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2-bromo-thieno-triazolo-1,4diazepine HEMRTH V. i, TIEESE, kg, EIESER
PAETAEMMAERER (T'0FY5 A (CAS No.57801-81-7) i22oW\WC., EREHESLE

(EMEA 33— b, S HAEERLFEERERORMERS) VW TREREREEFE
£ L, o |

P gt U BRAeEiL, 558 (U R, 7y b A4 X, A, RO M), BY
B (). 2EEERR (vU R Ty b A X, UEFRUY L) BAEEERR (T
R A ZROHN), BEESEREBRURSAMEER (VA 7y FRUYV), R
AEMEREOESEEER (Tv b, UUY), EGEEERETHS,

BROBRNG, 7Tudy T AREIC X 228N T, e, EERT SRICEEERIZ
BEL T\, BRI A8, BABERUEREHRIIFED oo,

EBAHRRRICEWNT, 7y MOBICFRIESRIME, 7> MOBECRTREMEY X
[ER N FEIZBIT A HREEEOBEMRERD bR, 7 sV T AREGEEYE Tidk
W2 &, TR OWTRERAMFRETEEFRBPELN TV 2N E U7 v Mokwn

CTiIEmAERC DR, _hgﬁii%fér EDEADENMFRED LN TWBZ En, —HE
BFFAEE (ADD) OFREENFETHI EZ 10N,

L BERROEE L%ait IIERROR/MER, & FRT VT 4 TREN LEDNR
/IMEFRE: 0.0018 melke IR/ B Tl o7 75, _n%:ffm}: LT 100 TL7- 0.
013 nglke A8/ H 2 — AIERGEFAR (ADD LRELTE, |



. FHENSEMAEEROEE

1. fg BED | |
B ORBTROUEDRBINEIRE By LT 5,

2. BYESO—8B4A
& TaFST A
Z4.: Brotizolam

3. %4

TUPAC
1% 27n%4@&uu7:ﬁM9%?%£H1%757&h7b77#-

A=V [y s g
¥4, : 2-Bromo-4-(2-chlorophenyl)-9-methyl-6H-1-thia-5,7,8,9a-tetraaza-

cyclopentalelazulene

CAS(No.57801-81-7) '
& - 27u%4@&un7iwmgf%»aﬂ%zxmmmaﬂ

YT Y r[4,8all1,4] T EY
&4 : 2-Bromo-4-(2-chlorophenyl)-9- methyl-6H-thieno[3,2-f] [1,2,4]

. triazolol4,3a][1,4]diazepine

4, 9F=
Ci5H10BrCIN,S

5. 9FE
393.69

6. Ha

7. FRAROER .
TRFVTEEL, FAY - NP A LT NN DRI TIREE D 5\ R
IRERDOHFEOFHHFER SN/ 2-bromo-thieno-triazolo-1,4diazepine FHEAETH B, & b
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FEESE LCHBEEEAK & LTHERSATOVAIR, o L Cil AR RS0 #
B BRy L LCRE I,

ORAETH. FAEHAE LT1998 £ 9 BIZARE SN, 199946 A XYW ERFEENT
W5, Bk AERE, 4lose Tl E_@k LTHRE lkg WiV 2ng LT OEEEIRNICE
iz b lEh, RRIETAEDICERTHE12 HRMIERICET -0
ZET 12 FFEMERAZEEREE LT3, ‘

¥, 7T (198746 AAGR). KA (198849 BARR)., 747/ F (1990
10 A&, A # V7 (19884 9 Hv% B SFHARICROTHAL EREZY, TR
ETWA3, '

I. Z2HICRIHABROME
1. ERAY - 390 - 403 - HEREER
(1) B558 (EIIR) (BE2) o
Chbb: NMRI R~ 2 (9IL/F) |« UCHEGET nF V'S M EERO (0.3, 10,
200 mgkg (FE) BEHLIWIEEESE 0y T 2% 4 BEIRERD (0.3, 10, 200
- mghkg{KE) #5%. RAED UCIEET 0TV 7 Ax HEIRANRS Ui BROENERE
BFRBIVTND, ok, FEBROREEII~ UV AEZAWE 18 » HHRBBAMER (B
B 3) LIR—REICE Eé#’w‘w

