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T O RER .U D P SRR AR R A

A

R G
[0001] AW JAs By V-1 S5 st i B P4 S P e AR A ) B It 2

BEREA
[0002] k£ L ¥4 & (5H-dibenzo[b, flazepine—b—carboxamide, 5H- — 7 Ff [b, f] & 24

w7 —5— PR, Heghpg = anX (DD frx.
[0003]

GJ\NHQ (I

[0004] 5 By PGP — PR A TR 28 2R 29, T2 B H T IUIE  BRATSE DA R = XA
JHNGTY . RSV RAARZ AIEH, A5 A ] B fe M E dr i U N s = XM
FIRE P B IK S A # B T EEAR o [ALEAE VR 0 IR N R I 2 K 1A T B I AR B
B,

[0005] R A BT 5 o5 S PEBT AR S 10 S e 9 75 Tk 2t is T TR I P R S
[ ERERAUE I o DUAT PR S VP4 P BUAR AR A A R 2 P R 2 AR IR 1 S e i
T 3RAF ) (R B - o H 2 R [ 5 3R R AT AR50 o (BRI ISR AR T A= 7 ik il 26
PRI AU 2 AR, M LA A i PR PR 5 22

XAAE

[0006] A B —A> H KIAE T ER At Fh R L P e it

[0007] AWK 55— A B AE TR T A R B R B 0P Se e Jst il 25 45 B TR S ol
FREE DA

[0008] A WIIKFF—A> H AL TIPS A AR M PR L v PR 3 MRS B i 1
o

[0000] AT X —A> HIIAE T3 06— R L P i alom &

[0010] A B AT REUHBOARTT S5

[oot1] KL PGPS, Hgg K= (1D P -

[0012]
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R-#% {k

QJ"NHE

£ 1)

[0013]  XHf, R MIEHSEH], #ifk B e Ji b

[0014] DU, Bo0A N BA Sy R M 8 .

[0015]  RARIEA - 0-(CH,) ~CO0- ,n & 1 £ 20 2 [AJ ¥4, e, R A - 0 (CH,) ,—C00~- .
[0016]  —Fhi+ L v o S PE PR, 1 i S v TS IR S e sh i o AL P 15 3
[0017]  —FP R S PG PRI, & A ERPTR 5 v TR 5 PR R S P T B AR B )
FEGEHR ) o

[0018]  RE ARG, &8 BB D P PRE 7 M Ak DL I BT+~ 5 VPR 5
IR S SR o SRt 7/ TN = m Wil B

[0019]  FR7RIAFIE B BT 1 1R A7 2850 2 SR R BRI L 2% RO
PRIE I, T 710 B R 5 G~ B bR AR I A AR SIS A2 T 4L 1k o

[0020]  FLIE), iR VPR HEPU ik g5 G 7Efe e MR b, HFe =5 i -~ 5 VG T i
P A A R ) JER A0 BT 48 o

[0021] AR B 5 V5P S5 R, e SRk, BT LSS 45 B = o P~ B VTR
bk,

[0022] AR EEIPLR VT PR EBUE, Fe bl 5 RS V0FIR4E G ), USRI
TIA PR SVEFHLA.

[0023] A% BH Ff 45 I W AR D03 550 RS UK 570 &, T U {8 HE R L A e FE R P IR S
(R

[0024] A% BH )R L5 PE P AS AR T 2 mT LALE 4 B 3 A4k 20 B (0 b SEBAS 56 1 pRsA L  fit
AL E 1L,

M (&35 AR
[0025] & 1 J&2 RS P5°1 ELTSA Kl 5 v i 28
[0026]  [&] 2 &R P V- AH S O 5 S N 2k

BREEAR

[0027] AR BHPTREUNH AR T R A2 -

[0028]  RE PPy, Hak X (1) P .
[0029]
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R-#% {k

QJ"NHE

£ 1)

