immediately before use.
Stability of PEPCID for Oral Suspension

Unused constituted oral suspension should be discarded after 30 days.
Concomitant Use of Antacids

Antacids may be given concomitantly if needed.
Dosage Adjustment for Patients with Moderate or Severe Renal Insufficiency

In adult patients with moderate (creatinine clearance <50mL/min) or severe (creatinine clearance <
10mL/min) renal insufficiency, the elimination half-life of PEPCID is increased. For patients with severe
renal insufficiency, it may exceed 20 hours, reaching approximately 24 hours in anuric patients. Since CNS
adverse effects have been reported in patients with moderate and severe renal insufficiency, to avoid excess
accumulation of the drug in patients with moderate or severe renal insufficiency, the dose of PEPCID may
be reduced to half the dose or the dosing interval may be prolonged to 36-48 hours as indicated by the
patient's clinical response.

Based on the comparison of pharmacokinetic parameters for PEPCID in adults and pediatric patients,
dosage adjustment in pediatric patients with moderate or severe renal insufficiency should be considered.

Pepcid for oral suspension (Salix PHARMACEUTICALS HP)
https://shared.salix.com/shared/pi/PepcidOral-pi.pdf
(201843 A 16 A7 7 & X)
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(An Australian categorisation of risk of drug use in pregnancy)

B1(2018 =3 H)

Pepcid oral suspension
https://shared.salix.com/shared/pi/PepcidOral-pi.pdf

(2018 43 H 16 HT 7 & R)

Prescribing medicines in pregnancy database
https://www.tga.gov.au/prescribing-medicines-pregnancy-database
(201843 A 16 H7 7 & X)

<BE  HBOWME>
FDA : Pregnancy Category

B : Animal reproduction studies have failed to demonstrate a risk to the fetus and there are no adequate and well-
controlled studies in pregnant women.

A —A ~Z U T ®53%8 : (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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PRECAUTIONS
Pediatric Patients <1 year of age

Use of PEPCID in pediatric patients <1 year of age is supported by evidence from adequate and
SKE OV T well-controlled studies of PEPCID in adults, and by the following studies in pediatric patients <1

f age.
20011 4 10 year o o
( 1079 Two pharmacokinetic studies in pediatric patients <1 year of age (N=48) demonstrated that
clearance of famotidine in patients >3 months to 1 year of age is similar to that seen in older

pediatric patients (1-15 years of age) and adults. In contrast, pediatric patients 0-3 months of age

had famotidine clearance values that were 2- to 4- fold less than those in older pediatric patients and
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adults. These studies also show that the mean bioavailability in pediatric patients <1 year of age
after oral dosing is similar to older pediatric patients and adults. Pharmacodynamic data in pediatric
patients 0-3 months of age suggest that the duration of acid suppression is longer compared with
older pediatric patients, consistent with the longer famotidine half-life in pediatric patients 0-3
months of age.

In a double-blind, randomized, treatment-withdrawal study, 35 pediatric patients <1 year of age
who were diagnosed as having gastroesophageal reflux disease were treated for up to 4 weeks with
famotidine oral suspension (0.5mg/kg/dose or 1mg/kg/dose). Although an intravenous famotidine
formulation was available, no patients were treated with intravenous famotidine in this study. Also,
caregivers were instructed to provide conservative treatment including thickened feedings. Enrolled
patients were diagnosed primarily by history of vomiting (spitting up) and irritability (fussiness).
The famotidine dosing regimen was once daily for patients <3 months of age and twice daily for
patients >3 months of age. After 4 weeks of treatment, patients were randomly withdrawn from the
treatment and followed an additional 4 weeks for adverse events and symptomatology. Patients were
evaluated for vomiting (spitting up), irritability (fussiness) and global assessments of improvement.
The study patients ranged in age at entry from 1.3 to 10.5 months (mean 5.6 + 2.9 months), 57%
were female, 91% were white and 6% were black. Most patients (27/35) continued into the
treatment-withdrawal phase of the study. Two patients discontinued famotidine due to adverse
events. Most patients improved during the initial treatment phase of the study. Results of the
treatment-withdrawal phase were difficult to interpret because of small numbers of patients. Of the
35 patients enrolled in the study, agitation was observed in 5 patients on famotidine that resolved
when the medication was discontinued; agitation was not observed in patients on placebo.

These studies suggest that a starting dose of 0.5mg/kg/dose of famotidine oral suspension may be
of benefit for the treatment of GERD for up to 4 weeks once daily in patients <3 months of age
and twice daily in patients 3 months to <1 year of age; the safety and benefit of famotidine
treatment beyond 4 weeks have not been established. Famotidine should be considered for the
treatment of GERD only if conservative measures (e.g., thickened feedings) are used concurrently
and if the potential benefit outweighs the risk.

