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2-bromo-thieno-triazolo-1,4diazepine 58 Th v | S, U, e, BEEE
EETAIEMAERRS [T uFy T A1 (CAS No.57801-81-7) 22T, LFEHhESE

(EMEA LA— & BWAERGEEERERORTEEE) %ﬁﬁu\‘tﬁnu{@%@mﬂﬁ
R LT,

S B LT SRR L, PSSR (vvx\ Fw by 4X YA, FROE B, BHE
B (P, SHBEER (VA Ty M A X UHXROYL), SRR (T
b A XRUEHL), BUBEEERE USERAMERR (02, 7 PEOWA), EFER
ARHRBREMEFENRE (T v b, v, BEEEERETH A,

HRROBRMSL, 75T 0REIC L2880, EEF ESIERL U EEERI

BEELTWe, BRI T 288, AR EEERIRD ohiehoi,

FERAMRRITRNT, Ty bOBEHCFRINSIEIE, 7 v hOMRCFIRRERERIE D o8
ERFEICBIT D REIEOEIMATED bR, T usF /S ANEEEEE Tt
WZ &, TR OWTEBAMERNET DHERELN TVRWI L RO » bloiWn
TREAERICOL, I LEEEHEEOREOEMBRD L TNEZ b, —AE
BEFEE (ADI) ORERNTMETHSD EEX b,

EEHEBROEEEE T IMEREOR/MENL, b MRT T 4 THERILEDIV &
/MERIE 0.0013 mg/kg fAE/R Tholeizdh, R E U CTESFESK 100 THRLEO.
013 pglke E/A 2 — REMFAR (ADD CRELL,
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H4, : Brotizolam

=1
IUPAC
4 2-7 B E-4(2- 7 ar T == A9 AFA-6H-1-F7-5,7,8,9a-F b T 7 H-
2= A1 b |
&4, : 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-1-thia-5,7,8,%atetraaza-
cyclopentale]azulene

(03]

CAS(No0.57801-81-7) )
Fdg : 2-7 14427 n e 7 = =A)9 A FN-6H-F / [8,2-][1,2,4]
M7 al43aL 40Ty
& : 2-Bromo-4+(2-chlorophenyl)-9-methyl-6H-thienol3,2-f1[1,2,4]
© triazolol4,3all1,4]diazepine '

4. H5FX
CisH10BrCINsS

5. oOF=E
203.69

6. st

-
—=_

7. BISROEE
FUFVTRE, FAY « S Ul g VA BB TR S 5\
IREDOHIFOF D HHE R E 172 2-bromo-thieno-triazolo-1,4diazepine FFEETH D, & b

; .



FAERES E UTIHEREAK - U TR SN TWAR, Bos L TR RIRSRE D0
‘BhER A E LTSN, ' '
DOPETHEL, FRERAE LT 1998 559 BITAGESN, 199946 A X fRFEShT
o WA, B BER Floe LTI BREE UTERE ke 4729 2ug LT OB EFRIRIICTE
FiaZLéEh. BRICHET 0 8T 5012 ARNXIRRICET B2 0lciE
BT 12 BEEIERERIERE E LT3,
£l 77 R (1987 4R 6 AERR). R4 (19889 AERE) . 7AALZ 2 F (1990
F10 AER). 1 F U7 (1988 £ 9 AERR) SH/EICRBNTHIA &R E=T, ik
EnTWA,

I. Z2HICRIBBROME
1. WX - 5340 - A8 - HhERER
(1) BE5HER (TR (BE2)

Chbb: NMRI R~ A (9IL/B) 2 UCEs7 s>/ 7 A% EEEN (0.3, 10,
200 mg/kg {KE) BeEdHD5VIIHRELT 0TV 7 % 4 BEFERA (0.3, 10, 200
mglke KE) HBE%. RBRD UCEMST 0F T Ak BEREORS Ui BodrEs
BRI TW S, 2B, FRBROBREEL~ 7 RAEAVi- 18 zfﬁﬁaﬁ%zw&ﬁ%ﬁ (&
HE 3) en—ﬂ%ﬁi:’“ﬁém_o

