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7 7TV OPENRESEL He S REEETAITH D . AHTIX 2000 FFI2 ElisivTnd, B
RSN B RERL E LT 7 7 TAX P DEE10mg M OV 7 7 £ A X V2 D §E 20mg
OB 2R L, EIIEY 481 SCER 114F 4 H 8 NS & UK R ORREBR Tk 2 5%0E,
AR, AW PRI RIEMERER A i L. 2005 F 2 HIZENEIUKRZ BS. 2005 4F 7 HIT3E
L7,

D%, EREESKGIEDOED, 201346 HIC77EF Y ODEE 10mg [ F—T ] K7 7%
F 0D $E20mg [ h—T | LIRFADERZENZENATV, BEICED,

. BSORETH - REIFAET

ER R RO

AR 77TV 0D# 10mg [ =D K7 7EF T OD #E20mg [ h—T 1 1%, B
B, T ERES. ARSI R G ErER S, SR b LA, ik E
RIZE D), WirERIE R, Zollinger-Ellison JEMEREIZRT LTk, @EMRAIZIZ 7 7 E2F V&
LC1[[20mg % 1 A 2 RIEAR%, ¥ 8% I3 ErMEN&L, £7213 1M 40mg % 1 H 1
EGEERNFR &G+ 5 Z SiIc kW ARAMREED LN TWS, =720, EEHEE I DA
TS A IR A B L. NIRATRBIZ R o 72 B IR N G280 v 2 5,

SYEEE, BHEEROAVEEELICI 5 BMEREOD A, i, AR, FEOUEEICK L
TIE, BERACIE 7 7EF P L LT 1 10mg 2 1 B 2 BEIE%. & &% E 73808
AP, F£7213 11 20mg # 1 H 1 E@EEINDE ARG T2 2 LI X0 FRERRD b T
%y

T AHN ARG A O RIVE I FEBUEEE 2N & 72 2 A 2 i L Ty,
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TWa, M. 8. (3) ZDOMORIEMDEEZZ)

HRZEWEHE LT, vYav 7, 7774 7%y —, BAERNREAN, e, EERIEK
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(Lyell JSEMEHRE), IFHEREREE ., BOE, BUBOTRARIE, QT LR, ERkkEE, g, HEME K.
AR AR, MEMMERHbhD Z b5, V. 8. (2) ERZFRIEM & MIHIERDE
2 )

BUF|PROYETE
AFNL, BHEEOHAHW ARG (T AV F—A, 1222 h—WVBIKICHY . AL TH
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1. BR 58 £

(1) #0 £
TryEFODEE1OmE [ h—1 )
TryEFODEE20mg [ h—1 )

@ * 4
FAMOTIDINE OD TABLETS 10 mg “TOWA”
FAMOTIDINE OD TABLETS 20 mg “TOWA”

(3) &MDHExK
— 4+ AR+ HBGEE+ =T
[ TSRS E SR G OAGRFFEICH T2 > COIRFEA DML ICET 2B EFHEIC OV T (OF
AR 17429 H 22 A SEAFARE 0922001 S-S <)

2. — & &
ORI 2SS

7 7 EF VU (JAN)

(2) * % (G 4iE)
Famotidine(JAN, INN)

3) RT L
-tidine : cimetidine -2 ® Ha &= B AEIEHIH

3. BEARIERER

NH: NHZO 0
,J§ //\V/L\ 57
N RN
He
HNT Ny </j/\5 NN
S

FRARUSFE
T2 CsH1sN702S3
& : 337.45

SN




. b2 (diE)
N-Aminosulfonyl-3-{[2-(diaminomethyleneamino)-1,3-thiazol-4-yllmethylsulfanyl}
propanimidamide (IUPAC)

. BRSA. BlA. BS.
L

LEES

CASEHZES
76824-35-6




M. A3 AT 45ER

1. YEEFHEE
(1) 48 - 5K
ABE~HHAGORMBTH D, HITL> TR IZEAT D,

()& f& ©#

o 1g ZIRDT DIZE T 5 Al & wfR M
FER2(100) ImL 2Lk 10mL ARfili | TR0
T4 ) —(95) 100mL BA . 1000mL A | Tz < v
K 1000mL B4 | 10000mL il | fed TEIFIZ< W

Al 0.5mol/L ¥ ik I IR T 5,

@ ® &
DR L

4) Bhm (DfER) - #m - BEA
S H9 164°C (55 fiR)

(5) BiEEARREEH
ML L

6) SEIFH
DR L

(7 Do E R REE
EERR L

2. MRS OEWERTISH1T 2REN
DR L

3. BAMES OREZRREE
Hia 775 Y0 OMERRICEID

4. BB DEES
HiE 775 Yr] OEEREICELD
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V. RAICEEI HEHE

(1) FROXR., SMEREUER

L 7 7EF T 0D #E 10mg 7 7EF T 0D #E 20mg
Hn [h—1] [h—1 |
I DX R 122 PN A
PR F 5.0 O EEN AR EE8E
AR ES 77EFT 0D 77EF T 0D
ESAN H 10 b=V 20 h—U
=% 18Il =N 1R T
il o) | = o8 o) | =
FEPE(mm) 7.5 8.5
JZ & (mm) 3.3 3.6
% E(mg) 146 200
(2) HEEDOYHE
oy 7 7EF T 0D #E 10mg 7 7EF 2 0D §E 20mg
i [ h—1 ] [N —1T]
s i 4.2kg & 5.1kg &
EHE 0.12% 0.19%
Q) BAIO—F

