* 20244 9 HokET (58 2
20237 7 AMGT (81

IE  BREE
BREAR : 24F

i)
)

HAREE AN EES

871124
RS H7epRta
22200AMX00558000 20104E11H

EERRSAA (OREAEERE)
JOF VS LEH

2075 .L0D§0.25mg [JG)

Brotizolam OD Tablets

g (=) FEEERERY. LTEEERT
E) EE—EEESHD
H2) EE—EMEONFZICLVHERT S &

2. 22 (ROBECIFRSULEVNT E)

2.1 2EHEBARANEOEE Ha) MERICKVRES
FRU, ERZE(LSEHZEND B.]

2.2 EEMBENEORE (EEHEMNE2BELLsE2B8EN
BH 5]

3. #HRE - MR
3.1 8/
e B GT .
R7e4 (182h) ISINA]
D-v Y= b=, XY TABETIVI VBT
TuFVI A s, |AYTAL EREFYTEELELE-A, K
OD4£0.25mg Eim7”%”A PR INAI-6-55 k. ZOAKE R
NGl -eome Y FASLF -4 (-7 2= LTI = b
G BRN AT TV VBT TR T L

3.2 REIOMERK

o - Al KhET
JuF I L
%gJﬁO.ZSmg ;g?’g%ﬁ ‘ G C24

4. HEEX ISR
NEEEE. FREMAUIREE

6. RiERUAE

AEIOREIE. Fhn. FEBR, BRLZEA2FER L CGEEERT %
M —RICEANIZIZIRD LS 15T 5,

(NEEFE)

17 uF Y ZL4ELT0.25mgxEERNIEORSET %,
(RRBRATHE)

FEIE : 1@ 70 FY 5L ELT0.25mgZBERNIGRORS
T 5,

FREAET  1E 7055 48 L7C0.5mgERO#ET %,

7. BERUHEICEET iR

7.1 REREICIE, BMBEOERICIRASE S &, /2, IRALT
MEL72%, EREFICBNT—RNICER L THFEEEZT 2
AR H 2 L SRS EZV I &,

8. EELRERNER

8.1 AXHOEENHELIBRICKR Y, RE. TES - £ - 14
EHRENEODRTAEIAZENAHHDT. BEEDEELZED
% E D MO BIEICHEBS TR WEHITEETH I &,

8.2 AANIOIMENTHIEET 545, LIRS 5 ORI & D RHE
HINAHAET H28H TR B VW, BEEESIZER L IZK T A
At &,

8.3 EHICKVEMIKEZELDIENHHDT, BIRE LK
FREIC K AEMERAZ®IT S &, KEOBRS 2GS 515
HlI2I3. BWELOBREREZ RIS E, [11.1.3 2]

9. BEDEREFI2EEICAT IR

9.1 SHHE - IEEZEDHDEE

9.1.1 FREENSEICETUTWVWSEE
BELERPOEZELVEHI SN BEZBKRE. BE5 LAV, ff
PO, R, S8 S B N ORI 2 0 2 HA S T IR
EABEIERNLTWAIEA, REBHAFILI—VARILIT
BENFH B, [11.1.4 2]

9.1.2 DEEDHZEE
FERDPELT H2BZNDH 5.

9.1.3 NICHRENEENHIEE
BEIOVER DS IERT 2BF N H 5,

9.1.4 N55EHE

9.2 BikgEEEEE
R - BRSBTS 2 BZ N0 H 5,

9.3 FHgeEEEEE
REH - IREPBET 2B NN H 5,

9.5 1%

R AIHIR L C W A ATREE D & At i3, B L oE R
Dz EE5 TSN A ERICOARET S &, TR
FOBEIZE L, ROEDRWMED D 5.

9.5.1 HRHICR Y Y V7YY REH DR E 2 Z T -BEDOH
WKHE2ET A2 REOEERZHE LI MBE & HE LT
BRIIZWVEDEZNHAESH 5.

9.5.2 XYV VT EEYREH THERICHARE. EH. EH
BN, HREET, BRE, R, @R, WFRimE - g,
F7 =Y., BRI, R, R, KAR. HREZE
T IEDD B, BB, TNOORERIE. BERERD 5 VI3
EREIE LTHESNZEELH S, oo XY IT7EY
VREANTHAERICEEDHEBREAL T ENH S,

9.5.3 Ry VI TPYE L ZREEITHBRNIER LA, HER
FARICHBRERS D 5 bNE I END 5,

9.6 1=Z7LIR
BHEZBISESE &, BATORSICEHL. RO XS LRk
BHY., FHEROEEZHERT SHHEESH 5.