UC T BT 5 ADBEHR S X UYHER 7 o F/'7 2 0.3, 10 mg ® 4 BH#EHR
B0 WCER T vV T LAOBEBRSICBT 2 TR RESEERER, 2nEicdk
i ABEHEFTEWED 2. 1-4. 6%OEFEICH oz, —F., BRI =T 7 A 200 mg 2/
#15 U388 0 M P RGNS ERETL 1.0-1.6%IZE T L. Coa BI U AUC HIEfESS
Dbz, TOREREE LT, RERET X ARINROE T oRERSEIC L 5 RE0E
BTRENE, LHLAERE, CoxBXUAUC X UCER S u Y 7 AOERR I
LT w0 T LD 4 BREHRSFICEL LT, WTNOREICRW T bAROMEEE
BRULE, T, T K2OWTH, B SE0FERS LUREEIC X 3R b LT

 (Tye: 2.5:3.8 BFE). WFRICEWT bR 28RiAsE0 bz, HPLC K54
ok, “C E R nF Y 7 AORRER L UEESR Y o7 7 AOFHEEICEDL Y 72
SEERSEMpE LTREM A (AFAE0KERY) (22.2-830.7%) 2@ LI, 20l
RE D WiAFAE) 172%), REMB (U7 EVBOKERE) (12 3%) BL
USRE LR (9.3-23%) 23D b, 2B, ThbORIMIIN TR HIREHE 305M2
BESINATNBZ L5, WTROAEIZBOTH7 v 5/ 7 ABESHIAFE IS
ZEBRRENT, —F., FEEH T 0TV T LD 10 B L2200 mg ZHERS LIZRHIR
D, KRBT — N EREL, EEEWE (21.4305%, TaFY S ADT = =/VER
KB EshiebD B2 6ND) OEIGIMEM U, T RE® B 38 L URH

i D OFIETERA Uiz, KRB A OSSR bnihois, £, FHEHR
TuF 7 AD 200 mg ORMRE TIEREMEOEKE (5.3%) B L, ZoZeh

VAR O ATk ¢ 1 USRI, DT, BCEES2TNERC. )
| 7



b, v ZRIZEITS 10 BLTU 200 mg @ 4 BEFHRE T, F 7 o—AP4501C L5
BEREENAE U TV AR ﬁ#ﬂ"ﬂﬁ‘ =hic,

(2) BEHE (ﬁ? v k) (S84
Sprague-Dawley 5REEZ » MZ UCHERT n T 7 A 0.6 mg/kg ﬁ@/ HEHEERIK
7 BERERORES LB OENTRESFR O TN 5, BB SO Ton 't 1T,
FO & ED Crax 1% 18.6 ng/mL T o7r, MHANHOEKIZBRELR_HEETH Y, T
(BHE) X105 B ChH o7, 7 AEREROIREED T IXEKEER 5% 30 2T,
FDLED Cuax 1E 51.6 ng/mL Thole, MHFDDHOERITHEEREEFE AFIRT
B0 To DMRERAN R LT,

R SO NEE R 5% 1 R E Clcig e AJBOD#EJ%%’CFEEF%'{@%H‘? L, B
& g B, BB L OFRBIC EIBE DA IR0 DA, DIILRERICR
#= L, 7 BEREROBRESOEBNERET, BERERE L RIS SR ERE% 1 8
METIERLRY, TbOREbEERSFL ARE Chol, 5 4 FRLIEE
B EHR SRR B 3o T ASRISEITIREE L, 325 48 BRRIEITITA CORRE
THREIED 110 LT Eirole, o, FEHEMITBGENERRE T 5 2 Lilad T,

WS 48 FRTE CORMHRES 7.6%. ETHRIE 88.0%Ch o, T B
SO S SRITRSE 48 WHE COR - RFHIKIL 4228580
5.8%33 LR 83.9% T, HEHLE L Hﬁ%‘%«am

é@&%ﬁé 24 B Co AT PHEEEY 84.0% L Ei < . TR 12 13R 54 1 BEE
¥ CICHEIcERE S v, B LI RBH 2R OB ORI E T L. G5 24
BRI PR TRE O 3020 28I IR S hu, BBATIEERERIL 32.9% ThoTe,
Sy MEEF LT L OFEEERIT in vivo T 50.6%. 1n vitro T T7.1% Tdh-o7c, B b
MIER L CMFET VT I 2 EOFEERIL, F44.0%BLTN90.9% ThoT,
HERE#S 2-24 o P te &Ekiﬁlﬂﬁ*ﬁﬁ@ﬂ: TRBishE ifichizo
T—ETHY, PL5ThoT, .

