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O

ver the last decades, pyridazine derivatives are considered “privileged structures” due to their important applications from
pharmacological, industrial, and synthetic points of view. On the other hand, pyridazinones derivatives were found to
possess a large range of biological activities, including anticancer, anticonvulsant, antimicrobial, analgesic, anti-inflammatory,
antihypertensive, etc. Morover, some N-unsubstituted and N-substituted pyridazineones are already drugs in therapy. As
part of our ongoing research in the field of azaheterocycles derivatives, we present herein the synthesis and stereochemical
studies of some acetylhydrazines derived from bis-pyridazinones. The synthesis is straight and efficient, involving only two
steps: the N-alkylation of bis-pyridazinones with 2–bromoalkyl esters followed by a subsequent treatment with hydrazine,
the desired acetylhydrazines bis-pyridazinones being obtained. The NMR studies (1H, 13C, 2D HMBC) at room temperature
reveal a conformational equilibrium of acetylhydrazine bis-pyridazinones, the obtained compounds being a mixture of Z-sc
(around 90%) and E-ac (around10%) conformers. The noediff 1D experiments prove unambiguously the above considerations,
only the major isomer Z-sc shows a strong NOE between the hydrazidic NH and the –CH-R group. In order to overcome the
rotational restriction of acetylhydrazine bis-pyridazinones and to find the coalescence temperature, temperature dependence
1
H NMR study concerning conformational equilibrium has been performed, indicating the presence of a single stereoisomer
at temperatures higher to 80 °C, the Z-ac conformer.
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