- B EBR THITHICBITT 5,
RV TEEURER (PT7EIRL) T FEARABT
L. $ERICER, AERIVSEREIT DD 5.

9.7 N
INREERE U BEREBRIEER L TLa0,

9.8 SEE
DEDPSRERFIAT 2R SEEICKRST A &, EHLHAS
ORHERNFEIR LT 0,

10. t8E{EA
FAENE, EE U TEMRBBEHACYPIAATRE S NS, [16.4
2]

10.2 HAER HRAICERTDIL)
B BRI - B A
I (RE) | B, BRI ERS L
H2BENPHZHDT, 7TIa—

VEDRAIGBIF SR &N
ZF L,

WP - fEbERT
KEIE TN a—LEHETSE
797 T ADE T ROHEE
HWHOEEN A SN T W5,




HAILE

FRPRAEIR - HET %

W - falEE T

AR Al
T ) FTIVHE
Hik
INILEY — VERF
Hix

SEBERPERE NS BTAY
H%o

A& DOHFRIC & 0 SEEER D
BT 28NN H 5,

CYP3A4HEH]
A rFaFI—N
IaFU—-L
YRAFVY

RAEIOMAREN LA L. (EH
DIFET CAEFIR R O IER A
ZHEBENTH B,

KA KB BESR T d 2 CYP3A4
2. IhSDEATHES N
%o

/7 I VEBRLEER

SEFERA RS s BEIAY

ARAE OHFRIC & 0 SEFIER D

PR H%o BRI 2BTNDH %,
CYP3A4F73A] ARAIO MAREAET U, KA | AH ORBIEESR TdH 5 CYP3A4
V77 BT VE | OERAVBESNGB LTINS | PHEs N KAORHP R
%o Eha,.
1. EIfEMA

WOBWERDNH LN B I ERHAHDT, BEEZTTITTVL,
BEDPRDSNHBEIIIEEE2RILT 7% S@E) R AE % 1T
5 :&E)O

1.1 EXIGEIER

11.1.1 FFEEREREZE (0.1%). BB (JEEARH)

AST. ALT. v-GTPLEEENH6bNAZ EHH 5,

11.1.2 —BERIEEES. B33 5RE GEEARH)
KEIZHET HHEEICIDELP RGBT A2 E, EEIITHS
Lo B FHICERBLAVWE X, HOEE., AES2T0,
ZOHREEZTBL TV EVEDHRENH S,

11.1.3 (&= (BEERER)
HEAICKOEYIKERZELC S EFHHDT, BEZ DT
W, AEROHEAPMICER LVERICRET AL, /2, H#
RAHiIcBI2BEBORBZE 2 W LEESHRIEICE D R,
RNEZDMWIRERDP D5 bNE I ENHHDT., HE52HIET
BBEICIE. RAICHET A2 EEEITY 2 &, [8.3 2E]

11.1.4 FFORINE] (56 ANEH)

MNEIA S 5 b B EPRESNTVREDT, ZDLH%
BEICRTERZERL. 523052 EHEZMEZTS

Eo [9.1.1 HE]
1.2 Z0tDEHER
0.1~ 5%k 0. 1%K 1 EER

BRI - A 55 | . . SRR 15| €A%, KK, 4
BRAES D%, FEE, HE|< DA L5 LSK 3, BH

V. A

AST. ALT. y-GTP.

i Al-P. LDHO L5
R BE DI
iz S, B0 (18, RENE | TR
BEE %" A5
B 2hs. BEE | TRET
0l R, Al R, WHRH

) LY FLI VEEEEERTROBARES &

13. BERS

13.1 g
AAOBEZESSHAIEDNIBEOMEBEE LTI ILTE
= (R IT7TEECZREETRA) 2859 5581013,
R LY VOER LoFBE2 BT Hmir I &,

14. BERALDFER

14.1 FRIZAEOER
PTPEEDHEANIPTPY — t 2SO L TRAT 2 LD 1EE
T5Z &, PTPY— FOREAKICEK D, BOLHIATA EEREA
FAL. BIZIZZILZ B U THERAREDEE = & HEZ Hf
HIHIENDH 5.

