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ABSTRACT

A study was carried out to convert I-tetralone

and some of its derivatives to the amines by

Leuckart reaction. In this reaction, the ketones

(1) l-cetralone, (2) S-methoxy-l-tetrdlone.

(3) 6-methoxy-I-tetralone-l (4) 7-methoxy-l-tetralone

and (S) 5,7-dimethyl-l-tetralone were converted to

the formyl derivatives. These formamides namely.

I Le ) 1.2.3.4-tetrahydro-l-naphthyl. (/a) S-methoxy-

-1.2.3.~-tetrahydro-l-naphthyl. (3a) 6-methoxy-

-1.2.3,4-tEtrahydro-l-naphthyl. (4a) 7-methoxy-I,2.3.-

4-tetrahydro-l-naphthyl and (Sa) S.7-dimethyl-

-l,2.3,4-tEtrailycro-l-naphthyl formamicJes were then

hydrolj~ed to :heir correspondin[ amines:- Clb)

l-aminotetralin • (2b) l-amino-S-methoxytetralin.

(3b) l-amino-G-methoxytetralin, (4) l-amino-7-

-methoxytetralin, and (Sb) l-amino-5,7-dimethyltetralin.

This was carried out by both acidic (concentrated

hyd~ochloric acid) ane b3sic (IC~ equBous NaOH)

conditions. The former gave yields ranging {rom 0%

to 75%. while the latter gave yields ranging from

~O% to 97%. Acid hydrolysis of 3a and 4a gave
black-gummy compounds and no amines were obtained.

This showed that hydro~ysis of formyl derivatives

under basic conditions gave better results and is

recommended.
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Suitability of these l-tetralinyl groups as

potentiar carboxamide protecting for as~ar~gine

and glutamine side chain amide groups were investi-

gated. The amines Ib,2b,3b,4b and 5b were used as

precursors to prepare the carboxamide protected

derivatives namely, (6J Boc-Gln(l,2,3,4-tetrahydro-

-l-naphthylJ-a-OBzl, (7 J Boc-Asn(l,?,3,4-tetrahydro-

-l-naphthylJ-B-OBzl, (8 J Boc-Gln(5-methoxy-

-l,Z,3,4-tetrahydro-l-naphthylJ-a-OBzl, (9 1 Boc-Asn-

(5-methoxy-l,2,3,4-tetrahydro-l-naphthyll-6-0Bzl,

(10) Boc-Gln(6-methoxy-l,Z,3,4-tetrahydro-l-napthyl)-

-a-OBzl, (11) Boc-Asn(6-methoxy-l,Z,3,4-tetrahydro-

-l-naphthylJ-a-OBzl, ( 12J Boc-Gln(7-methoxy-l,Z,3,4-

-tetrahydro-l-naphthyl)-a-OBzl, ( 13 ) Boc-Asn-

-(7-methoxy-l,2,3,4-tetrahydro-l-naphthyl)-a-OBzl,

(14) Boc-Gln(5,7-dimethyl-l,2,3,4-tetrahydro-l-

-naphthyl)-a-OBzl,(15J Boc-Asn(5,7-dime~hyl-l,2,3,4-

-tetrahydro-l-naphthylJ-B-OBzl. The N,N'-dicyc-
_~ohexylcarbodiimide/N-hydroxysuricinimide (OCC-HONSU)
coupling ~ethodgave YIelds ianging from 40% to 86%.

These carboxamide protected derivatives were subjected

to cleavage studies in TF~-CH2CIZ-anisole (50:48:2-

v/v). The protecting groups in glutamine derivatives

~6, 8,10,12. and 14) were re~oved within 24hr. In

the carboxamide protected derivatives of asparagine

(7,9,11,13 and 15), the protecting g; o u ps in 9.

and 11 were found too labile to be used during
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pep t ide synth es is. The pro tectin g gr0 U P9 inT,

13 and 15 were stable in the above deprotecting

reagent upto 24hr. These derivatives (7 , 13

and 1~Jwere therefore subjected to cleavage studies

in boron trifluoride complex with acetic acid (BTFA).

This completely removed the protecting"groups. The

group in "7 was cleaved completely after 4hr, in

13 after 3hr and in 15 after 3hr. This showed that

the groups 1,2,3,4-tetrahydro-l-naphthyl,7-methoxy-

-1,2,3,4-tetrahydro-l-naphthyl and 5,7-dimethyl-

-1,2,3,4-tetrahydro-l-naphthyl were found to be

potential carboxamide protecting groups due to their

stability in TFA-CH2C12-aniso1e (50:48:2 v/v) and

their easy cleavage by BTFA.
The carboxamide protected derivatives whose

protecting groups were found promising (7 ",13 and

15Jwere used in the synthesis to the dipeptioes

Boc-Phe-Asn(1,2,3,4-tetrahydro-l-naphthylJ-8-0Bzl,

Boc-Phe-Asn(7-methoxy-l,2,3,4-tetrahydro-l-naphthylJ-

-a-OBzl and Boc-Phe-Asn(5,7-dimethyl-l,2,3,4-

-tetrahydro-l-naphthylJ-8-0Bzl. The carboxamide

protecting groups in these dipeptides also behaved in

"the same w~y as in 7,13 ~nd 15. These dipeptides were

~sed "in synthesis to the trip~ptides, Boc-I1~~Phe-Asn-

(1,2,3,4-tetrahydro-l-naphthy1J-8-0Bzl, Boc-I1e-Phe-Asn-

(7-methoxy-l,2,3,4-tetrahydro-l-naphthylJ-a-OBz1 and

Boc-Ile-Phe-Asn(5,7-dimethyl-l,2,3,4-tetrahydro-l-naph-

t hy L) -8-08z1.