PSRN

(4) pH, ZEEL. HE. LE. BEOERURER pH H%F

EARRAA

2. HF O

(1) B#ES GEERD) DEE
TJ7EFODEIOMg F—7 ]
18 AR 77 EF Y0 10mg 2 aA8T %,
TJ7EFOUDE20mg [ ~—7]
18 AR 77EF Y 20mg 2 aAT 5,




2 & m ¥

fE A B ® w i )
R A NyERaLTUTy TRARNY U TIET AL, KT
T WEEENK T A, A7 7TV Mg
HBA T AT — AT = = VT T = AL )
ol el - A2 h—b

a—F ¢ v I H By
HE HE

Z O 4 55y
) i

MEE R L

3. BEHF. HFOIBMEICHT IR

B4R

4. BEOEBEHTICETSREN

(1) hnsEEAER

J7EFOMDEIONg k—7 D
AEETEE « PTP A3E LALY b7 /L I Al U= 8 s A D)

ABRSAE - 40°C. TB%RH, 3 2 v F(n=3)

RBRIE H B AR 6 % A
PR H 0 1PN AR EEEE [F] 72
TR R ey EES
AR BRI (FD) 17~63 15~26
U (%) 74.7~100.8 81.4~103.7
7 5(%) 99.6~100.9 99.7~101.3

EESIA

BE . R Y = F LRI AR (REERAIAY )
AERSAE - 40°C. T5%RH, 3 7 v F(n=3)

BRI H Ll 6 1 H
PEIR 0D PN 7 BB [l /2
TR BR ey [l /2
FRSEREIH (FD) 17~63 16~40
U = (%) 74.7~100.8 78.2~101.8
& 5(%) 99.6~100.9 99.3~101.4




TJ7EFDE0OmMg Nk—7] 2
AAEIEE - PTP AZE LAL Y &b 7L I §aLs U7 8 S L A D)
HRERSAT: - 40°C, 75%RH. 3 =2 v k(n=3)

RBRTE H BiLELS 6 & A
PEIR {50 1N R EES
Tl iR ey A2
AR IR (FD) 13~57 14~22
V(%) 75.3~99.3 75.5~101.2
& (%) 99.6~101.6 99.0~101.7
TEETHE « R Y = F L R AT B (A A D)

AERSAE - 40°C. TB%RH, 3 = v F(n=3)

RBRIE H EEEED] 6 & A
PEIR €80 1PN R 6 [l /2
TeRBAABR ey [l /2
AR BRI (FD) 13~57 15~33
T HIHE (%) 75.3~99.3 76.7~100.3
7 5(%) 99.6~101.6 99.3~101.4

T KL L 2 O 2 IR (40°C  FEXHIE S 75%., 6 6 A ) DFER, 7 7 £ F > OD #& 10mg
[h—T] EO7 7EF T 0D 20mg [ b—"7 ) [Tl OfGIEE FliosWTEnEihn 3

EMZETH D Z ENHERE ST,

(2) REARFHER

TJ7EFSDEIOMg Tk—7] 3

@RS

: PTP @& LAL Y A8 7 /0 2 i alds Uzl i,
AR EEAFE, 32y Fo=1)
B FEELS; 3 4
PEIR .0 [N 7 6 Gk
AR (4) 1 1
U = (%) 97.8~104.3 93.9~99.6
& 5(%) 100.4~102.3 100.8~102.2




TJ7EFODE20mg Ib—2]1 9
TEETERE - PTP al2E LAK Y &b 7 L I {Ealds L= 85,
B - RIERTT. 3 7 v hn=1)

EE LGl 34
PEIR A0 1PN R b A2
RRSERERI (4) 1 1
%) 83.2~97.5 88.5~96.4
o 5(%) 102.3~102.9 100.1~101.1
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J27EFODEEIOMg I k—7] 9

RBRTE H P45 s T i VA
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5 N 27e L 27e L 27z L 27z L
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T
. . 27e L 27e L 27z L 27z L
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ﬁ‘ﬁ
27e L 27e L 27z L 27z L
(60 77 1x - hr)

) EBEAMIE TG B ASRRRZRAING S « 88K « 1 7B LA O MEALEINEE CO R EMERERIEIZ OV TR
H), Pk 1145 8 A 20 H) DL #EIZ L %,

J7EFOUDEE20mg Nk—7] 0

AERTEH a8 &8 fiE pE TR HPE
B
5 27 L 27 L 27 L 2ra L
(40°C. 3t H)
i E
5 27 L 27 L 27 L 2ra L
(25°C. 75%RH. 3 A)
illf:
27 L 27 L 27 L 2ra L
(60 77 1x - hr)