14.2 FRBGSEHOER

14.2.1 KARZHEO LICOTER 2 RESEETE ORI I &
IR0 BEREERD A CIRATTEETH 2.

14.2.2 KRNZE7- X ZORETIZ, KZLTIRASEZVW I &,

15. ZDMDFR
15.1 BRIRERICE D B
BELLEEAPBESNZVWEFICTILIEZIL (RVYVT
YU ZHEEERA) 2R 53NEBET, #HilzlcRkRz&E
T 556, NAlOEE - TUREBERAPZEL., BET B2
H5o
15.2 FEBREREHERICE D < BHR
Z v b OifETHEKRHAED40,00085 (200mg/kg/H) % 24ER
BELIRABRICBWT, BRI TCOBEREHEE S NBEICH
NEWEDOHMENH BV,

16. ZEMENRE
16.1 MTiRE
16.1.1 EERAICEOHS L 5E, eSS 1.0~ 1. 5B © s i 4t
WEEICET 2, MEEHEREHAL ISR CH 27,
BERAICTOF VS A5 (Fi@sE) k7 oF YT LONGES0.25mg (D)
EROHRSE ((OY%®sE OKCTRA) DiE UKz LTilRM) ] XU TQ%#EsE (kT
fRA) £D$E OKTHRA)]) LB ZzhZhoRESEEHRBRICBVLT, LWTho
&b AR TSR EEOEBIZELIL TH D Cmaxk AU CounDFETHIFHE I
BUTEMENICFESE TH - 722,
16.1.2 £EYFHIEFEHER
7aF V5 L0D$E0.25mg [JG] &L > )L 3 »D$E0.25mg% . 7 0 A4 —/N—ik
&V ENENIEE (FTuF VT4 L07T0.25mg) BEMASTFICHERKD D RO
K7z UBSEREO#G U C I RRE(LARELRIE L, BoNEMBE/ T2 -5
(AUC, Cmax) 22\ T0%/EHEX kI CHaHRIT 217 o 7. f5%2. log (0.80) ~
log (1.25) OHEENTH V. WAIOEMFENRSESHERS Y

JKCHRA
(ng/mL)
61 —o— 7075 40D§0.25mg ]G]
—e— L L3I D$E0.25mg
5F Mean+S.D.,n=10
i}
iﬁ
&+
7
o
7
v
7
4
.(E
3
0 6 12 18 24 30
B 5% ORRH (hr)
K% UCHRA
(ng/mL)
61 —o- 7155 50D§E0.25mg [1G)
—— L F)L 3 D#E0.25mg
5T Mean +5.D.,n=10
i
4 F
&
7
7 3
v
Z
2y
i3
1
0
0 6 12 18 24 30
BE# OB (hr)
HHFEIST X — 4
HENRTA—4 BE)INTG A —4
AUCox Cmax Tmax Tz
(ng - hr/mL) | (ng/mL)| (hr) (hr)
kol | 207 /7 2ODE0 25mg [IGI| 29.249.8 [3.8+1.1[1.120.8[8.142.2
L > F)L3 ~D§#0.25mg 28.5+8.8 [3.9+1.1/0.8+0.5|8.1+2.7
K7s Lc|7uF Y5 40D50.25mg [1G) | 24.3£7.5 [3.1+0.9[1.1+0.7|7.1%1.0
AR L > F)L 3 »D§E0.25mg 21.4+5.8 [3.1+1.1]1.0£0.4]6.8+1.3

(Mean+S.D., n=10)

MEFFHEELOICAUC, CmaxFED/ /87 X — &1, #HERE OB, (FK ORI E
H - BEEORBRIFIC L > TER D AREENH 2,

16.3 2%
ROKRS LGE. Ee2IC2HIC0M L. ZORBIHELE, FE. 8%, SRk
CHRRCEW (Fv b) 9 RB2ERY 5. FITHEEIInHEEICZITHTL
TS D (T ) s

16.4 X3
7uFV T LEEE U CENRBERCYPIA4TRB S NS, BERAICEORSE
L7zt ERBEN I A FILEOKBRILERT D7 LYY ROKBIETH 2T
BHEAT—%). [10. ZH]

16.5 HEittt
BERAICREORS LzBE. 70F Y T LAI396R M & TICRFIC64.9%, #FIC
21.6%A 8RS 27 (HAEAT—%).

17. ERPRRE

17.1 BHEERVORLHEICREIT 258

17.1.1 ERERRRER
TUFVT LG (FEHE) IOV T, RERER CHREATIZSE (FMATRD 2 VIZFREE
Hl) ZWRE L ZEHERIEHBRORBR., 7uF VI LEOERAENRD 6N,

