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Abstraci—Although the first pyridazine was obtained in 1886, this heterocycle was not thoroughly investigated
such isomers as pyrimidine and pyrazine especially in the field of drug development because pyridazine deriv-
atives do not occur as natural products, Recently medicinal chemists have an growing interest in the pyridazine
derivatives, since many pyridazine derivatives were found to possess various potential therapeutic activities. In
this paper sixty-eight pyridazine derivatives, which are already introduced as medicines or are being developed
as dmgs were classified according to their pharmacological activities, reviewed since 1955 and the relationship

of structure-activities was discussed.

Keywords [ | Pyridazine, 1,2-Diazine, antihypertensive, cardiotonic, anticoagulant, anxiolytic, anticonvul-
sant, anti-inflammatory, antiviral, antibacterial, antihistamine, choleretic, antidepressant.
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Fig. 1. Diazine isomers.
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Fig. 4. Vasodilator phthalazine derivatives.
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5 el 2 (Fig. 4. F2)1 Foll HEAA A2 hy-
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Fig. 5. Structures of antihypertensive hydrazinopyridazine de-
rivatives.
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Fig, 6. Structures of cilazapril, motapizone, CL-90,394, GYKI-
12743 and amezinium methyl sulfate.
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Fig. 7. Structures of pyridazinone cardiotonics.
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195115)(Thyes &, 1983; McNay 5, 1990; Kauffman 5,
1990), prinoxodan(RGW-2938) (Pendleton -, 1987; Barrett
&, 1990a; 1990b), CI-930(Bristols-, 1984; Guengerich,
1984; Warner-Lambert 5-, 1985), HE-30582(Evans, 1989;
Moersdorf 5, 1989), MCI-154(Kitada &, 1987; Narimatsu
=, 1987, Katayama %, 1987: Hosono =, 1987; Shibatas,
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(Hagiwara, 1984; Lanza, 1987), amipizone(Lehmann, 1981;
BASF AG. 1982; Thyes, 1983), imazodan(CI-914) (Steffen,
1986; Jafri, 1986), indolidan(I'Y-195115) (Robertson, 1986),
motapizone(Prop, 1986; Meanwell, 1990), pimobendan
(UDCG-115)Berger, 1985; Bitterman, 1988), CCI-17810
(Griffett, 1981; Lecker, 1980), Y-590(Mikashima, 1983;
1984), CI-930(Bristol, 1984). UDCG-212(Eldor, 1986)
<] et
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71e} & 72 3-pyridazinone XA o|ch(Fig. 10. F=).
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Fig. 9. Phthalazine structures of platelet cAMP phosphodie-
sterase Inhibitors.
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Fig. 10. Pyridazinone structures of platelet cAMP phosphodie-
sterase inhibilors.
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o] ‘bazinaprine(Kan, 1988; Biziere, 1985c)¥ SR-46559A
7} 9)2 bazinaprine 9] ZH4-717-2 minaprine? A}
w MAO HA|2H-= 9o},

B2k = endixaprinc(SR-41378)(Biziere, 1985a; Hallot,
1986)3} CL-218872(Albright, 1981; Lippa, 1979; Regan,
1981; Moreau, 19947} 212 endixaprine & HE-<lzhg-
ol2lell o B SARNES T ol AU A =
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Fig. 11. Pyridazine derivatives with anxiolytic, antidepressant
and anticonvulsant activities.
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Fig. 12. 6-Aryl-4,5-heterocyclic-fused pyridazinones as selective
phosphodiesterase (PDE) IV inhivitor.
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e 2} g pyridazine S-EH=(Piaz, 1977)
phosphodiesterase(PDE) 1V GAIZM-E- zk31glar A4 4
SRR HI) oY) 259 22 T AE XA EA
= glelAM Aol olelFig. 12. F2).

2HTEH|

B =golA oF 309 pyridazine Al AGAEA=
TEALZ FEAH 5AEL 2 oA ¥ Emor
fazone(M-73101)(Sato, 1980; Amino, 1979)2 19803+
Z YA Pentoil olEhz AEFWoE AgRYT
pyridazinone F2o] 4, 57} & HeJeolr}. Salazodine
(Academy of Medical Science, Moscan, 1989)2 sulfamine
F} salicylic acid’} azo 712 AgE 71& ZET glow D-

GHo
A OOH
o D N-N

c
QCzHs N [o] —
p—

Salazodine
B
o
N

o]

Emorfazone

D-21151

Fig. 13. Pyridazine devriatives with analgesic and anti-in-
flammatory activities.
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Fig. 14. Phthalazine derivatives with antidiabetic activities.
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Fig. 15. Aminopyridazine derivatives with antineoplastic activi-
ties.
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Fig. 16. Pyridazine nucleosides with antiviral activities.

AT= wFEA Z8E vk gloh 4-Aminopyrrolo[2,3-
dlpyridazine nucleoside[T](Meade, 1992)%= cytomegalo-virus
of A& jeldal imidazo[4,5-d]pyridazine nucleoside[TI]
(Bussolari, 1993Y= L1210 leukemia®t B, melanoma cello]]
H&l A&7} $givk. 4-Chloro-3-oxido-1-B-D-ribofura-
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7338 A 2L el o] 6-aza-3-deazauridine[IV]
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A EAE ehdoFig. 16, FE).
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