) M TG B ARBRERAIRT S« 824 - b 7 A Al OIS TOR EMRBRIEIC OV TEE
H), gk 1145 8 A 20 H ] Ol MH#EIZ L %,




. AELER VBB EOREMS
BARYAYA

- feFl E DEES T (MEILFEIL)

WEH

Z77EFV 0D §E 20mg [ F—U | LIREMT Y —OBIARHIBIT D REN 2 HEET 57
D, AlE R R 2 S L7z,

[ papr

(1) R ZE
77EF V0D BE20mg [ F—T | LIRIEHBIE Y —HBLA LI AR E L LI T D%
BT CHRIFELIZ%, FRBIEAICOWT, BLAEED D OEOH B2 R LT,

2) REFEH
PRAFSRAE « BRVAT SR, ENHOET

RAFR S « T A% LD BEEHT 7 2 UK

3

~

SAERIER
Bl ICBWRONER

4) HERA=*

D S8 BRI TR (BFi, TR, i, L oA %)
2) 1BV BV AR

3) E&E K/ a~  NTTT7 4 —

(5) AIERF R
LA EL, 3 I

(6) ;A %E [E1 3%
ZRAER 1 [B(n=1)& L7z (EREDOA 1 [HN=3)) ,

(MHE&EE
77EF VY 0DEE20mg [ h—T ) 18
IREMBIE Y — : REU 1 (BX% 15mL)




WiER

N ilRatiS =y
sl | MDD e
[T B A E 1 3 IFf %
ag | PEMA | mEOE0¥)—Im g%i@;@i;;g
’ <J;)<_HE(% AEONENIRE | Argsncor B ER TN
- b1 LEUFEDIZEB N [ 22
(i) S8 %) SHBRIUA) - 103.3 103.4 102.8
TrEFIV BArE (%) 100.0 99.4
OPﬁzomg snoREElRRE | O OROERULL
F—U] <D e FRERALA U i A V—ZhE L, —ERAA
A0 O RN AR BE WL EERIAEENT
=i e ni
W TR N B
. B A F DB e
() Sk %) SRR - 103.3 101.9 102.1
BAEE (%) 100.0 100.2

7. B

(1) SR UBBH S 7
77 %EF Y 0D 10mg [ h—7) K7 7EF > OD i 20mg [ h—"7 |

FIRHBIEICZNEFNEA L TN Z ERER I TV 5,

ik BIREHRBRIECS FLik)

BRI
IR
HIEVE -
P o

7K 900mL
50rpm

WKk a~ 777 4—

20 73 I DE =R 1%L LD & X3S & 2,

3, RESH

10




(2) EYEMRIFEMHER
TJ7EFODEIOMg Tk—2]1 9

(&I RIS DY PR EMGBR T A R T4 JCER 1845 A 31 H &

HA BT A SRR AAT > 7,

<BIEEHE>

i BR & : pH1.2, pH5.0. pH6.8. 7K

[ & % : 50rpm. 100rpm

HERRE|] . J7EFUUODEE10mglh—"T |

120 pH1.2, 50rpm. /{KJLi%

—9
—O— HEREFH|
—o— IRERFK|
0 ) ) ) ) ) )
0 5 10 15 20 25 30
R REREEFR (5))
BEfE(5) 0 5 10 | 15 | 30
BUERMA | o |883 982 998 1008
BERE | 0 |569 290 | 1.79 | 1.15
EEMH | o [970 | 986 | 986 | 986
BERFE | 0 |216 [ 070 | 072 | 067
pH6.8. 50rpm, /\FJLi%
g
H .
@ —O— BEREA|
—o— 1RHERFK|
5 10 15 20 25 30
BRI EREERE (53)
BRI (53) 0 5 10 | 15 | 30
HERBA | 0 | 659 | 91.6 | 97.8 [100.1
BERE | 0 | 549 | 510 | 269 | 1.26
ZHRA | 0 | 554 | 843 | 930 | 979
BERFE | 0 |468 323 232|186
120 oL Il s
pH6.8, 100rpm, /\FJLi%k
100
= 80
ggl' 60
HER LA
@ 40 —O— EREH
a5 54t
20 —o— 1RERF|
0 ) ) )
0 5 10 15
BRI BRER B (53)
BRI (53) 0 5 10 | 15
HERRA | o |87.7 | 991 | 997
BERE | 0 | 131|047 | 045
ZERE | 0 | 723 | 91.0 [ 959
ZERE | 0 | 108 | 1.18 | 0.90

FAHE%)

BHEO%)

120
100
80
60
40
20

120
100
80
60
40
20

LR
A OB
RERF

1 n=12

VAN 57
: &EHl. 10mg

pH5.0, 50rpm. /3F)L %k

ShE ke fofee

ES S

786 ) (LL T,

—0—

HERELA

A T

10

BRI ERERERE (53)

15

20

25

BEf(5)