(3) BERE (Sv b, 1 XBLUHIL) (BHE5)

Chbb: THOM 7 » M), ©—Z70 R (M, 458 RO7H7Y0 (HE3HE, H25E

TUCERS T oY T AR EERD HAVIERIRA (0.5 mgkg KE/R) BE LD
RNBIEEIE SV TTRRLN TN B, it\ S v MU CIAEH FRHRE| ;OWC bR
< T3,

WTHhOBICEN TS, EOBREHBOT 0T S A RSRED D BAF 2 RIERR L,
Cmaxr B Toex X ENFNT v FT 63 ng eg/mL BLTN0.25 B, £ XT83 ng
eqmL BI TN 1EH. FATiL 167 ngegmL BLU 1R TH-%, £z, BABE
UBARAR S & bIC BT RESREOMAI AR R L, BORSILETS Te (o
) 137 v PTOL A, A XT236[, YT 13K, Twe (BHE) TEhETH
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17.5 B, 208 FFfiis X OV 17.1 i Ch o, BIRAREICRITE Twe (ofl) X7 v
NG04 05, £ XTO08EM., VAT LLEER, T (B4 THEIFN 148 B

ﬁiﬁ\ 18.4 B:?E:FEﬁjSJ: w 18.9 E%‘:Fﬁﬁ_ﬁ%oi‘:o

TR LUETL L ORIEIEL, BARETIET v M T83.6%. X T36%, YL
T 87.8%. BIRFHEL TIIEN T 88.5%, 82.6%BLUN8T.0% Th o, Ty b T
IEEPEERIMEL . BOB L URBIRNER 5% 6 RV T 56% Thotc, —H., A
R LU BT B BHREERIT T2 49- 51%:13;()% 28-34% Th o Tr, WTHORE
ICRWTh, 7 rFY 7 AERE 34 BRICESICHRES N,

EERINRITT v b T89%, A X & %mi 100% & EEZR L, l,\-g";}'w)@ ZHUN
Th BRIFRRINENRD b,

FEFFERIERIE S v MRV TEREE 10 B E THLNTRY, #E% 1-2 MK
THROLEL, b 0 OFRERIIBIRRE T 24.6%, BORETIE 143%TH-
7o Fir, #5% 3 R E CICBIRNERE T 54.7%. 5% 10 R CIIRAIRET

72.9%. FHIRAEE I 84.8%BSEH-FicEEt S i,

S v FOEH R, Y5 LU X ORERESIC VT, TLC 12X W =B

- TWSe 7y MO KT ADRPICREMEDHRFTERIIIZE A ERBD T,

B-Znsm =Y ST U=V ANT 7 Z—FIT L IS EERRY TLC o RLSt
VO HRERTEEIIER D b o te, — . A XORBICIEREAL TLC TR UEH)

| BRI LUV o0 DA REMNED b, B-SA s ami—E

T U AT 7 BBl L BIRSRSIL, Ex ORSTIRZE OO0, Wiho

FEIZRBNTS 2~3 BOZERBWHRD bivi,

WHHDT v MCEERD (1 mgkg KE/H) RE LBEOM RS X ORI H~D5
i, HETZ v PBLUMEHRT » b GHE 14, 20 BX1r22 H) ICHEEHEN H DV VIEIRA

(i - 2.8 mg/kg {FE/H., RHE : 3.4 mghke (KF/B) HRE LEBEOHERITIZOWT
EFA— N T T T4 I X VRARIBENR TS,

I ks JOFLH HER R, WA T v MCBWTRER 24 FRE TR~ TV
B, M & H FBEORFSIIRIE TSR by, #E5# 24 FHETIIWIN bR
RRETARRD BN, BE 4-8 KEEOLHT T2 AV TLC 12 X 557 %