140 BT g 7 AOBEEKRS B X UGEER T 05/ 7 A 0.3, 10 meg @ 4 BERHE
B uCEST Y T AOBERR ST BT 5 IS RBEHEREL, S&ics
T DR EHFHEMED 2. 1-4. ¥ OFF = H o7, —F, HEH T 2T 5 A 200 mg TR
B 5 U735 ol PR KRR 1.0-1.6%ITfET L. Conx BLTRAUC HAEEAS
R, ZOERE LT, JEREC L ARINEOERTORERSEIC L 2 R3E
PR ER, L LAERG, CanBIUAUCIR UCEHS T Y T LOBRERB IV
TR T 0T T A 4 BERERSICED 5T, WThoOAERSWCHB O
PR LI, £, T il onT, iiREOFEBLIUCRERICLAERD LT

(Tye : 2.5-3.8 BEfD) . Wiz THEe)eHRi 380 bhiz, HPLC ok 5%
Hric kv, ¥C #5357 v/ 7 AOERE LUOYEHER T v T AORHREIZEb Y 72
EBRMEBEMWE LTREM A (AFAE0KEE) (22.2:30.7%) A5FRH biv. T DA
KRB D AT (179%). REWB (D7 ¥rrEokmi) (12.8%) B
USREALE (9.3-28%) 2558 LIz, 7ds, ZhoDREMITOTH bR EHE 30 Hic
O RBRHIRTWAZERDL, WTROAECBWTH T rF YT Ao B shd
TERTRENT, —F, FEERT nF YT LD 10 BLU200 ng RS UIZFRIR
. REANE B . EEEE (21.4-305%, T RFV T ADT VB

MK E SN b D L EZ BND) OB, ZhICfEWVREY B 8 L ORE
¥ D OEIGTRRA Ui=3s, 5 A OB E L3R oniehoiz, £, FHESR
FuFY S 5O 200 mg DRHEE CHEREEDEIS (5.3%) R Liz, Z0Z &hs

DRI O Ak ¢ 1~ UMEERBIE, DT, BHCERA TR, )
1



B, TR _;fow‘é 10 B3 X 0F 200 mg @ 4 BWREETRS T, F F 2 oA P450 L.ct ¥
BERRBEMNA UV VD HIREMEMS TR S,

(2) BEHER FESY ). (B8
Sprague-Dawley RHET & M2 UC ISR vF /' T A 0.5 meke B/ B 2 HEHS L8
7 B HRERE QRS LB OERBIRBS T~ O TN D, BEHR SR D Tna i3 1 FH T,
FD L ED Cuax 1% 18.6 ng/mL Th o7z, MFH5OMHEITISIBIRTHETH D . T
(B18) 1X10.5 BE Thote, 7 HFRERNIREBED Tmax iIHAMERREE 30 55T,
ZDEED Cuax i3 51.6 ng/mL, ThoTr, BT OOBERIIBREERERL Y °ﬁ'ﬁ%’f
o T DN EE Lz, .

%@ﬁiﬁuﬁ#@%ﬁ%m&? IEEH 1 BT TS L AL DM CREEER L. B

. . IR, Bl X ORI BB OSSR B, IR

Ebto 7 BEIRER N EAS ORBENILENY, BE R L R BT 1

BIECICBoRL 20, b OBE b HER S L FEE Tholk, 125 4Bk

B EHR SRR L T AN 3o e ASEERICIGE L. 185 48 BRI T o
TEREED V10 BT ERo7r, i, BEHMHCIOHERERE T3 Z LitiedoTz,

BRI 5% 48 Bl TORPHRIZRIY 7.6%. FEPEREZRIL 88.0% Th o7z, 7 AF
KEROTSICBIT AREEREE 48 BRI E TOR - ZFHEEEST, F42BRE550
5.8%F LU 83.9% T, BEHYS-& Hﬁ%ﬁ;ofr_o

‘ é@&’éﬁé 24 FFRE CORBH-PHRIERIL 84.0% LB . O 12 k5% 1 K
F GBI ER S s, SRR LI REH- £ Bl 080+ I8gmIc i 545 b #15.24
BRI R AP I RED 39.2% 2SEI i B &, IBRTIEERERIL 32.9% Tho7x,

Gy MuEF L3 & OFEE I in vive T 50.6%, 1n vitro T 77.7% CdhoT, & b
MES LOMIET V7 I L OFSEEIT, %4 494.0%8B L TR90.9% Ch o7z, |

HERE% 2-24 ReF 0P RERE & nETREO itk ishrhafiflicbliz-
T—ETHY, P15 ‘53?)07”&.