KE O SCE
(2011 4£ 10 )

Pediatric Patients 1-16 years of age

Use of PEPCID in pediatric patients 1-16 years of age is supported by evidence from adequate
and well-controlled studies of PEPCID in adults, and by the following studies in pediatric patients:
In published studies in small numbers of pediatric patients 1-15 years of age, clearance of famotidine
was similar to that seen in adults. In pediatric patients 11-15 years of age, oral doses of 0.5mg/kg
were associated with a mean area under the curve (AUC) similar to that seen in adults treated orally
with 40mg. Similarly, in pediatric patients 1-15 years of age, intravenous doses of 0.5mg/kg were
associated with a mean AUC similar to that seen in adults treated intravenously with 40mg. Limited
published studies also suggest that the relationship between serum concentration and acid
suppression is similar in pediatric patients 1-15 years of age as compared with adults. These studies
suggest a starting dose for pediatric patients 1-16 years of age as follows:

Peptic ulcer - 0.5mg/kg/day p.o. at bedtime or divided b.i.d. up to 40mg/day.

Gastroesophageal Reflux Disease with or without esophagitis including erosions and ulcerations
- 1.0mg/kg/day p.o. divided b.i.d. up to 40mg b.i.d.

While published uncontrolled studies suggest effectiveness of famotidine in the treatment of
gastroesophageal reflux disease and peptic ulcer, data in pediatric patients are insufficient to
establish percent response with dose and duration of therapy. Therefore, treatment duration (initially
based on adult duration recommendations) and dose should be individualized based on clinical
response and/or pH determination (gastric or esophageal) and endoscopy. Published uncontrolled
clinical studies in pediatric patients have employed doses up to Img/kg/day for peptic ulcer and
2mg/kg/day for GERD with or without esophagitis including erosions and ulcerations.

Pepcid for oral suspension

https://shared.salix.com/shared/pi/PepcidOral-pi.pdf

Q01843 A 16 HT 7 & R)




XI. E&

1. A - RRXIBIRE L TR £ 1T 5 1< BT > TOBEWE
(1) H#
SRR L

(2) HRtR - BANRUREREF 1 —J0EBM
A ER R L

2. FOMDOBEEEX
Friz7z L



BGERRTE

LTL7—< ttntt

RREHBERAHECT B10E1S

GST1301hjA
2020427 H kET



	表紙
	IF利用の手引きの概要
	目次
	Ⅰ．概要に関する項目
	1．開発の経緯
	2．製品の治療学的特性
	3．製品の製剤学的特性
	4．適正使用に関して周知すべき特性
	5．承認条件及び流通・使用上の制限事項
	6．ＲＭＰの概要

	Ⅱ．名称に関する項目
	1．販売名
	2．一般名
	3．構造式又は示性式
	4．分子式及び分子量
	5．化学名（命名法）又は本質
	6．慣用名、別名、略号、記号番号

	Ⅲ．有効成分に関する項目
	1．物理化学的性質
	2．有効成分の各種条件下における安定性
	3．有効成分の確認試験法、定量法

	Ⅳ．製剤に関する項目
	1．剤形
	2．製剤の組成
	3．添付溶解液の組成及び容量
	4．力価
	5．混入する可能性のある夾雑物
	6．製剤の各種条件下における安定性
	7．調製法及び溶解後の安定性
	8．他剤との配合変化（物理化学的変化）
	9．溶出性
	10．容器・包装
	11．別途提供される資材類
	12．その他

	Ⅴ．治療に関する項目
	1．効能又は効果
	2．効能又は効果に関連する注意
	3．用法及び用量
	4．用法及び用量に関連する注意
	5．臨床成績

	Ⅵ．薬効薬理に関する項目
	1．薬理学的に関連ある化合物又は化合物群
	2．薬理作用

	Ⅶ．薬物動態に関する項目
	1．血中濃度の推移
	2．薬物速度論的パラメータ
	3．母集団（ポピュレーション）解析
	4．吸収
	5．分布
	6．代謝
	7．排泄
	8．トランスポーターに関する情報
	9．透析等による除去率
	10．特定の背景を有する患者
	11．その他

	Ⅷ．安全性（使用上の注意等）に関する項目
	1．警告内容とその理由
	2．禁忌内容とその理由
	3．効能又は効果に関連する注意とその理由
	4．用法及び用量に関連する注意とその理由
	5．重要な基本的注意とその理由
	6．特定の背景を有する患者に関する注意
	7．相互作用
	8．副作用
	9．臨床検査結果に及ぼす影響
	10．過量投与
	11．適用上の注意
	12．その他の注意

	Ⅸ．非臨床試験に関する項目
	1．薬理試験
	2．毒性試験

	Ⅹ．管理的事項に関する項目
	1．規制区分
	2．有効期間
	3．包装状態での貯法
	4．取扱い上の注意
	5．患者向け資材
	6．同一成分・同効薬
	7．国際誕生年月日
	8．製造販売承認年月日及び承認番号、薬価基準収載年月日、販売開始年月日
	9．効能又は効果追加、用法及び用量変更追加等の年月日及びその内容
	10．再審査結果、再評価結果公表年月日及びその内容
	11．再審査期間
	12．投薬期間制限に関する情報
	13．各種コード
	14．保険給付上の注意

	ⅩⅠ．文献
	1．引用文献
	2．その他の参考文献

	ⅩⅡ．参考資料
	1．主な外国での発売状況
	2．海外における臨床支援情報

	ⅩⅢ．備考
	1．調剤・服薬支援に際して臨床判断を行うにあたっての参考情報
	2．その他の関連資料

	裏表紙

