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Synthesis of B - Receptor — Blocker celiprolol

He Yongjun(He YJ), Luo Shineng(Luo SN), Xie Minhao(Xie MH), et al (State Key Laboratory of Nuclear
Medicine , Jiangsu Institute of Nuclear Medicine , Wuxi 214063)

ABSTRACT A simple procedure of four steps for the synthesis of celiprolol,a 8 — Receotor ~ Blocker is reported . Which
starlin from 4 - ethoxybenzenamine, through acylamination, Friedel — Crafis reaction, substitution reaction with
Epichlorohydrin, at last direct reaction with ¢ ~ Butylamine to get Cliprolol . The structure of Celiprolol was characterized by
IR,NMR, MS and elemental analysis.

KEY WORDS 2 - Receptor — Blocker, celiprolol , synthesis

p-FAMRR—AMER¥ ARITROE. DB,
LDRAFEERNAY. HPHW 3R p- HlNERN
#% /K (Celiprolol 1), fb¥ & N' - [3-ZH -4- (3-8
THR) - 2-REREEIEE-N N-_Z2ERE
M, A EERENA.ON A - 26, B8 KNE,
HAFEHE IXEE ARG EFSHELS,BW
ZRREMEKREENER!,

EHEROSHE, IR US Z AEXBRIEN
Z2ESRNSER,MHAEE S S HBr RINE S RLY,
RESRTHERNASB 1. AXUMZAEEENER
He4sPRNER, WEERS SRTERLNFFAR
LBETRENER,BAETIZ., ARBEMT,

o o
[} | o} [}
N-I: [] NHCN(C:Hs )2 1 N-lCN(C:Hs):
L atNGH): accH 2y 0
e ) @Y
! NaHOOs AG N
OCHs dh}k 3 ‘a{ CCHy
2 3 4
0
nebnGir )s NG
CQCHCHCH: (i; o 1) HNC(CHy )s o
— — ] —H(
KOH e 2) HQ 7 T OCHs
a}b(\}*l/(}!; CX:PEPKHNHC(LH):

OoH
5 1

SEARNARFEE1998FE 8 ABI1SEH4IN

RS

155 A Yanadimoto #5 £ {X, IR A Hitachi270 - 30
RULT 4h 43 Y6 Y6 BE (L, NMR /8 JEOFX - 90 B R 3t B 4%,
MS f MAT - 312 R/ %, T X 247 MOD - 1106 B
TR

3,4-ZHEXX)-1,1- ZZER(3)Y

£ (2)40g(0.29mol ) # NaHCO; 58.4g(0.58mol )
HTm3 60m KM , AKKPTHEMN N- 2
8 ¥ 43.35(0.32mol) , 7% 20 ~ 30°C K FL 48h, MK
4A00m), AR LB pH E 6,8 & 1h, S48, AKX
BERBR, ZRZEEL R, BEAE K SSs(l R
80% ) ,mp95 ~ 97°C (LM 2 mp96 ~ 97°C , W% 91.6% )
3-(3-ZB-4-RAFR)-1,1-—ZER(4)1Y

#(3)36g(0. 15mol ) M Bl 100ml B ¥ P, R HE
BEMAZBEE 16.3m1(0.23mol), F 20~ 25CTF, &
90min K 4Hit M AT K = HAL48 61g, 7 25 ~ 30CH &%
RN 4.5h, %8 % R A ABEH 200g KR 100ml
WERREOLERR P, M A SOml |5, 4 A HLH, KEX
B MADERH, AEHKEREME, B B &
n 100ml WO M, SHBBEH. REZAH . HLE

.35 -



GHARMESE R, SRCH R & 255(WE 64.5%)
mp142 ~ 143C (MR mp 142 ~ 143°C, 1 % 93.4% ),
N-[3-ZB-4-3-BTRE-2-ZEFAAE)
¥®])-N,N-ZZEBRLME?

#(4)37.5g(0. 15Smol ) ZE M S R 3 T 10 B 235ml 3
BEFELET, BT W KOH 11g(0. [7mol), F 50 ~ 55C
RN 4h, BEREY . RARLEZATEEARE. AN
% T 200mt 2, 55 A 2MNaOH BB %, /58 5%
NaCl HRGERBK, REEE M B ERERRME
120ml /T RE K 120ml KRG HWRP , FBBHER WY
24h, REEZRMT K, AR 3 » 60ml B, HBRE
fhe MR BEWKET 100ml RS, T 18CHM 26ml
14M 2B W, KB R 90min, J5 B KA P8, B
FHAEk AR ARRREK. ZBELR,BA06
B¢k 285 (B 45% ) mp198 ~ 201C (X M2 mp198 ~
200°C, 5 % 40% ), IR (KBr)cm™':3600 ~ 3000 (OH,

NH);3100 ~ 2900( Ar - H,C - H); 1674, 1638(C = 0);
1266(C - NH - Ar), MS:m/e 58(70%),73(21%), 86
(100%),100(40%),177(4.5%),250(37%), 291 (5.
0%),364(1.5% )'"HNMR(D,0)3(ppm):1.20[1,6H,N
(C-CH;3),]),1.46[s,9H,N - C(CH;);],2.70(s, 3H,
COCH3),3.4(s,1H, ~CH -~ 0),7.0~ 7.8(m, 3h, Ar -
H).

LM

1 BN FHEHEEECHE 3 EMM Celiprold. 4 Mt
ERAHMR,1990,11(1):8.

2 Zolb G. Arznein -~ Forsch. Drug/Res Zur Synthese des
kardioselektiven 8 — Rezeptoren ~ Blockers Celiprolol, 1983, 33
(1):2.

I EBCEANEGREM(F). Jbam: 84 B A, 1983:
663. YR B % - 1997 - 08 - 29