30

BRI

78.9

91.0

94.7

98.4

WERE

147

5.66

4.51

2.90

R

67.6

942

98.6

99.6

olof|le|o|o

2.74

111

141

1.37

K. 50rpm, /SFIL%

—0—

e
—o— BENH

30

15

BRI IREREFRE (53)

30

BRI (%) 0 3 8 15 | 30 | 45
HERBA | 0 |302 684 889 975|998
BRERE | 0 | 274 | 540 | 527 [ 327 136
AZHEBE | 0 | 249 | 642 | 859 | 969 | 98.1
BERFE | 0 | 243 | 281 [ 228 [ 250 | 1.80

45

11



ABREF R VRERBOFBEHEQLE N FILE)

B S TR (%) —
- FF 0 MR 2R TP,
s | e | wmesm | SRR ggﬁzﬁé e | HE
pH1.2 98.6 99.8 1.2 4]
pH5.0 98.6 94.7 —3.9 i}
50rpm -
pH6.8 15 4% 93.0 97.8 4.8 i}
7K 85.9 88.9 3.0 1
pH6.8 | 100rpm 95.9 99.7 3.8 i}
(n=12)
I E H e

FRHERIANZS 15 S LANIT T4 85%LL Bisii 4 2 56
95,

FREOKRLY

WA LTz,

PEBRELANX 15 20 LIS 85% L iR

HBEIEZ TSN T, A KT A o DU B 0[RS o He el

o T, 7 7EF Y OD $E 10mg ! —U | LAEERGHI O HEE)NIFRSE TH 5 Ll L7,

12



TJ7EFS 0D 20mg I k—7 ] 10
[ 1% 38 IR G DAL R S VERBR T A R T4 v JCER% 13455 H 31 H EEHE S 786 5)(LL T,
HA BT A NHERHRBREIT > 72,

RHE %)

IR (%)

B %)

120
100
80
60
40
20

120
100
80
60
40
20

120
100
80
60
40
20

<BIEEH>
it BR & . pH1.2, pH5.0, pH6.8. /K

[ & #  : 50rpm. 100rpm
HEREIF . JFEF T ODEE20me h—"T |
pH1.2, 50rpm. /K )Lk
| ]
—O— FERELAI
—o— RERF|
0 5 10 15 20 25 30
AR (5)
BFE(5) 0 5 10 | 15 | 30
BERSUA | o | 837|952 | 985 [100.8
RERE | 0 |821 [513|286 | 089
1ZHERF | 0 | 975 [100.6 |100.7 |100.8
FERZE | 0 | 347 [048 | 046 | 048

pH6.8., 50rpm. /KL%

—o— HEREH
—o— 1REHAI

0 5 10 15 20 25 30
SRER R ER ER R (53)

BFRE(5) 0 5 | 10 | 15 | 30

HEREF | o |57.3 |851 | 948 | 986
RERE | 0 |6.75 653|533 [396
FZHERF | 0 [ 516 |81.8 | 942 [1004
BERE | 0 | 409 297 | 1.79 | 1.06

pH6.8. 100rpm. /SKJLiE

—O— SEREUAI
—o— 1ZEHA|
0 5 10 15
SHERRIREREFRE (5)
BER(5) 0 5 10 | 15
HEREF | o |862 |99.2 [1006
BERE | 0 117 |027 | 043
ZHERF | 0 | 708 |91.1 | 977
1ZE%ERE | 0 [314 (088 | 1.06

FRHE(%)

BHE %)

120
100
80
60
40
20

120
100
80
60
40
20

A& n=12

il 7 VA Y 157 3

ZAESK] ;A 20me
pH5.0. 50rpm. /KL%

—o— HERLHI
e AT

0 5 10 15 20 25 30

SHERRER AR B (53)

(%) 0 5 10 | 15 | 30
HERMHF | 0 | 710 | 882 | 943 | 987
RERE | 0 [1027|804 | 587 | 335
FZHERIF | 0 | 638 | 937 | 995 [101.0
FERZE | 0 | 476 | 215 | 1.19 | 0.92
7K. 50rpm. /SF)Li%
L —O— FAERHF
—o— 1REHF|
0 15 30 45
FERRERER R (5)
BFRE(5) 0 3 8 15 | 30 | 45
HERBHF | 0 | 267 | 598 | 804 | 935 | 989
RERE | 0 363 592|674 [594 286
1ZAERE | 0 | 228 | 621 | 849 | 974 | 99.6
BHERE | 0 | 253 423 | 381 247|179

13



10.

11.

