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17 -H),3.68(d,J=5.2 Hz,2H,10 - H) ,2.23(t,] =
5.9 Hz,2H,2 - H),1.98(s,2H,5 - H),1.41(t,J =
6.4 Hz,2H,1 - H),0.95(s,6H,7,8 -H), T4k,
HER T,
1.2.5 (2 -XGEHE -5,5 - “HIERC I -1 - 4)
FAHEE(6) A L

0 CT,¥BtbEH(5) 10.42 g(41.68 mmol) & T
125 mL Jook AW be, SR 5 PR AR i JF A L AL
4.33 g(20. 84 mmol) , fii#¥ 4 h, TLC Wil 5z i JC 5,
SRR, W R REE B AVOK P, BFE BB IE AN,
LR CERAM, e b P55 1. 2.1 IR W4 /51570
B AP (6) 7 10. 52 g, 7% 4 94. 2% ,'H NMR
(400 MHz,CDCL,) :8 7.32 (d,J =8.39 Hz,2H,12,14 - H),
7.16(d,J =8.39 Hz,2H,11,15 - H),3.88(s,2H,10 - H) ,
2.30(t,J =6.38 Hz,2H,2 - H),2.05(s,2H,5 - H),
1.48(1,J =6.46 Hz,2H,1 -H),1.00(s,6H,7,8 -H)

T alifl, HER T 5,
1.2.6 4-(4-((2-(4-5A4%) -5,5 - _HIHD
B -1 =) HBL) RIGR — 1 — k) IR O (7) 95 L
R T KG9 (6)10.52 g(39.25 mmol) fb5
) (8)9. 185 g(39.25 mmol ) 5T 118 mL N, N — —HI Jt
F Bt , 218 A = i 13. 68 mL(98. 12 mmol ) , ik
%80 C, i 3 h, TLC Wil 52 1 TCJ5RE, 45 o S
KR RGN AVOK T i 2B IEIEY], LR OBRZE
B JEab a5 10201 A i 515 H G R R L G
M1(7)* 17.56 g, 72 #% 96.0% ,'H NMR (400 MHz,
CDCL,) :87.89(d,J =9.0 Hz,2H,25,27 -H) ,7.28(d,
J=1.7 Hz,2H,12,14 - H),7.00(d,J =8.4 Hz,2H,11,
15-H),6.81(d,J=9.0 Hz,2H,24,28 - H) ,4.32(q,
J=7.1Hz,2H,33 -H) ,3.25 ~3.27(m,4H, 19,21 -H)
2.80(s,2H,10 - H),2.34 ~2.37(m,4H,18,22 - H) ,
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Synthesis of ABT-263 Intermediate Carboxylic Acid

SHEN Huanling , ZHOU Guochun
(School of Pharmaceutical Sciences, Nanjing Tech University, Nanjing 210009, China)

Abstract: As the key intermediate of an oral Bel-2 family protein inhibitor ABT-263 (1), the synthetic method for

4-(4-( (2-(4-chlorophenyl) -5 ,5-di-methylcyclohex-1-enyl ) methyl) piperazin-1-yl) benzoic acid (2) was reported. It was

the reaction of 4 ,4-dimethylcyclohexanone with phosphorus tribromide and N, N-dimethylformamide to form the first interme-

diate 2-bromo-5 ,5-dimethyl-cyclohex-1-ene carbaldehyde (3); and then after the reactions of Suzuki coupling, reduction,

halogenation, amidation, hydrolysis and acidification to afford (2). It was prepared in 47% total yield by six steps, signifi-

cantly higher than the reported yield. The synthesis with simple and mild conditions, convenient workup procedure is suitable

for large scale production. The structures of all products were confirmed by 'H NMR.

Key words; ABT-263; carboxylic acid fragment; synthesis





