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Synthesis of (S)-5-iodo-2-aminoindan - HCI

Eun-Sook Ma”
College of Pharmacy, Catholic University of Daegu, Hayang 712-702, Korea

Abstract — (S)-5-Iodo-2-aminoindan - HCI (7) was synthesized for developing a serotonergic agent. (S)-
Phenylalanine was protected with triflucroacetyl group and compound 2 was prepared by direct iodination
in acetic acid and in the presence of 1,, KIO,, and sulfuric acid. Compound 3 was cyclized by Friedel-Crafts
reaction and reduced with NaBH, to form 5-iodo-2-(N-trifluoroacetyl)aminoindan-1-ol (4). This compound
was reduced to indan derivative 5 using the triethylsilane and BF; - Et,0. It was basified with K,CO; solu-
tion and treated with saturated HCl in ethyl ether to isolate compound 7.
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reagents :

a) CF,CO0C,H;, (C,Ha),N, CH,0H, 0°C, 90%, b) CH,COOH, H,S0,, KIO,, I, 80°C, 70%
o) i) (COCl),, benzene, HCON(C,H,),, rt, 1) AICl,, anhydrous CH,Cl,, 1t, 65%

d) NaBH,, absolute C,H;OH, rt, 85%, €) (C,Hy);SiH, BF; - Et,0, 70°C, 72%

9 ) K,CO, CHOH, H,0, ii) absolute C,H,OH, HCl(in ether), 65%

g) t-BuNH, * BH;, AlCl;, anhydrous CH,Cly, rt

Scheme 1 — Synthetic pathway of (S)-5-iodo-2-aminoindan - HCL

CH), 6.98(1H, d, /=79 Hz, ArH), 7.50(1H, d, /=79
Hz, ArH), 7.57(1H, s, ArH)

(S)-5-Iodo-2-aminoindan hydrochloride (7) 2|
B

33E 5500 mg, 14 mmol)S "HEE 50 ml,
H,0 30 m/ €9 %ol potassium carbonate(l g,
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5—‘. 53l K,CO2 AZ3ML ojFste] oAE At &
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g 54 d&gE AMA7] saturated HCL in
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S22 : 270 mg(65%)

IH.NMR(D,0) & 2.65~2.67(H, m, CH,), 3.06~

Vol. 45. No. 6. 2001

3.17(2H, m, CH,), 3.77~3.83(1H, m, CH), 6.94(1H, d,
J=79 Hz, ArH), 7.45(1H, d, J=8.0 Hz, ArH), 7.53(1H,
s, ArH)

Mass spectrum (FAB, M%) : 259(M*-HC1)

Anal. cald. for : C(36.67%), H(3.75%), 1(42.93%),
N(4.74%), CI(11.96%)

found : C(36.49%), H(3.74%), 1(42.96%), N(4.61%),
Cl(11.88%)
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sl EFUEAZA  (S)-phenylalanine(-phenyla-
lanine)& AFE3}Y] o}vm|%7]E trifluoroacetyl”] &
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