TR0 R, REOHRTuFY 7008 THY . RELERIITBMETH T,

A — T 7 4 =AW ENSEL. By FERAWTERE 05, 1, 4, 85

- KU 24 BRSO TV S, BRAR X UHIRAR S & bICERO D — &

AL, &5 0.5 KFRICHBRC 2 ~OaFGE0 bh, il B, SHERLURE
BCEBEONTRRD bz, £, WIhOBRERKIIROTh, HREIIH—

- MEEFEEET A 2 & AR SN, %5 S IS IR ER LU S AG
BERHLN, BiE BIBEBIOEN~DOLHILDT I Cholr, TOMOIEES - ik~

DHFALEE A ERBD BRI T, R 14 B L 20 HOT v MBI BERSTEIL.
R OB L UBIRAIRE 15 R0 24 BEES TIIa R~ OmBnas bivi-, EEEEI
B D BATEEORS L BB~ OATIIRRE Chol, &S 24 FRE T,
IRIRICHER D b EEED R E:nta



UC BB uT VT DDE R I REERPALATND, VVIET AT IvBL
. O MNAET VT I & OBERIIFN TN T3-8T%R L 1UN86-91% CTh-oTz, Fiz, b
h g & DFEEEIT 89-95% ThoTr, MHFICKITS UC B v 7 Ak, EiTM
FTW?SV&%Abtﬁ%T@ETézkﬁﬁﬁénta

(4) B5HER (7 vk, 11X, PLEBEUER) (5EEE 6)
Chbb: THOM 5 v b G 6[L) Iz UCHE#7 1 5 A 10 mglke F R NEE L,t”
- OREHFEREY, O —INVRBLIOT SN MEHRE 26) K UCER T v
75 10 mgkg ZRORE L BORPHREY, BEr MR -747 (B34, &
PE14) [T HUCEFRET nF Y 7 45 0.5 mg BN RE LB ORFEREMIC OV THRAS
BITWB, -
2TOEITBIT, 71:?/ I AFEEEEA#ENE, Ty b A X, TARE
Ve MW T, TERBIRBKIIT 0T/ 5 L5FOML RENLCIT B KEME L 20
BITH<IEBETH D Z LIFEREN TV, REMEIIRtEShz & LTHIERICEE
THD, HEMEIZLY, Fy bOBEHRBIUYADRNbAREED 1UC iFHT
FV T LBSBERIE SN, TOEET o FOEH T 4%KH, FAORF TR 3%
R THoTz, A XEE FEBOTIEE IR s L& X b, RIA AVt
T B MZBIT 5 REEOBIHERITIRFBOR I 1% TH D Z L R E N,
£TOETHED b REMOF TR LBV L ORREMAB L OREWB Thot.
b FEFMIRIT O EEREMINEM A (B4 227%B L U% 46%, o) LG
B (Fx243%BLU=220%, BHEH) THY. b MekF57rFY 7 A0
PRI TV A D LA SR, $ie, B FBIUY A DRI B
ARG A LG B 0HRITTN TN, BLEALBLY32 Tholk, 1 XITki)
HEBRBPILAHY A LABIE (Wel0sd) (4 243%3 XT220%, BHa) ©
HY. RTICHTREM A LAEW E ORI 21 BLEThot, 2B, R#HE
IS B ORMETHY . RS BIX7 0 U EERCREW B KBkt 5, Fh
A XRORFPLRES WA E i3 0 - FBELER TR B H bR S
13 b0 T EZECEE, SIS A T 30D DIERBEB TH 2 L EZ bh T2,
7y POEBERFEWIL. 7=k FaRi B2 807 uF Y S A LB B (Fx
=14%3B L TU=213%. FEHFHEE) Thots,

(5) BE5HBE (YR, YR AR, YL £HLUER (BB
YR, Ty b AX, VFABLUE M 1401‘,“%7*1:15‘/*?1&%%@@1&561:\
SRR S Ui B ORNEEI SN T TO L S KR LR T3,
7y b AXBICIMZUCER T 0 FY 7 AREERORET D L BEHLER
MCERERT (T b 89%., 4 XBXUWIL : 100%),
Iy MBI ORI UCER T T T AR ENFNEERD (0.3, 10, 200 mgkg
AE/R) BELIEOREEL AUC, Cux PORICIZBIF2EEMERTD b,
VCERE 7 v/ 7 h%<7 A (0.3, 10, 200 mgkeg K&E/H), 7+ (0.8, 0.5,
10, 200 mg/kg XE/H). 4 X (0.5 mgkg KE/H) BLUH (0.5, 7, 10 mgkg & .
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E/R) IKFNFREREROHRSUEED Tha BIR Cuax 1E. TEI~TAT 0.5