(3) Eﬁ?ﬁ (Sy b, A XEXUHIL) (BE5) - .
Chbb: THOM 5 » M), ¥ —2/ Kk (M, 45 J&U\?jﬂﬁbb (f’E&ﬁTﬁ it 2 §8)
TUCERE T 0 F Y T AR BERR O B AV EIEARA (0.5 my/ke KE/H) 5 LEHO

ﬁ:p’ﬂ@ﬁ DOWTRHRERLNTWS, F. Ty MOOWTIIAEH- BRIz VT HEF

RHNTND,

WTNOREIZBWT S, ﬁm&‘é‘rf"ﬁ@?’mﬁ‘/ AN iﬂ;‘iﬁﬁwﬁﬂf;%&&%n— L.
Coax BE U Toax HEFNENT » FT 63 ng eq/mL 3LV 0.25 B, o X T 83 ng
eq/mL B L1, VLT3 16T ngegmL BLP 1K ThoT-, £, BAB L
USRS & b I MEETa s oM e R L, BOBE5CET5 Tre (¢
) 1T v bTOS R A X T2.3 K. L TCIE L3 &E, Tie (BHB) EhTHh

8



17.5 B, 20.8 REREIRS L OV 17.1 BRI THh o7, FHIRPIIRSIZEITS Tie (of8) 127 v
FC 0.4 B, A XTO0.8KRL. YA TCIE L1 BRI, Twe (B4 TIFFhEh 148 R
M. 184 BRI TN I8 9K TH o7,

TR LUETLORIRIRIT, BORETIEZ v FT83.6%. X T93.6%. /v
T 87.8%. BHIRAIIRE TIZTFNEH 88.56%. 82.6%BLU8T.0% Tholr, Ty hT-
IFBOEIERIER S . BOBLUBIRNEEE 6 FRICBWT 56% Thofz, —FH. A
ABICCEIT 5 BHEERITE 2 49-51%38 KU 28-34% Th o7z, VW ihofE
WRBWTh, 7uFY 7 ATERE 34 BRICESICHRE S N,

REWINERIZT v DT 89%, A X &P/ T 100% & REEZRL, WThoREoksy
Th BEF2RIESRRD iz,

FRH-APEEIERIT S » MoBWLTERSE 10 BRI E TR TEY . B5#% 1-2 &
Thbm<. 1FE#HED OPRESRITEIRNE S T 24.6%. BORE T 143% Tho
oo o, B5H 3 W E TICHARPIR S T 54.7%. #RE4£ 10 RTINS T
72.9%. BEARPIIR S T 84.8% A3 REH B X iz,

7 v FOREH PR, VB L0 XORPHEEHIZOWT, TLCIZ LY E<bh
TWa, 7v bOBEAR I LORPICHREMEOKSFERIEE A LR T,
B-TNY n=F—E TV —VANT 7 & —FI L DIKSERIE TLC _EOFALSL
WHEHEMEIIERD bhvehotn, —F, 4 XORBICIEREMES TLC L TR U258
R ORISR L OW o OIEREREMSRD bivi, -y o=F—E¥ )/
TV ANT 7 & —BIC X ANKGIEEE, e OREMIIELRZ 00, WTho
FEIZBWTD 2~3 O EERFAFRD b/,

WHHDZ v MCEERED (1 mgke 8/ B) #5 LizBoOMFE L URHF~D5
i, HEZ o PBIUYHRS » b (FHE 14, 20 8X0022 A) (ZBEERRO H 5 WO IIERN

(i : 2.8 mglkg A8/ A | R : 3.4 mg/kg (RE/R) 45 LICBEOERLSMIZOWT
SEA—NIVFT T 74— XVFABI TS, |

MR IUSAERiERE, WELHT » MW TRER 24 BT TRALh TN
B, I & FLH PR ORI I T TSR B, 5 24 BE CIoLPh b iE
ROPRETERD b, BE 48 BBV 7AW T TLC o L 55 %
TTolfiR, RGBT uF Y7 AORFITHY | RELBITHETH -7,

