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The, discovery of the Parkinson-like effects of tremo-
#rine  and |]ater of oxotremorine has initiated extensive
_ work | nticholinergic ' agents, which are relatively
pecific’ in exerting central anticholinergic activity as
opposed| to | peripheral effects (1-3). Several series of
¢/ compounds, which are structurally related to
| with | specific structural changes| to afford
ic ' activity, have been synthesized. These
id - (4-5), esters (6-9), cyclic imides (10-15)

other| derivatives. Compounds structurally
Lto Xotremorine were also investigated. Amony
ere;ajnumber of di-, tri-, and tetrapeptides which
ally related to melanostatin (Pro-Leu-Gly-
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i Th péptiqz;s tested for the inhibition of exotremorine
uce tremor in mice. It was found that di- and tetra-
udps vere .inactive while tripzptides of the general
u-Gly-X) were active oxotremorine
only whenn X = NHR, (R = H, GH,), (16).
[t was' felt ‘that the svnthesis of L-5-[N-(4-tert-amino-
i 2-butyny] carbamoyl]-2-pyrrolidones and their race-

hich involves the substitution of the two amino
TR

ary The synthesis of L-5-!N-(4—mr1—amino-2-butynyl-carbamoylI-Z-pyrrolidoncs and their ra
“pounds haye been| investigated for the blockade of oxotremorine in intact mice. All the
: ;vitxexg;p;;phgselin which the cyclic amine is 2,6-dimethylpiperidinc. No significa
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,“ La synthése de L-[(N-rert-amino-4 butynyl)carbamoyl]-5pyrrolidones-2
la 'Souris' afin de déterminer le blocage (de I'oxotrémorine. Tous les dérivés de la pyrrolidone-2
xotrémorine sauf ceux dans lesquels I'amine cyclique est la diméthyl-

Zusammenfassung. — Studien, die zur Synthese von L-5[N-(4-rert-Amino-
fﬂhnen;?sinq beschrieben. 'Diese Verbindungen wurden auf ihre blockierende
; ;I’;yrrolidonderjvate zeigen tremorolytische Wirksamkeit, mit Ausnahme derer. dessen cyklisches Amin 2
inesignifikanten Unterschiede zwischen der Wirksamkeit der L-Isomere und der R
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thesis and biological evaluation of L-5-
[N-(4-tert-amino-2-butynyl) carbamoyl]-2-
yrrolidones and their racemates
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cemates is described. These com-
2-pyrrolidonc derivatives show tremorolylic acti-
:nt differences between the activity of the L-isomer and

2 et de leurs racimiques est décrite. Ces composés ont
montrent une action anta-
2,6-pipéridine. Aucune différence significative n'a été

pyrrolidone-2 entre les isoméres L et leurs racémiques.

2-butynyl) carbamoyl|-2-pyrrolidonen und ihrer Racemate
Wirkung gegeniiber Oxotremorin an intakten Miusen unter-

,6-Dimethylpiperi-~
acemate der 2-Pyrrolidonderivate konnten

acids (Leu-Gly) in the active Glu-Leu-Gly-NHR  tri-
peptides by a 4-rer-amino-2-butynylamine, may resul:
in_strong oxotremorine antagonists. Such modification
takes into consideration ihe importance of the amino-
alkynyl moiety to the active oxotremorine antagonists.
The new compounds may represent a novel approach in
the design of oxotremorine antagonists, sincs hybrids of

peptide and non peptide structures are rarcly found in
the literature.

CHEMISTRY

The Mannich reaction of N-propargylphthalimide with
paraformaldehyde and various selected cyclic amines in
peroxide-free dioxanc in the presence of a small amount
of cuprous chloride yielded 50-70 % of N-(4-zert-amino-
2-butynyl) phthalimides (17). Reaction of the N-(4-teri-
amino-2-butynyl) phthalimidss with hydrazine hydrate
followed by the addition of hydrochloric acid yielded
the hydrochlorides of the 4-tert-amino-2-butynylami-
nes (11). The free basz was generated through treatment
with potassium carbonate (ether) in 40-60 % vield. In
most cascs, an additional by-product, an N,N’-bis-(4-
tert-amino-butvnyl) phtalamide (Table 11) was isolated
from the hydrazinolysis reaction.