[0030] XM, ROMERILH], Bk BA sz miE. JUER, ko B e & ai.
AR A 05 K1 H A% a3 SR T ) ot ] DAVE Ry 3k, (B 1 Ol 1 1 88 B TUE 3
o BH PR S JE M SR AR AL B S R 1, 1A 85 1 (KLID FTACIRIRER R . 31k 3%
JE ARSI AN 3 AT -

[0031]  RARIEA - 0-(CH,) ~CO0- ,n & 1 £ 20 Z [AJ ¥4, RERv, R A - 0-(CH,) ,—C00~- .
[0032]  —Fihi DG A S EPUAA, 1 iR S TS IR S sh i G AR AR R
[0033] A B AT 1Bk AUAUTR SEEEIBTIA 7 T, AR IR B Se BB IARs e Mk 2
AR PR W BSE AT AEY) . AR PR T DU A 2 e P A ] DUR B s FE DAL,
ik 2 selE Bk,

[0034] A BARHLIA ] DUR I IUA BRI &3 21 o 345 2 ol DA i) s 8 77 v 2 A H A
— [ S S, AR N ECEE AN IS, FES I — AN B 2 A AT 0%, 18 RS -
oo WA, AN 405, KRB . FRelfle— BT, BRI S 2 & e . shE R
I A3 30 B R DU , PUmE T AZEAk . 80 ou B p A nT 8 o A i i 2 AT BRI
[0035]  —Ff i~ B PGP A IR, & FIRTUR B VPR R R BUR R S Y R AR R )
HIEGFR ) o

[0036] <L P PR IR &, S IR PR S VPR e BT AR DL I BT 5 VPR
RTINS i ST R o SRl Y/ T E FEoa s Wil P

[0037]  FR/RIAFIE B BERF P R A7 2500 28 G R OB AL 2% RO
I ), Fa 7T HH 5 1 VG T Bib A BC A7) FH AR I 420 P AL R o

[0038]  fLIEM], LRV PR R Uik &5 & 7Efe e R b, HoFe =5 i -~ 1 v 7B
PR A RO S B 2 e o

[0030] T &Gk, U UL AR B

[0040] DA St fal 4 FH )R B PE AT A4 28 S5 A an =X DD i
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[0042] %R DG EAT A& s & T

[0043]

H
WhHR Na«&i]ﬁ‘ﬂa Naz*&zﬂa LCHCL W

N " E

i
OTBDMS
LTEOMS
BT R PIRELGE = 2 d@ BT TR
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NHz
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[0044]  HAKMG RGP RUTT -
[0045]  ALEW) 2 KGR -

[0046]
- o
e B sk Na HP(

H
| 2

[0047] 1) #EFAFREL2. 5 g I ANIE —HEEREH ( (KSO,) ,NO, 3f LK 3 (Fremy’s salt),9. 32
mmol1 DF 1. 8 g NayHPO, (12. 7 mmol), JENLEFE 7, HI 95ml Bz /K, 75 pH 22 7. 22 5
FREX 0. 55g 41L& 1 (12. 76 mmol) % 60ml A FHVA

[0048]  2) ¥ FIRPRFETRIR S, B 2B, H@J éfé?mz

[0049]  3) ¥ bR EESHIMAN I BV D, Fra it 10 0 8h, vk, & TUkda it
s

[0050]  4) it A HIVE VR 28 Sl SUNE % 28 R SOk i, FH 500m] ZBRIFAT AL, ZHU5E G, A
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WIABEE 2K 5

[0051]  5) 7 KWk B W) FH B & RE A AT PRIE AL E A a4l BEWGRIN 4 1 LR 41
O %t (Hexane) FIE AL VY £ 5 (Tetraethoxypropane, TEAC) YW, & Ja 4 £ Tk (Diethyl

ether, Et,0) H45 5 15 2 IR L1 iy K AR 08 WG FE R AL 5400 2 (0. 12g, 21%).
[0052] ALEH) 3 HIA K -