EHF— NI T 7 4 —FEREASRIL, Y bERAWTES 05, 1. 4. 88
SR 24 RIS O TWS, BOBLUEIRNIRE L LIRS X — %
FL, 85 0.5 BERICIENCSE~05mAED b, il Bl BEEBsL 08
FCEBEOSANGED bhi, . WThOBRERIBIZBW T, R —
MERAM 2R 5 Z LRGSR SN, &5 8 BE#ICITRIEEE R L OS5
AERD LIV, B, BIEBIUER~0sMmiThb T Thotn, TOMOIERS - Mk~
OFANTE A ERD SN h-oi, EHRE 14 B & 20 BDT v MBI ARSI,
T2 M 36 JURARAIRE: 15 43 RO 24 B CIIBE~0OBEI SR bk, EREHIC
B 2 BEREEOIRIER KOS ~OSFIRBRE ThHho 7, BE5 24 BEHETIL,
RRIRICHER 2 S BGHEEED B,

9



UC ¥ERT aFY T B0 AT FESEPTDN TS, TVMET VT I RBE
Ot MFE7 AT R & OFERITTNEN 738T%B LU 86-91% Th-ol, i, b
h g & DIEEHIT 89-95% Th -7, MHFCHBITSD UCHFHT 1T 7 A, £l
BTNT L LS UIRETHET 5 Z LSRR &,

(4) BEHE (v b 41X, FULBEEUER) (BEe6)
Chbb: THOM 7 v b (BF6 L) {Z UC 7 a7 A 10 mghkg R 0OE%E L

OREH FFHEEY . O - VRBLOT B 5P MRS 2 5) I UC BT v

S 510 mefkg ZEORE L EORPHREY, BEC VYR VT 47 BHE34. &
14 I UCER T uF YT A 0 5 mg NS LB oR a7 _ou\'c;ﬂf\
R TWVD,
ETORICBWT, 7uF /7 AdEsSifgshk, v b, 41X, ﬁzvisot
Uk MoBWT, FERBIREIIT 0 T 245 FOkk2 B8 5KER L E 20
BT RETHD - LRI TS, KB MEIEEShi & LOLIERIME
Thd, HESMECLY ., Ty FOEIB IV ADRYOREED UCE#HRT o
F T DPGBERIE SR, TOEITT v MOIBHPT 4%RH, FADRPTILI%
R THoT, A XL MOBWTIRE Bied2d 25 2B X b, RIA 2RV

Tk, B MR ARELEOBHNERIIRSBOBLE 1% ThH D Z L SHRRS L,

LTOETRD LNERENOT TR LEV S OIMHIA S LUREYB Thol,

LB REYNCRIT A EEREIIIRE A (&2 Z2T% B I TR 46%, BHRl) &R
BB (F42zZ43%BL=20%. BEEE) THY. b MIBIFA7uF Y 7 ADREIX
YL LIEFITEL L TWAZ AR &N, £, B FBIUYAOFRMEmITRE Y
ARTM A LAY B ORBRTIATh, BLE 41 BE082 Thote, 4 Xkt
DEEAHDINRDA LAPME (Wel06d) (&4 =43%B LU=220%, B <
HY. RPICKT3REY A LREM E ORRT 21 P ETholz, 2, Y E
G B ORBEETH Y, B B X7 AH VT CREY E 2EkT 5, Th
#. A XORFHERESNZRE B 350 oRH - BELER THAEM B bR S
A HOT, ZEEICEREO HIER N T B0 L DIIREIB THB L EL LTINS,
Sy FOTERBWMIE, 7oAt FoRUARRZESLTuFY S ALREBE (B
=14%3 X U=13%, BEH-FHEE) Thoie,

(5)&5&&(?@1\SVF\4R‘ﬁw‘¢B$UtH(%%n -

< UR, Ty b AR, PABICE MCUCEST 0TS A EEEOH DV
BRI S U R OB OV TUTO L 3 AL TV B,

Fw b, A XBITCPMZUCIERSET oF Y 7 A EBEROBRST 3 LHEEHLES

NI EhT: (Fy b :89%, A XBLUML : 100%),

Sy MBI TR UCIERSE T 0T/ F axTh FnEEEND (0.3, 10, 200 mg/ke
hE/) BELEEOREEL AUC, Cua DREICHEBE2FEEMEIRD b,

WO S nF YT AEw TR (03, 10, 200 mghks BE/R). v b (03, 05.
10, 200 mg/kg FE/A) . A X (0.5 mglkg #E/R) BLUY/ (0.5, 7, 10 mg/kg 4