18. FEHFEIE
18.1 {ERHRF
R AE RO REBAIFIMEEENE TH HCABAZN L TE# 2 20 & E 5K TE
PRBLFREMET S (Tv F) W, ZORE, BEMRERTOMOIAA, 5 DR
FIRE LN SN IR, S5, ARSI ERART .
VT7EIRL, Z N TENSLEBREORY VYT Y REH| & HE L - EEEE 2R
7 b LERT A, R, FIAR, FUEEER IR, HiEER I HENEY (v
YA, Ty by Fa) B0,



18.2 fEERYEFA

ERRA SRR LR L, BMREREAAIROSND (X3, vI32) 59, 7.
VAR ZEEEEALL (23) 9,
18.3 EOMIBRICH S B 1P

BB $ 5 — > £ 70, % PRI 5 B\ KRR T EbRERIBLC & 5 B
BEISOIHEND (79F) 19,
18.4 ERERIEEE(ERR
18.4.1 WHRHEIR - 1SR

BFRRAICREORS Lzige, BIRERIXIS~307 K 0HHE L, 7~8RHTHET 59,
18.4.2 $ETRIBIR (<34 S HIER

R IR U e, M E ARSI OSEHE & i R O M A5 &
NTV5, BROEBEICH D TREBRL T L ABRICIEEA CHEES 2%
VI, & 7 AR R O I R IRE O B IR LB e, AREH
FEL. TREEZEDSE, REERZENSES2EPROSNTHEY,

19. BRI ICRET BEBEFHNMR

—f% : 7uF L (Brotizolam)

{b2:4 @ 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-thieno[3,2-1[1,2,4]
triazolo[4,3-a][l,4]diazepine

¥ CisHiBrCINaS

7 393.69

R AE~HEAORREEOHRTH L. 2y —LIPPBEIFIKL, 7
ZRULIETY ) =)L (99.5) ITHEFITK L, KITIEEA LB I 20,

ER

A 81 208~212C

20. RV EDER
TV IR —RERIE, BREET. WL TRET S .

22. B
1008% (1082 (PTP) x10. #IRAIAD]
500§ [108% (PTP) x50, #/RAIAD]

23. EZHk
1) Hewett, C. et al. : Arzneimittelforschung. 1986 ; 36 : 592-596
2) BAEFAKS ff © HiEE L ERHR. 2002 ; 51 : 480-488
3) KREBEERRA A HNER (EYERESERE)
4) FH W : I EIAE 19855 13 1 3333-3344
5) Bechtel, W.D. et al. : Br. J. Clin. Pharmacol. 1983; 16 (Suppl.2) :
2615-266S
6) Senda, C. et al. : Xenobiotica. 1997 ; 27 (9) : 913-922
7) Bechtel, W.D. : Br. J. Clin. Pharmacol. 1983 ; 16 (Suppl.2) : 2795-283S
8) FiHAE M : BEFDHWH. 1984 ;5 131 @ 412-427
9) MHER i : ERRBREY. 1985; 14 121-130
10) THERIE fth © B2 D WA, 1985 ;5 134 1 494-515
11) FgkFIE fth @ SEHE &y, 1984 5 12 ¢ 5111-5131
12) AT fth @ BRAR S BRFE. 1985 ; 62 & 1924-1930
13) HEM— fth : Therapeutic Research. 1984 ; 1 : 829-838
14) Ishiko, J. et al. : Neuropharmacology. 1983 ; 22 : 221-226
15) Kuhn, F.J. et al. : Br. J. Clin. Pharmacol. 1983 ; 16 (Suppl.2) : 2535-260S
16) Kimishima, K. et al. : Jpn. J. Pharmacol. 1984 ; 36 : 461-475
17) Ueki, S. et al. : Jpn. J. Pharmacol. 1984 ; 35 : 287-299
18) TER—1 fth @ ERPREEFE. 1983 5 14 : 365-377
19) KRINBGE i BRARRMEZ. 1984 5 13 & 749-760
20) Nicholson, A. N. et al. : Br. J. Clin. Pharmacol. 1980 ; 10 : 75-81
21) & HE i EARBWEY. 1991 ; 20 : 55-63
* 24, MEEERERTEVSDER
HARY ) v 7k &t BESEEHRE
T108-0014 FEZRENXZAT H33EIIS
TEL 0120-893-170 FAX 0120-893-172

25. {RERfEFT EDER
RANSEEFBEEREASS (PR0ESASHA) Ic&I &, RERFIXIE0H D%
[REEE SN TS,

26. BGEIRFTEES
26.1 SHERRZETT

ABESIREA 1t
BERNBEH TRFE560F M1

% 26.2 BR5ETT

@ BAYIRUvOKASH

RRPEXZATBHIIE11S

740099000-010