B LU 86-71,539 ng/mL., T -k T 0.25-1.0 ¥ L 10 28-15,018 ng/mL, A XT
1-2 BFfR L1 83 ng/mL, PV T 0.5-2 FERTH L 11 167-1,800 ng/ml Thotz, Fiz,

v A (10 mgkg AE/H), T b (0.5 mghkg{EE/R), A X (0.5 mgke {KE/H)
BXUOWV (05, 7. 10 mgke HRE/H) 2N THEERORS Ui BOARFEYERE
e L OVHEBYEHIE. TN EFN~<~UATOSHFEBLUS6 K. v FT05 R

B LT 175 B, £ X T 1.8 B LU 20.8 BEE. L CRE 0.5 mg B5C 1.0 BER
BLOL7.0 K, 7mg 5T 21 B (HAMEFEEIOA) . 10 mg &5-C 10 KeE GH -
KRB CTholn, FHRIC, BEEFEIRNEE LZBROSmREYE R X OEREY
BaliE, T v bT0.33 BRI LN 14.8 B, 4 X T 0.9 BRI LUV 18.4 B, ¥4 (0.5
mg #5) T 125 BEHB LU 189 B Th o7,

uC FRT n TV 7 AEREREAB L URBIRARET 2 &, WThOREERTHE
HZIE AT 5, RRSHITRE 30 I E (IEHEEkO®), FHk. iR
LURIBICEEENRD b, &5 SKEHRICIIEICHEIEER DA, FET
HERE, BIRS L VBB TS CBENRE S IDRE RV,

BB L UBIRANRSIC L0 “WCESR T o FY S A —MEM s EE T 5, R
Ty MoRET A LR ER L., ERBINCIIEE L BEW~OSMRIIRS L 2D,
BT v MoBERO®RET 5 L BTESRE P ICED 6L, AR T P RE & [F
BOWRBERL, WONNEET A Z RSN, WHACTRNRE T2, &
PSR S% 4 FEE CloiliRicg an s, £, FPRERHT PRE L FH
BRICESOVREEITW b, '

FABLEOT v b AWERERERBROFER, 7 nF Y 7 AIERERNS L UBE
 REBEEIEFD LN T, E, Ty MFIZn V—AEFRAVCEDRBEEESEIC
DNTITIRIER, BEEREIRD LI ol, —F, TUATIIIeF Y F0% 4
BRREGER (0.3, 10, 200 mgkg FE/R) #5E. RAED UCERT =TV 7 4
% EENE O #E LT, 200 mg dﬁ%&y’#“{ RROHTLEN R bit, BERTFENTER
STz,

< U RAIRITAEERED (10 mgkg (£8/R) #54% 6 B £ ToORFHERIT 22.5%,
EFHRRIL 53.8% Th o, RFBIWEHFNE 7 0ORBMSRESHBY, B
H P OEERIWITRE A B L UREY B, £0MICAE CBIUREY D ME
BEER, REURIYBERERNBRE SN, BHFIEBWT, WTRORE b KEE
{ED T V7 vV BRAEREDY/ HEWIEHEREAEE L GRO bhvk, miffho:mE
REMWIIRBM A THhY . FOMICREH B B LI UHE D B8 bz,

v MBI EER O DV IEEIRN (0.6 mgkg FE/H) $#5% 7 HETORT
EEMEERIT: 5.3-6.0%. AR PHEMERIL 72.9-84.9%., FEHHEMEEY 78.3-82.6% TH Y., R
FA~DOPEHIE L UTGREMECh o, 7. REMoOSEIL &7 — AZ 58RI X
DERITMD bahofc, BHROEERFIIT =Lk FuxinEegirr o
F' 7 LB L OREH B Th U  REMIEHE RS bR Shic, B Pick T,
WTNORBEW b KB LED Vo o VEBREERR O/ HAWIHREERE LTED L
Nz, MBEPITRIT 2 EERFL 2 BEOBEENE C, TOMIcRE A, R
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