10



H/B) ICENFNEREORS LD Thx BED Cuax 1. FNENL<TZT 05
FFEIR L TU86-71,539 ng/mL., 7 v FT0.25-1.0 FFES L 18 23-15,018 ng/mL, 4 X T
1-2 3B L U883 ng/mL, #/1C0.5-2 BRIS L OV 167-1,800 ngiml. Th-otr, Fiz,
v 7 A (10 mghkg KE/R)., 7> b (05 mgkg&E/A), 4 X (0.5 mp/ke KE/A)
BRUOWA (05, 7. 10 mgkg F&E/A) IZFNCHERR O&S UZBROSHIE3E
HAS L OWHSSHRYEREIL, #h P~ AT 0.8 BB L UN5.6 B, v FTO05 K
FRS LU 17.5 K, 4 X T 1.8 BFE B LUV 20.8 Bl $4Tid 0.5 mg 65T 1.0 B
BRUNL7.0 B, 7 mg H5-T 21 B GYEE3BA0%4) . 10 mg #5710 BRI (¥
KRR Thol, EREIC, BEERERINEE LIZBO ST RNk XU ERE
ik, 7>~ bT0.33 H#ﬁa%cto 14.8 B§fH], 4 X TO.9 BRI LN 184 e, 91 (0.5 -
mg #%5) T 1.25 BFEIHB LN 189 I ThH o7,

UC 7 n Ty 7 AR EREOB L UBIRNEE T3 L, WThoRERKE TLEe
HZIRL 509 5, FASMHIERS 30 %ICIBE EHHEEORD), iR, BiEs
FUEBICHRBENGRD O, BE 8 ERIIEIBEICEERAONDH, FET
IHERE, BB L UBIE G MESBH ST AITAE 2N,

OB IUBIRNREC L Y “CIEST vy 7 AiE— MMz @i 5, HE
v MoRET 5 EREEEB L. FREEN _i:tﬂ’*)%', & B~ DHIRITRE L 2B,
FIL7 v MOBO#RET 5 LRSI TIcRd S, P EBE M P L [
BROMRBERL, BONCHEET S Z L PRER I, WHACEHRNRETS L. B
RIS 4 B E TP P ICRB SN B, Eio, MEETEERITLI PR &
RIECHRHESRD b,

FABIVT v b2 AWERERSHRBROER, 7‘ nFY T ACITERERB L UB
FREIIRO N ot £, Ty MTI 7 vy — A AW TEDARSEESRGE
DNTHIA R, BERBEEED OREhoT, —F, TUATIRTaF S I A% 4
HERERZEA (0.3, 10, 200 mgkg fKE/A) B5%, BAEDO UCERT 2T 7 A
R PR IRE UENC, 200 mg BE5RCOORITTENSTY b, BERANRE
=¥ ol

¥ UABIT HHBERDO (10 mgke A5/ H) #5% 6 A £ TORTHHMIERT 22.5%,
FEPPRIERIY 53.3% ChoTr, RERBIUMEAFIE 7 oOREHAEESNLED., B
HHROEZERGEWNIATEY A BIUREY B, TOMICAEY C BLUREY D »ME
BRI, KERABMELRS DR EN, JEHPIZBOT, WhoR5 b KB
bEO T N7 a BREERD/ B VEFREAES LRy b, miEFoEE
REIAA A TH Y, ZOMIZAHY B BIURE D A8 bhis,

Z.v MBI BEEREN 55 W33k (0.5 megke (46E/H) #E54% 7 BETORS
HEHERIL 5.3-6.0%., JEH-THRIESRIT 72.9-84.9%, ZHEHERIT 78.3-82.6% ChH V. R
HAOPEHIEE U CEEMETh o7, B, REMORi 7 — o SRR X