[0053]
- o - OH
| NasS,04,CHCL {
sowce, {5

2 3

[0054] 1) EFAFREX 1.2 g A& 2 (5.8 mmol) WA T 50ml CHCL, ¥, 3L E T4
ks

[0055]  2) FREX 2.5 & — WA (Na,S,0,) (14.3 mmol) ¥ T 20 ml 7K TPl BBV
[0056]  3) 4 iRy =k A N it & 1) Na,S,0, W, BRI E 1 HLERUZE MFE i
AR E A, HEESZ

[0057]  4) ¥4 /KAHA CHCL, AT HU 43 B, 43 B ATLAH 7 H Nay S0, BEAT WK T4, 1 id g
L IR ATl Py

[0058]  5) £ CHCI, ZHUiG AR B Wit AT 45 A3 Bk s sk i iR A &4 3 (L. 1g,
92%) 6

[0059]  ALEW) 4 IRIA KL -

[0060]

[o061] 1) MERIAREL 1. g KIAL &4 3 £ 10 ml CHCL, VW P, BN A Iml {) = Z iz
(Triethylamine, TEA) ;

[0062]  2) [FZESWETINIAN 2 ¢ BT FE RS (tert-butylchlorodimethylsilane,
TBDMSC1) (15.2 mmol), FZ3E FHiH: 3 K, FREEFIZE R

[0063]  3) MIAIK¥AE, IS4 (CHCL,) HEAT ZEHU 43 B9, 15 20 A HIAH A Nay,SOo, WK T4,
T8 I T i AR T R R

[0064]  Zoid FIRIEFERT LIAF R 1. 6g KR AW 4.

[0065]  ALEW) 5 AR -

[0066]



CN 102180965 B i BB 6/9 7T

QTBDMS

Q@ A DU A3 @*

4

[0067] 1) FRHX 1.6 g I4b&4) 4 & 10 ml (¥ CHCL, mﬂlﬂ FA 2 ml TMSOCN (4. 95
mmo 1), T FHiH: 2 R, BB HIE R

[0068]  2) BIAJKE A, H CHCL, AEHL, 15 2 1A HLAHSE H BhK AT Y5 TR Na,S0, 1f
AT, o 30 ok e 2 7 AR T I T R R

[0069] Z2id FIAFEEZAASR] 1.6 g BERFHIBILEY 5.

[0070]  {LEH 6 G R

[0071]

e OTBOMS s OH
C) J PR () %
NHz NH; °

5 6

[0072] 1) FREL 1.6g L&Y 5 (4.37 mmol) 12 g DY T EEFALEE (Tetrabutylammonium
fluoride, TBAF) (15.2 mmol) FHEFHH, I 20 ml PUSUIHENE (Tetrahydrofuran, THE ) ¥,
TEMR NHERE 4 /NN B RIZE K

[0073]  2) IO AZRMA/KVEAE, TR ER B Cethyl acrylate, EAZEEL/ 5, 15 2 A HLAH
F Na, SO, JEAT T4, 18 b e 28 i FIZ5 K

[0074]  3) MWL (ailiAE (EA/PE (NIRIR LM / R M) =1: D 4ifb )5, /331 1. 0g 1)
WEY 6. OMELEY) 3 BIMLEY) 6 BI7=Z 0 T5%)

[0075] LB T (5K -

e Y

KsCOs, %xi':tr% i }*c
NH,

6 7

[0077] 1) #EFAFREL 1.0 g M-S 6(4. 0 mmo IR 30 ml A% (Acrylonitrile,
ACN) A, AT NN 1.38 g K,C0, (10.0 mmol) Fl 1. 16g4bB¥) A (5 WRIFE &R FHED
(6.0 mmol), F iR FHFELA ;

[0078]  2) VAL LA HhuE 7 vk 4E, 5 O 1R L (Acetoacetate, EtOAc) ZEHL 43 B
[0079]  3) EBRIKIHNAHMA Na,S0, AT T4, A HhE 25 3k

