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5- 28 -2-FAE -1H- BBk -3- B ZRE(4) ©

2(324g, 3.0mol) INZEKEEER (3.5L) F., Pk
2, T 45CH3(258g, 2.0mol), MNEEMAZE
80CHPER N 5.5h, &), Hhyg, A 50% WEL
WUEY, THREHBMEM(365g) . AFRELS,
BEAGH RS 4(296g, 67.5%), mp 203.5~
205°C (SCRR™): 62%, mp 207~2087C) .
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5-ZEBtER-2-AR-1H-BI-3-5HBE 285 (5) @

4(598g, 2.73mol) MEZE (1.2L)#F, AL
FREf (514ml, 5.46mol) 5 IR B 2.5h, W, ¥
RNBEEMEKQGSL Y, ARZEREHE AR
PEVER RS, TRSBMEM (737g) « AR - B A
(1 1) B, BEGEKS5(634g, 89%),
mp 151.5~154°C (3C#R™: 153~154.5C) .

5- ZEEE -1,2- —FRE -1H- 0|0k -3- B Z B8
(6)

5(634g, 2.43mol) NEDMF(3.3L) #, A
TKBRERET (502g, 3.64mol) 5, HEFEFT100T
ZAS T INARER — F B (154ml, 3.64mol), MR
RN 4he RMBEAZEZER, HEETMAKMAL),
BEMME, WM, BUKEETR, BHEM
(610g) , MM ELSF, BRI OAEK6(530g,
79.3%) , mpl57~159C.

5-ZEiEE -6-R-2-REAE-1- PR -1H-03 MR-
3- KRBT (7)™

6 (544g, 1.98mol) IN% MY & ALB% (5.8L) #, #i
HTEEBEMR (633g, 3.96mol) , HERHIERIA
RN ZERNBPLAEREER, BHl. BEFH,
I8, BiktRalEth(745g), ARAMREL S, &
FHEEARE A 7(588.6g, 68.6%), mp 178 ~
180.5°C (C#R™®: 87%, mp 179~180°C) .

6-R-5-BE-1-BR2-XRFPRR-1H-m0R -
3K (8

SEAHF (52.1g, 0.93mol) F T HAZ (1.3L)
H, IMAZEGRE (34.1g, 0.31mol) 5+ 10min,
BN 7(135g, 0.31mol), ZFEBFERS 24h.
MAMAK(IL) F, ARIEERIFZE pHI~2,
HILRE, Ik, JEUIKEE T8, BREAHXK
RIE 14 8(112.2g, 86.2%), mp 196~ 197.5°C (X
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#R12: 96.4%, mpl196~197T) .

RER LR R—kEW (1 —kEW)

ZE(2.0L) PN £ FE B (39.5g, 1.31mol)
= R ER 25 (249.9¢, 3.07mol) , #H$E 10min
JEMAREEER (30.7ml) , FHHE Smin EINA 8
(493.5g, 1.17mol), MN#AZE 70°C/KAY 1h. WEEK
FEFA13, AEO0~5C, KE3h, HB%E
g . HIE, AR, T, & AR EE-
ZfE- K@) ESER BAAEHR1 —KE
1 (505.5g, 81.2%) (X#R™: BB WER73.2%) .
MS (m/z) : 477(M+1, Br=79), 479(M+1, Br=81).
JCE 53 HT (C22H2sBrN,03S « HCI « H.0) i+ & &
(SEWAE, %): C49.68(49.52), H 5.27(5.08), N
5.27(5.25), C1 6.68(6.55), S 6.02(6.22) . 'HNMR
(DMSO-de) 8: 1.25(t, 3H, — OCH:CH3), 2.74[s, 6H,
— N(CH3).], 3.70(s, 3H, = NCH3), 4.19(q, 2H,
— OCH.CH3), 4.74 (s, 2H, — CH.S —), 4.91 (s, 2H,
—CH:N=), 7.31~7.36 (m, 5H, —PhH), 8.03 (s, 1H,
indole-7-H), 9.11 (br s, 1H, HCI), 9.43 (s, 1H, — OH) .
41/ 98.8% (HPLC %) .
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Synthesis of Arbidol Hydrochloride

WANG Dun, WU Xiu-Jing, GONG Ping*
(School of Pharmaceutical Engineering, Shenyang Pharmaceutical University, Shenyang 110016)

ABSTRACT: Arbidol hydrochloride was synthesized from p-bernzoquinone and ethyl 3-aminocrotonate by Nenitzescu
reaction, O-acylation, N-methylation to give ethyl 5-acetoxy-1,2-dimethyl- | H-indole-3-acetate which underwent bromination,
condensation and Mannich reaction with an overall yield of 22.9%.
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