AEBREA R CFERFOFIBHEQLLE NRFILEK)

ARG LT R (%) S

MR | BEEC | EREO (;é%ﬁffg) g]? giiogng e |
pH1.2 15 %y 100.7 98.5 —2.2 1
pH5.0 15 4y 99.5 94.3 —5.2 1
pH6.8 | 50rpm 15 %y 94.2 94.8 0.6 1

X 8 4y 62.1 59.8 —2.3 &

15 %y 84.9 80.4 —4.5
pH6.8 | 100rpm 15 %y 97.7 100.6 2.9 i}
(n=12)
B H e

UK LA D (4 C Dalisg D 5% 5 1r))

FRUERIAN S 15 3 LIS 1Y 85% L Histh+ 2 56 ¢
2,

[k (50rpm)]
FEAERIAIN 15 43~30 s 85%LL BRI 256  fEERA| ORI = 60% & Y
85% VT D 24 7 2 IR UIZ 33U T, FRER LA 0D S8 HH SR IAE HE R 0D SR P HHER = 15% D%
FHIZ 8 5,

ERRORERI Y,

WA L7z,

FRERRLANIL 15 40 LLNIZ ) 85% L1 EiR

RRRIETNZIUTHONWT, A BT A > DERHEB ORI OHE HAEC

o T, 7 7EF T OD $E 20mg [ —U | LAEERGHI O HEE)NIRSE TH 5 LR L7,

- EMPRIRERE

A% L0

- BHhOBEMAS OERHARE

SRAN AR G RE T

HEDDEHNE S DEE;
Wik o~ 757 40—

kil

A% L7

14



12. BAY BARNEDH B FHY
AR L

13. FELNDELGES - SMENRHREERICET 1R
Y L7gn

14. 0t
Y Lgn

15



V. AEICET HIER

1. ZhEE - R
- HIEE. +BBEE. WA EEE. B i GEeMEE S, SPER R L REE,
MmAEBRICE D), WRHERIER, Zollinger—Ellison JEMEHAE
c FRORHROERIERZE (b A, HifL, ARk, #E) ok
BB R, BMEE RO 2R

2. Ai&-HB=E

- HEE., +EBEE. vATEE. EEEeE R n GEEMEERE. 2 N LB, W

MmAEBRICE D), WRHERIER, Zollinger-El1ison JEMEHAE
BEEANIZ 7 7EF VL LT1E 20 mg% 1 H 2[RI (FIR%, & R8%FZITBERD &
OG54 5, £72, 1 40mgx 1 H 1B GREIMEO&REGETLH2 L5 TEXD,
B, FEE  ERIC XV EEHEET S, 7277 L. SIS Lo BACI@E R T
TREZBIE L. WNIRFTREIC R > T2 RITRE O G280 v 2 5,

- TROEBOHEBIRZE (05 A, i, IR, 3IE) O

BAMEE R, BMEE RO R2ME E
BEERANIT 7 7EF VL LT1E 10 mgx 1 H 2B (FIE%, 8% E2ITERD &
A543 5, £72, 1F20mgx 1 H 1EIGREMEO&RETLH2LHTXD,
ek, AEE BRI K VBRI S,

(A% - REICEAEY 2EALDEE]
EHEETEREE~AODEREE
T7rEFUATEE LTEBENOREMAE TSNS, BERIRTEZ I 7 EF V2 H
I 5L, BEREOIKRT & & bICmHPREMERED B L, IRPEIES DT 20T, ko
X 5EEBRET D,

<1[E20mg1 B2EIKEE5EEELT LHIFE>

IVTF= DT IR .

(mL/min) XA
Cer = 60 1[E20mg 1 H 20

. . ] 1[E20mg 1 H 1

60 > Cer > 30 1 [1]10mg 1 H 2 [
. ~ . 1[E20mg  2~3 HIZ1[H
30 = Cer [all0mg 1 H 11l
E by I [m@120mg  iBATHE 1 [a]

2 5]

EHLE Lllong 1 H 1]

3. EERAUE
(1) BERTF—5 /Sy r—o
LR L

(2) BRERZHER

16



(3) B
R L

() BRMHR
R L

(5) RAMHB
D EEBILLTRERGHS
B L

2) HEEER
B L

3) REMHER
R L

N BE - RENHS
KR L

(6) AL
1 EARMERE - BEEARARE HAHE) - LARGTRERRR (TREERTSR)
LR L

2) ERBEMELTEEFEONBRXITEME L HBROME
Y L0

17



2

VI. EMEE(CEII HIER

. EEZHN(CEAEH HILEYMRILILEYMEE
VAFU ., ToFOUERE, uaxYFOr, =Y FO TTFO RO RAZ I
He S FARFEHLA

| KB

(1) ¥ERERE - fEFRREFF
Ho 248 RIE AR IAT LB R B 2 - LTV A 0T, SHEENT 52 LIZ k0 | )
70 F WA A B9 10,

(2) EHEEM T HHBAM
BB L

(3) {ERSIET - R
DR L

18



VI. EYEREICEEY HHE

1. MPEEOHRS - BEE
(1) BRLEANG MhRE
BB L

(2) &= AR B B ]
(3) HRIRFBR CHERR S A7 PR EE D I A 2 [

() BB CHRA SN RE
EMFHEFERER
J7EFCUDEIOMg b= 12
T77EFVODEELOmE [ h—T ] LEEHERGEIEZ . 7 a 24— =B LY ZREN L EE(T
7EF VL LT 10 m)BEFERA S IS A R O # 50K 7e L CTIRA (=12) X UK THRH
(n=12) L Tl RE(LIRREZRE L, 55 EyEie <7 2 —%(AUC, Cmax)iZ>
WT 90%[EHE X HVEIC THREGHIRIT 24T > 7256 . 10g(0.80)~1og(1.25) DFEFHNTH 1 | il
DA FHI R ENED TR S L7z,