8
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[0080]  4) FHERAL A Y IRk S Bt 15 AL AT DR JZ AT 44k, DEREARI A 1 23 ELBITR A1) EA Al
PA VB BA/PE (NIGIR OB / ZE 406, Jafa ) 1.1 g HEERLEY 7, 7508 6%,
[0081]  {Bldth, i it AL A4 A Hh —CH,- FO%ER:, T LIS LA 7 201

[0082] LGPy PRI 5 A -

[0083]
ﬂ\,& OH
LiOH
O o
NHs NH

7

[0084] 1) FREX 1.1 g4b&W 7 (3.0 mmol) & 20 ml VUSRI (Tetrahydrofuran, THF)
TR
[0085]  2) FHFRHN 0.48 g P& im/K S AL (LiOH < H,0) (11. 8mmol) % 10ml 7&4H
KA AR
[0086]  3) ¥ HIRPIFIIR A, T 50°C FHiH: 6 /M), TLC izwkﬁﬁﬁfﬂ% O 5
[0087]  4) B iZIR ARG IR 2K Z pH ME% T 3, &by B 4>
[0088]  5) ¥ A {A[H 1A% A (Methanol, MeOH) 45 ¢ 51931 230mg Jﬁ%ﬁ%ﬁi%ﬁ
ZA) 48%.
[0089] ALK, ] LATR 240 =X AID Fros Sy, HASF 2 AN AE T —CH~ N EURIAN ]
[0090] A Bruker Avance III plus 400 MHz Xt~ S PGFATEMi3 AT i LR 614
R, AREH IMS. 558 F 'H NMR  (DMSO-d6, 400MHz) :12.04 (s, 1H),7.37-7.45 (m,
3H), 7.29-7.35 (m,2H),5.53 (s, 1H),3.98 (t,2H,/ = 6.4 Hz), 2.28 (t,2H,/ = 7.2
Hz), 1.63-1.75 (m,4H) . KA AKX AID Frsi-~ S5 FRT4AEY)
[0091] A ik / BT HE A (LOMS) X 15 2 AT AW AT 73 B 508, (38 2 5 A+
(%) B B DY 2T T { LC/MSD1200 ZR A1, B ¥ A FH IE B 7 B A B AR (il A R
4 :Welchrom XB-C18 (50X4.6 mm, 5 wm), K 30°C, BUEA 1.5 mL/min, FWBhHHAN &

= K A5 A 5%-60%.
[0092]  LCMS 455 BoR 4 99. 2% ;R BN AR 2. 769 min ;T8 352 FETFH
353 (M+1) .
[0093]  BSA- R EVHFRTAM) S5 IR (1A
[0094]  HuyE )R i BSA 5K L p-Fim it - 0-(CH,) ,—CO0— 3k 3% 52 iy i, HARKI & 7 4
T
[0095] 1) /F1MiE A& E (Bovine Serum Albumin, BSA) (200 mg)¥f#T- 50 ml 0.2 M,
pH 8.5 MR ZZ MR ;
[0096]  2) H4n T ALA: S AN B /INGERR R P REEE A :200 mg & R B VEEATAEY) 3.5
ml —FIEEEEZ (dimethylformamide, DMF).3.5 ml Z®#.7.0 ml 10mM, pH 5.0 [RIfEHEzHH
M 200 mg 1- £FE -3-(=3- —HZ NI ) B %50 mg N- FIEMACHYE FHIEY i%
(N-hydroxysuccinimide, Sulfo-NHS), Wfix£bih 2% M E =i T Bidb s id s 30 min ;

9
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[0097]  3) ALt (R VR0 N 22 BSA ¥R, JHAE 2 ~ 8°C N ik %, 13 BB ¥ 5
AT PR 2 i FE AT 24k, 15 20~ B e .

