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picrate salt, best prepared by treatment with excess saturated
methanolic picric acid followed by decomposition of the pure

picrate, mp. 1230, with aqueous base.
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ESTERS OF (%)HEXAHYDRO-5-HYDROXYMETHYL-2H-AZEPIN-2-ONE

Sybmitted by C. G. Overberger and J. H. Kozolwskil
(6/7/73)
Department of Chemistry and
The Macromolecular Research Center
The University of Michigan
Ann Arbor, Michigan 48104

Five new derivatives (II) of (t)hexahydro-5-hydroxymethyl-

2H-azepln-2-one (I)l have been prepared and characterized.

H A II, R =
. a) l-Mentoxyacetyl

— b) Phthaloyl-l-phenylalanyl
¢) D-10-Campheorsulfonyl
d) Phthaloyl-H
H CH,-o0H CH,-OR e) Sucecinoyl-H

I 1T
EXPERIMENTAL’

(t)Hexahydro-5-(%-menthoxyacetoxymethyl)~2H-asepin-2-one (IIa).

A solution of 6.6 g (0.028 mole) %-menthoxyacetyl
chloride® [a]%u -83.7° (e, 2.0 chloroform), (bp. 67°/0.04 mm),
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in 35 ml of ethanol-free chloroform was added dropwise to a
stirred solution of I,4 g (0.028 mole) in 45 ml of pyridine at
0°. The mixture was stirred for 3 hr at 0° and then for 9-10
hrs at room temperature. The pyridine and chloroform were
removed under reduced pressure. The residue was dissolved 1n
chloroform and washed with 1 N HCl, then 1 N sodium bicarbonate
and finally with water. Evaporation of the chloroform yielded
a residue which was crystallized from n-pentane to give 8.7 g
(90%) of a white solid, mp. 54-59°; the ester is soluble in

most organic solvents.

(+)Hexahydro-5-(phthaloyl-f-phenylalanyloxymethyl)-2H-azepin-

2-one (IIb). - The compound was prepared as described for IIa
from 3.14 g (0.01 mole) of phthaloyl-%- alanyl chlor'idé3 (mp.
82-83°, [a]g5 -96° (¢, 2.2 benzene)), and 1.43 g (0.01 mole)
of I. Removal of the chloroform at the last step gave an

analytical sample as a colorless solid, mp. 152-158°.

(+)Hexahydro-5-(D-10-camphorsulfonoxymethyl)-2H-azepin-2-one

(IIc). - The compound was prepared as described for Ila from
10 g of D-10=-camphorsulfonyl chlorideLl (mp. 67-68°) and 5 g
of I except for the work up which consisted of pouring the

reaction mixture into 40 ml of water, 100 g of ice and 5.6 g
of conc. HCl. Recrystallization of the white powder from n-

propanol gave needles, mp. 143.5-144.5°,

(*+)Hexahydro-5-(hydrogen phthaloyloxymethyl)-2H-azepin-2-one

(IId). - Phthalic anhydride, 14.8 g (0.1 mole), and (#)hexa-
hydro-5-hydroxymethyl-2H-azepin-2-one, 14.3 g (0.1 mole), were

dissolved in 125 ml of pyridine on a steam bath and heated for
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12 hrs. The pyridine was removed under reduced pressure
leaving a white solid. The solid was dissolved in a solution
of sodium carbonate and extracted twice with 100 ml portions
of chloroform. The addition of excess U N HC1 precipitated
the solid. Recrystallization from 1100 ml of n-propanol gave
25 g (86%) of fine white needles, mp. 198-201° (dec.).

(+)Hexahydro-5-(hydrogen succinoyloxymethyl)-2H-azepin-2-one

(IIe). - The compound was prepared as described for IId from
3 g of succinic anhydride and 4.3 g of I. However, the

viscous liquid obtained after evaporation could not be induced
to crystallize although it gave a correct elemental analysis.

IR(neat): 3280, 3150-2500, 2930, 1640, 1635, 1170 cm >.

Elemental Analyses

Calculated Found
c, H, N c, H, N
IIa 67.22 9.80  4.13 67.27 9.74  4.17
ITb 61.85 5.88 4.81 61.84 5,89 4,81
I1e¢® 57.13  7.61  3.92 51.31 7.35 3.92
IId 68.56 5.75 6.66 68.44 5,86 6.49
ITe 54.31 7.04 5.76 54,11  7.30 5.62

a) Caled.: S, 8.95. PFound: S, 9.00.
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Bps. and mps. are uncorrected. Microanalyses were per-
formed by Alfred Bernhardt Microanalytisches Laboratorium,
Mulheim (Ruhr), West Germany and by Spang Microanalytical
Laboratory, Ann Arbor, Michigan. A Bendix-Ericsson Type
143A polarimeter was used in determining optical activity
at the sodium D line.
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