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TAUTOMERIC FORMS OF THE BENZOTHIAZOLYL
DERIVATIVES OF g-DICARBONYL COMPOUNDS

Halgai l., Regec V., Zahradnik P.

Cepartment of Crgamic Chemistry, Faculty of Science,
Comenius University, 816 00 Brotislova

2-Benzothiazolyl derivotives of ‘g-dicarbeny! compounds moy
exist in several tautomeric forms. Recently, on the basis of nmr
spectra, the diketo form 1 was discarded ond the thiozoline
form Il was suggested for ethyl malonate, ethyl acetoacetate,
ethyl cyancacetate and malononifrile derivatives.
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We hove prepared the compounds quoted (extended by ocetyl-
acetene derivative) by the reaction of 2.iluorobenzothiazole
with sodium salts of appropriote C-acids in ether or THF. For
ethyl ocetoacetate and acetylacetone derivatives we have alsc
considered the eno! form Il {Z = CHs, OCzHs}. As compara-
tive samples we have synthetised N-methyl derivatives |V and
complexes V:
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Spectroscopic and quontum chemical investigations hes been
performed to confirm or deny the thiazoline and enol forms.
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YLIDES OF MALONYL HETEROCYCLIC COMPOUNDS

Thomes Keppe®, Gertraud Korbuly ond Wolfgeng Stadibauer
Institute of Crganie Chemistry, University of Graz, Austria

During the course of work on sixmembered mesoionic com-
pounds of type- 1, containing the negatively charged malonyl
residue, we became interested in ylides of malonyl heterocyclic
compounds (2) in which the positive charge is locoted outside
of the heterocyclic ring system. For a comparative study a num-
ber of synthetic routes for the preparation of pyridinium., iodo-
nium-, sulfonium=, and phosphonium-ylides {2} hove been de-
veloped,
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We have already described the synthesis of pyridinium-ylides
from dichloro-1) and monochlore-malonyl derivatives?). We have
now found, thot iodonium-ylides, which -are readily obtoined
from malonylheterocycles and aryliodonium diacetates, are
converted to pyridinium ylides with pyridinine in the presence
of acids, Without acidic cotalysis rearrengement to arylethers
tokes place, These recctions are examplified with coumarin and
carbostyril derivatives according to the following reaction
scheme:
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The iodenium-ylides 3 undergo a thermal rearrangement yiel-
ding the 3-icdo-4-arylethers 4, which can be converted by pho-
teeyclization to beszofuran derivatives (f 0. 4, X = O, —

wcoumestan”). However, with pysidine in acetic acid the pyridi-
nium-ylides 5 are obtained. The recction of isatoic anhydride
(6) with the pyridinium betaine 7 yields the ylide 5 (X = NH),
too,

The correspending phosphonium- and sulfoniym-ylides can be
prepared by exchange reactions starling with iodonium-ylides,
howaver, the latter ore alse obicined from the unsubstituted
malonyl heterccycles and sulfoxides with ocetfic anhydride as
dehydrating agent.
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CONFORMATIONAL ANALYSIS CF MORPHINE-FYPE OPIATE
AGONISTS AND ANTAGONISTS. RELATIONSHIP BETWEEN
THE CONFORMATION OF THE PIPERIDINE RING IN THESE
QPIATES ANG THE TYPE OF THEIR ACTIVITY {AGONIST QR
ANTAGONIST)

Vera M, Kolb

Department of Chemistry and Bicchemistry, and Medical Scholl,
Southern lllinois University, Carbondale, lllinois, 62001, USA

Qualitotive conformational anclysis of noloxone (I, an opiate
antagonist) shows that the overcll stability of nalexone is gre-
ater when the piperidine ring is in the skew boat conformation
{N-aliyl pseudo-equatorial) rather thon the chair canformation
{N-allyl equoterial) since in the latter. conformation there are
unfavorable interoctions between the N-allyl group and the
ring B. The most stable piperidine confermation of oxymorphone
(i, an opiate agonist) is, however, o chair form {N-methyl equ-
atorial}. The results of this conformational analysis revealed
a new aspect of the structure-activity relationship of morphine-
-type agonists and antagonists and led ta a proposal of a new
opiate-receptor medel (V. M. Kolb, 1. Pharm, $¢i, in press). The
salieni features of this new opiate-receptor model cre: (1) Only
one recepter canformation is necessary for the biading of opi-
ote agonists and antagonists; (2) The receptor possesses two
amine -binding sites (ABS) - agonist ¢nd antagenist; (3) Ago-
rists and antagonists intecact vig their nitrogen lone-pair elec-
trons with the respective ABS; (4} In naloxare {l), for exomple,
the -antagoenist effect is derived indirectly through the N-allyl
group which sterically forces the N-lone- pair lobe in the di-
rection of the antagonist ABS. According to this model, the re-
spective conformations of naloxone, an ontagonist, and oxy.
morphone {[l), en agonist, required for binding to the recentor,

. are Hlustrated:
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SYNTHESIS OF 1-ALKYL- and 1-ARYL-3-(2-PYRIDYL)
ISOQUINCLINES

P. . Pijper*. H. vaa der Goot and W. Th, Nouta,

Department of Medicinal Chemistry, Vrije Universiteit,
De Beglelaan 1083, Amsterdom, The Netherands

fn an investigation concerning the anti-Mycoplasma activity
of compounds possessing the 2.2-bipyridyl skeleton it was found
that ortho substitution has o pronounced positive effectl}. To
study the influence of substitution on the anti-Mycoplasma acti-
vity in more detail o serles of 1-alkyl- and 1-aryl-3- (2-pyridil)iso-
quinclines was prepored. For the synthesis of isoquinolines the
Bischler-Napieralski reaction is ofien oppiicated. In this woy
the preparation of the 1-(2-pyridylisoquinolines 3a and 3b
indeed could be accomplished,

Cj/ \rCHg 3 OO 3
POCLy 7 Bast =

| — 3

i S O

=

R
o
Ja Red
2

Lo = 3b RetH,

This re_ac.;‘.ion fails, however, in the synthesis of 3-(2-pyridyl)iso-
quinclines é. Instead of o 3,4-dihydroisoquinoline 5 an imidozo
[1.3-a]pyridine 7 is formed.
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To prevent this reaction the pyridine ring of the nmide 4 was
quaternized. Under Bischler-Nopleralski conditions the ring-
closure how could be effectucted, leading directly to the iso-
quinofine 9, After demethylation the desired product 10 could
be isolated.
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DEVELOPMENTS IN CHEMISTRY OF NITROGEN ANALOGUES
OF FLUORENE

1. Mtochowski®, K. Klae, Z. Szule

Institute of Orgonic ond Physical Chemistry, Polytechnical
University, 50—370 Wroclow, Polond

In connection with the considerable current interest in the
chemistry and biclogical activity of some azeflusrenone aad
azofiuorene desivatives we report a convenient synthesis of this
¢loss of compounds and results of their N-alkylotion and oxid-
ation. Monoazaphenanthrenes (I} and phenanthrolines {1V}
were used as starting moterials. Treatment of 1- and 4-azo-
phenanthzene with 1:05 in ocetic acid alforded azaphenan-
threne-3.6-diones which were converted to 4- ond 1-azeflucre-
nanes (i} respectively, by rearrangement in clkoline medium.
The next step was reduction of (11} with hydrazine to moncazo-
flusrenes (I
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Phenanthrolines (IV} were oxidized directly by means &f per-
mangonate in alkaline medium to 1,5-, 2,5-, 4,5- and 1.8-dicza-
fluorenones (V) which were reduced with hydrozine to give
diazafluorenes (V1}.
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