BERIIBD LN oT, BHPOFEREMIIT ==t FuaF i sy et o
F 7 2B LONREYB Th v  RE(UERIIEMER S bR Sz, IBH BT,
WO RE S KBMUED 74 7 o VEBREER U & H5WIEEEEL L TR S
e, MmEEFIZRIT 2 EEREWIL 2 BROSHBIEWE T, Z0OMICRE A, 5D
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B. &M C BIURED D et aihf,

A X HIEERRAOH D VIEEARA (0.5 mgke (AE/H) #5%# 8 A% ToR+BHElE
b4 51.5-49.3%., ZEAHRIERIT 42.3-33.5% TH o 7=, [RPITRIT 5 EEREIIAGEH A

(43%) BLURBEME (20%) THO . X LFIBEERS ORIz, Wit
DI S KRB LED 707 0 VEBREAERR/ HHVIIFBRSHEE L TR bh
Tro 728, REMOBRE R — AR EREIC L 2 ERIIRRD Lo T,

YIATKIT BEEIR O H BVITEARA (0.5, 7. 10 mgkg KE/A) BEHE 3 HDHN
&5 B ¥ TORTERIERT 28-69.2%, ZPHEIERITZ 23.3-569% Th o7z, RPDEENR
BTG A (468%) BIXUREWM B 26%) Thotr, 7uF VI ARYNGIE
IFrEaichit S, RE bk UTORRIE T 3RITBE P07, T AORFH
BLKEB bk 77 v VBRGERO HAVIEERERAEE LR bR, 2,
KA OPER 7 — ATRERRC L B ERIIBO BN ofs, £, 1 FHIRER
O (7mgke FKE/H) B THREF—idBHETH T,

BENTRT 37 0F Y 7 AOBRENC L 2TIESARSN TR, B> >
AT ENONRIC BRIFRRIIEZ R Ule, E2, WTLOFRIZEB TS AUC KEITRR
Bohieholc, 7T rF T AOMBEFREL 0.125-1.0 mg DAETIXIREEEO LR
2T A, 1.5 mg YL EORE T ERICH LAVRERIERD b, BEACRBNTT
B FV 7 LEBE S HECHTRI S, MBI FETRI AR L T0% Th- T,
MIEPD Tieid 4.3-7.3 R L EL<  REED 64.9%I3RTA D, 23.6%i3ZETH bR
Ehic, 7 BRIRE (1mg) #EFEBE T, WEPREB LU Tridth 2RSS
HiZ 19.2 ng/mL B3 L U8 8.6 Fffl, &5 H Tid 19.6 ng/mL BLU8.7 B L R—T
HY ., TEERRD bhishol, 7Y T MiEseicfBsh TRPEEESh,
5% 8 B E TR UED B BEIEIL 1% Thotz, TERFM THANREM A
BIXUORE B ix. ThTh 21%B L O 1% B RP~FE & hi-, WihoREmHLia
e LTRO oI, Ee, Ih oREOSHNEiIRE ko 2h & X3
WZ EARER ST,

BEEOBRERE TSy 2 EEH AW T ARRE (025 mg) #ELEL
&0 Tiztd 6.9-7.6 T, EEADEDHENCH T, BIEBFICHEEH D3
AR ERES (025mg) Ll XD Tl 6.09.8 HEThHolo, HIEFEDEEZEH

0.25 BER0.5 me) E L= & & D Tip \ISKIB/RIER (9.4-53.3 FEfE) 23586 b,
BEHINEL T ORI TERVEE LR ONE, i, FHEEBEDS LY FE%
THER ANTHARTRORBEN 2 L PSR SN, BEA. BREREBLUERERSED
WFRIZRWY TS REREIC & 5 ikl LUBERFH SRR bhiad o7,

(6) {7 GUE4) (BHE89)
UWC RS ms T L2 W4 38R @MES 12, 2RBLU3R) ITHIRA (10
uglkg) 5 UHEOEIL, S8 L UEEHCoWT, KkITRT 2 BEORBR CGRL
%1 %ﬁ:ﬁﬁﬁi 21835k (Phase 1 3 X Phase 2) biEiEhBY, UWCERT oF
VI AERWHS 18R (1) wERERNRS U BEofEHs L USEERRIZ OV TR
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