[0008] i L PP e PEHUAR %

[0099] KA BT VAR PUR, REETRWT -

[0100]  FH PBS 4G iR SV S B2 JEMRBE 42 1. 0 me/ml, 2R 1. 0 ml BRI
IR SERAEFNR G, W HKRATIES

[o101] 2~ 3 FJ5, B 1.0 ml AHEERIPUREE S 9 IRA SRR KRS —IR, 2
S R VY A — 2, AL IR, SRAF BRI 2124 123000,

[0102] R E PGP ELTSA fr 4

[0103]  RHHIAF HIPUAEAT R S VG F ) ELTSA % .

[0104] 250 A2 M FH 5 4 Pk e 3 Ve R 2 VAR FE AR T (1) R B D55 &

[0105]  FEACH ()R 5 PP 5 IR H) R 5 P57 AEY) (HRP- R S VG-PAT AP S YD) 55
G h B AR AE BRI P BRI FRAL 5o W SRR A T L3 B -~ 5 751, HRP
B ARV IR R S VG~ AT Bt 25 S B AR i P BRGS0 AH SO, I SRR A T 5 K&
BB E RS VEE, Al - RS VE-PAT AR A R > SPiR IS &, AT
BOME TS B, A5 A RO S AR A TR R VP B b HORE R

ISR USRI

[0106] Pt - ) A i e e A 26

[01071] KX H#HIE K HAETEAT SV F KK EMIT (Enzyme Multiplied Immunoassay
Technique, BREEY K 22058 ) K46 o

[0108] ik E At — A P SOV, IV AR R BRSSPSR S R S P F
AN TFEIR AR B o AR I IR AR SRR, YRR AN i S 1) R TSP 5 (B I A e 2
Hi —6— R i E 8 (Glucose—6-Phosphate Dehydrogenase, G6PDH) F [ & Jh AT A= 4%t
R e MEBUA I E G AL AT 555 o WIAFEART R G5 saF MEEB S A g G~ 5
VEVBEAR R, FEAE SLPUIR I 45 & A s FREICH R, INTAE Bk S d e . DRI, YRR RE AR
R SV S B TR R B PSP AT A —GEPDH BEE I B £ , T RE 1S 21 5 5%
IO ERE

[0100]  HIAJAH S e A 5045 2 1)) 2 280 th S an ] 2 BT

[o110]  Z5Y)TH0ikEe

[o111]  EHY 30 Rl AL G RI 254, IR EE IR AE 4 10. 0 v g/ml, BHAT TR 2, K
Wi R TR

[0112]

=

1D& [ &4 2 7k EMT REPEFHRE (1 g/nl)
1 |2BoKgER 0.1
2 | RRERE <0.1
3 |AFEEE <0.1
4 [z 0.1
5  |WnEER <0.1
6 |HE_A=E <0.1
A ENE 0.1
8 |HE=E 0.1
9 |d- FEKHAM <0. 1

10
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10 |dEiEis 25 0.1
11 |HERF 0.1
12 | R <0.1
13 | =& HEE 0.1
14 |[ARi&5F <0. 1
15 |PImkRE <0. 1
16 |(L)- FEE R 0.1
17 [RIZRE 0.1
18 |[ZEHEAE <0. 1
19 |MHEERE <0.1
20 |HEE 0.1
21 |ES FhigE <0.1
22 | 0.1
23 |[HE RHEE <0.1
24 [EHEER <0. 1
25 |EJRT <0.1
26 |WEER 0.1
27 |ZF o AR 0.1
28 |ZEFh 0.1
29 |zE 0.1
30 |aET 0.1

[0113] % 5 P4~F- ELTSA #4675 %%t B SPatAT ZALINE , 85 RN ATE. AL,
AR IHLA DT B PR S PSR

[o114] A A AT BT A L V4 ~FRr 3 ME DT AR R S AT S 25 v P A 5] s R o 0
PUR S PEFHUR, BUA] 73 B4 A U - B o5 P Il n sl ) &

11
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