(1) K72 LR (2) KR
(ng/mL) (ng/mL)
50 [
500 T o1 77 EF V2 ODgEI0ng [ +—17)
—o— 3 [h— ;
| Zﬁ;—f?ﬂ;;ODﬁlOmg =171 : @41, 10ng)
M40f L F e A (AL 10 0! > VRRIGY (. L0wg)
2 Foli Mean+SD., n=12 * Mean+S.D., n=12
7 7
4 v
B B
10 fo
0 |
0 4 8 12 24 0 4 8 12 24
BE#ZORFH (ho) BE#ORH (hr)

19



E Y OB OE NS A — A

Ak L TR/ K TR
gg;i;; 5 35;3;; e )
ey (#&%], 10mg) Che—m (B£%1. 10mg)
(ng‘IiIlS/QI;L) 259.91t45.4 257.8+41.6 288.651.5 291.4+61.1
Cmax (ng/mL) 38.81£8.78 36.61£7.60 43.61*£6.89 43.04£9.32
Tmax (hr) 3.33£1.07 3.5810.90 2.25+0.87 2.8310.83
Ty (hr) 3.031+1.048 2.956+1.118 2.537*£0.278 2.711x0.735

(Mean*S.D., n=12)

(Mean+S.D., n=12)

T IREEIE ONC AUC, Cmax 5500/87 2 — 4 %, R ORI, IO RIS - Fif%
DRBRENFIT > TR D AREMER D 5,

J7EFOUODE&E20mg T b—7] 12

Tr7EFVODEE20mg [ F—U ) CREERERFIZ o2 F— =B XD ERENLEE(T
7EF UL LT 20me) R IR HLRIRE O B G- OK7Ze U CHRA (n=12) & OVK CARH
(n=20)) L ClSEFRRE(ARREZHE L, 55N 7-3MERE/ X 2 — 4 (AUC, Cmax) {22\
T 90% (B HE X MBS THEFHIRIT 217 - 7285 B, 1og (0. 80) ~1og (1. 25) DHIPHN TH V) . ifiFl D
AR RV S R S Tz,

(1) /K72 L CTHRA (2) /K TR
(ng/mL) (ng/mL)
wor 1o 100 T
T ——: 77 EF P ODGE20mg [h—T ] T —o— 1 77 EF V0D [M—1 ]
‘ &eAl, 20mg) P (%#1. 20mg)
g 80 | —o— [ [EHERIK] ($EA. 20mg) 1t 8o | —e— : EMERIA] (GEAl. 20mg)
65 Mean+SD., n=12 %_g Mean+S.D., n=20
; 7
4 ;_’ 60
7 F
< v
v 40
B
ﬁ %
20
Q
0 : : : 04 ‘ ‘ ‘
0 4 8 12 24 ) 4 8 12 o1

BEHOREE (hr)

B 5B OB (hr)

20



(4)

®)

(6)

o

= oY OB BE N T A — 4
@&L?w% “mTW%
[h—17 ] [h—17 ]
(nﬁggiﬁm 585.801=129.99 | 565.231162.98 | 608.49+129.60 | 610.37£148.75
Cmax (ng/mL) 81.284+-22.58 79.06=27.27 86.00*+=16.52 85.62+19.50
Tmax (hr) 3.08£0.79 3.25+0.75 2.60*0.88 3.00£0.86
Ty (hr) 4.1201+=0.7811 | 4.0725+=0.7822 | 4.40381=0.8244 | 4.7496+=0.9790

(Mean*S.D., n=12)

(Mean=*=S8.D., n=20)

MR NS AUC, Cmax F0O/3T A —2 %, #ld OB RiEoPRREE - K5
DG K> TR D WRERH 5,

g
LR L

BE - ffRAROEE

BREERRL

BEH(REaL—Y a3 V) @BFICEYHBAL-EVERNBEEHER

AR L

2. EWEERINZ AL

(M

(2)

)

R A3
BB L

IR
BB L

NAFTFRASEY T4

BEERRL

21



(4)

(5)

(6)

Q)

HRBREER

TJ7EFSDEEOmg Tk—7] 12
1) K% LTHRA
kel : 0.246440.0590 hrt (EFERR AL 1, MaRiR 05
2) K&HY THRA
kel : 0.2760.030 hrt (fERERA S 1, #afefk m#5)

TJ7EFSDEE20mg Nk—7 ] 12
1) k% L CHRA
kel : 0.17665+0.04858 hrt (fEFERRAH 1-, Ak r i 5)
2) XK&HYTHRA
kel : 0.16560+0.04732 hrt (JERERRA S 1, Mk n i 5)

HUFSUR
LR L

SIREHR
U L

MEE A E
LR L

kIR

LR L

7]

2

®)

(4)

_/\ *ﬁ

it 75 — BB B
MR L

i — B AR B B A
WAL L

Fit~D®ITHE
VI 10. Sfhw, PEMR, #RILIMFE~DOREGOH 2) %S

BRAOBTHE
WAL L

22



5.

6.

7.

®) ZotoMBE~DBITIE
AR L

®
(1) BRI R URBIEE
R L

2 #BISE5T BEEF CYPA50 %) D5 T8
B L

(3) DEBEHROERRUZOHE
R L

() REPOFEOERRULE
KPR L

(5) ERERMNOEERI/ S A —5
KR L

B
(1) Bt EREL R UAERS
TR L

@) et
R L

(3) Bt
YR L

b5 Y RK— s —IZBT B8
AR L

. B EI L BREE
AR L
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VI. £ (ERLOIESF) ICEAT SHIER

1. BENBRETDER
LR

N
3

. ERRNBETNEA(RAERZED)

22 (ROBEIZEBESELAWNI E)]
RFN D RS UImBUE DBERERE O & 5 B

3. e - MRICEHET HAERALOFE L TOEH
RZ L7

4. R - REICHEIHAERLDIEELEZDER

(A% - AEICEAET SEALDEE]
BEREETEE~ADKREE
T7rEFUATEE LTEBENOREMAE TR IS, BERIRTEZIC T 7 EF V2 H
35L&, BEREOKRT L & HICPRREMAEBEN EH L, JRPPEIESEAD T 20T, kRO
Ko GEERARET D,

<1[E20mg1 B2EIKE5EZEELT LHIHFE>

LT F )T IR 5.5

(mL/min) A
Cer = 60 LE20mg 1 H 2[[H

. . . 1 [=120mg 1 H 1A

60 > Cer > 30 1 [10mg 1H 2
. o 120mg  2~3 HIZ1H
30 = Cer L [allomg 1 H 1
A 1 [@120mg  iBEHTEE 1 [m]
BB LElong 1H 1M

5. BERSARLEZNER

EERE (ROBEICITEEC/ETZ L)

1) EWEESEDOBEERED & 5 B

2) BREEOHHEE (MFEEREGTADOT, 5T 5MEEY AT
Lk, ]

3) DEBOHILBEE [DMEROBERAZEZTBZNARD D, ]

4) FEFEOHHEE UERPELTI2B8ZEZNRH D, ]

5) milinE ([Elnd ~0k b | DES M)

24




6. EELERMIBLEZOEHRVLERE

EELGERNIEE
1D AFNIAENTHRREST 228, ABEOREN LRI IS D Z &30 oD, MER TR T
HIATeZ &,

2) WBRICHT-> TIREZ oI BEZ L, FRISIE CIBR LR/ DROFRHIC E L, A
FITHRDB I BNV EITIIMOFRIEIZEI 22 D 2 Ly
Il MERER. FFHERE. BHEEFICEET D2 &

7. HEEHR

() StREZ LT DER
RN

(2) ftREFELZDER

SRR (BFRICEET S &)
KN4 BRIRIER - F1E 515 HFF - SRR+
T =V RTE RS FE 0 D FEHN D i FE DMK R | ASAK 0 T 43 s B AR 23 A2
A hTafr— ERAE FLIEAIORE ORI & R T S
%

8. ElfEA
(1) BMEROBE

AR A R AR 5 D B 1 JE BUBERE 23 B & 700 D A & 52 ME L Ty,

(2) EXBEIER & B

BEXGEIEA (BEETHA)

M) Yavd,. 7rI2453F>—:vavy, TFH74T7%— (RN, SEWHEL, mE
THIE (BHmVRE, IR | HRRSE) NH Db ENHHDOT, BEE 5T
1TV, BENBDONTHEIITELICERGAZFIE L, @URMEEZITY 2 &,

(2) BEFERMHAM. RmBkED. B|BERBE. AOERMm. f/MMRED © FERRMER,
LMERI D, BERERIERAE . PAMMER M, /s (OIHEIR & L Ced T AR, B,
B - BT HIML, BEE) NH SN ZENHDH DT, EMINC MLk 2 32506 L.
HBEDNBDOONTHEICITEGICREEZPIE L, #URAEEZITY 2 &,

() RIS *LIEARAE 1% R (Stevens—Johnson fEREE) . hEMEREIRILIE (Lyel | FEIREE) : ks
MR JEERE (Stevens—Johnson JEMERE) . HHEEMEF FCEESEIAE (Lyell SEMERE) 23 Hbivd =
EMBDHDOT, BEET2IATV., ZOX I RIERDZ S Lo EICiXE b Ick G 2
1L, EUIRMEEZITH 2L,

(4) BFH#EEREE. F|IE : AST(GOT) - ALT(GPT) D L&, HHEAH LOND Z ENHHDOT, Bl
B TITATV, BE RO SN EAIITE I G2 IR L, BUARAEZITY 2 &,

(5) ERUFRERE  MUTRMIEN D SN D Z ENHHDT, EA U U AMAE, I 47 ne
VIR, IMIERBIEESRE OFW e B HARESEO b NTHAICITELICE S 2R IR L,
WY R AEZITH Z &,

6) QT ER : QT ZEEDRH L DOND Z ERHDH DT, BIEEZ D027V, BENRED L
Al 2RI 570, @MUREETIT D 2 &, FRODERE (LAHFEZE, FPIUE, O
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(M

8)

9)

FESS) ZAHTHBREITBVWTH bR T VWO T, BEHOBREDWRIEICHHEET D
L,

BEEE. E8 . EEE. s OREME, BAE I 7 —XAM) BRbbbh
L2 ENHLOT, BEETIIITV, BREPHEO NG AICTEGEERIET DL,
WE R ALEZITS 2 &, FRCBEERREEL AT 2RZ BN THLDLNRT VO T, EHE
T5HZ &,

BMEMBEX. SUBFE  FEEER, AEBRERHLDNDE Z ENH LD T, HIHHE
Pee UTRE, 5, BRREREMET BN 7 L7 F=r FH%) SRR LN
AIITEbICHEEA DI L, WORLELZITI L,

FIE MR 2« F8EN, ngmik, PO IRIEE, M X BRI SR 2 S MEMEMR RS b b Z &
MWHDHOT, ZOXIRIERND b= HE I3 &5 21k L, B RERLVE L AlD
B 550U R VEEITH Z L,

EXGEMER (B3
FEUUE : o H ZBEFETHI TR D DD &L OW|ED B 5,

Q) _ZninEIER

ZDHOEIER
BEEE AR
BEAE™ W5 - KB, SRS (RLED) . BRI
mig™ FmERED . AFEREkIEZ
JHIEER fERA, T - R, e, D - ME, JEEIEEE. ARCRIR. AR
BIER% ME E5 AL, B, IR, SR, FET e v
AST(GOT) |5, ALT(GPT) k5, Al-P 5. #r Ve y 5. LDH k5.
s JITHERESL B, SR
et 7 ?Eﬁéﬁflﬁ%ﬁ@\ﬁ%\mﬁ\ﬁﬁ\ﬁ@ﬁ@%ﬁ%%\50%
e, SR EERREE., O FE W
RE e HBRANE, Vb3, Ftik e
Z Db CK(CPK) 5. BRI, FHE, W

) ZOXSIERP S SN HEIITHRGETIET S 2 &,

(4)

(5)

HA IR RS RUBRREERE
BB L

AWK, AfHE. BEEERUTHOARSERAORIEREREE
DR L




6) YT LILF—Ixd 5 EBRUVHRE

10.

11.

12.

13.

14.

VII. 2. Z2oNAELZ0ME (FRIZZ2ETe) | . [VIL 5. HERGHNELEZOHE 1))
O VL. 8. B)FDhdREIVER T DOIEESR

. mfE~OERE

mEENDRES

RlRE T, AR ZRET 20 GRRBZIER TR EHEICRG T2 L, [RATEL L
THRIESHRE S D28, mileE Tld, BHEREDMET L TWD 2 L AZ W7z M R EE A R
TOHBENRDH D, ]

b, ER. BRIGF~DOEBE

iR, ER. RIGEFE~ADRE

1) RS I SUTIEIR LTV 2 ATRENED & 2 I IR L O A IS faRitE 2 BBl %
EHW SN DL EICDORZEEGT DT &, DHRTORGIZET 223y L T
l/\O:l

2) 1BEW WA ET L L EEIRASERVWESEETL 2L, [HATIIBITT S Z
ERE STV D, ]

IMNREADES

INRE~ADEE
AR, FrAaR. AR, SR UT/NRISHT 5 28 MEITMESL LTy, (R
M)

EREKRERRICRITTEE
M LA

BERE
AR

BRALEDIE

BRALDEE

1) IR : PTPAEEDOHANIPTP o — S H L CIRAT 2 X 548845 Z &, [PTP
— FOBERIZ LD . BEOGLA RN EIEREE A U, BIZIE LA R 2 U CHERR IR %
DEERAIHEEZIET D Z ENMEEN TS, ]

2) MRAR%
(1) AFNIFDO LICOWTMERZRESEE TR D5 L, REREROACTIRAMNETH

Do

(2) AANIE-EEORETIT, AR L TIRASERNZ &,
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15.

16.

ZOMDIE

ZDOMDEE
AHN OGN BN L DIERZEHT 22 &NHDHDT, BHETRNWZ L 2RO 5 2% 57
52 &,

ZDith
BN A
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1.

EEHER
(1) BB
BB L

(2) BIRMEBHER
PR L

(3) Bt EEHER
BB L

(4) % Dt EIFEHER
BREERRL

2. B

(1) BEESHLERSR
BB L

(2) REREEMAER
BEERR L

Q) EERAFMHHER
BEERR L

) ZOMOBHERE
AR L

X. FEERARERERICBI9 HIEH
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X. EEMFEERICETHIER

1. BRERS
A% L7

2. BRI ERLAR
IR : 3 4EOME. T~ VLITRLH)

3. frik - REEH
BT« SRR BRE R 1R U ER)

4. FHEDELEOEEA
(1) EBTORY RV EOBEACONT
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