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ABSTRACT
Two simple, sensitive, and selective spectrophotometric methods have been described for the

determination of the psychoactive drug, thioridazine HCl (THZ) in dosage forms and in
biological fluids. The methods are based on the reaction of THZ with measured excess of
KMn04 under acidic conditions followed by the determination of unreacted oxidant using indigo
carmine and methyl orange. Optimization of the different experimental conditions is described
for both methods. The methods have been successfully applied to the assay antipsychotic drug in
pharmaceutical formulations and biological fluids. For toxicological studies, Twenty-eight
mature albino rats of both sexes were used for toxicological studies. The rats were divided
equally into four group's seven rats from each sex intraperitoneally administered THZ (5 mglkg
B. wt) once daily for one month, seven rats from each sex served as control. Results revealed
significant increase in the level of the enzyme activities of both superoxide dismutase (SOD) and
catalase and significant decrease in gonadotrophins hormones luteinizing hormone (LH) and
follicular stimulating hormone (FSH) in serum samples of treated groups. Histopathological
findings of liver, brain and the reproductive organs proved the previously mentioned results.

INTRODUCTION

Thioridazine hydrochloride (THZ), the
hydrochloride of 1O-[2-(lmethyl-2-piper­
idyl)ethyl]-2-methylthiophenothiazine, is a
phenothiazine neuroleptic drug used for the
treatment of schizophrenia and other psychiatric
disorders (1). Phenothiazines also possess
antiemetic, sedative, antipruritic, antidyskinetic,
analgesic and antihistaminic properties (2).
Thioridazine has been known as one of the most
potent phenothiazines, which inhibit
trypanothione reductase irreversibly (3),
Additionally, thioridazine was effective in the
treatment of sweating (4), as an antidepressant
and sedative drug. The ranking of
phenothiazines, in terms of cytotoxic activity
corresponds with that reported in the literature
for calmodulin-inhibiting potency. The principle
pharmacological function of phenothiazine is
related to their ability to inhibit dopaminic
receptors of CNS. Because of this, are able to
create an indifferent psychomotive being very
effective in stress situations. For this reason, they
are suspected to be administered in animals, in
order to decrease their motive activity and
aggressiveness (5). It is conjectured that the

cytotoxic effect of phenothiazines could be
wholly or partially explained based on their
interaction with calmodulin. The most toxic drug
tested was thioridazine with SCH3 at position 2
and the amino group incorporated into a
piperazine ring. Thiorizadine also showed the
greatest degree of specificity for hypoxic cells
(6).

The phenothiazine - derived antipsychotics,
namely chlorpromazine and thioridazine, have
been associated with very rare but severe
incidences of hepatotoxicity in patients. While
the mechanism of idiosyncratic hepatotoxicity
remains unknown, it is possible that metabolic
activation and subsequent covalently bending of
reactive metabolites to cellular proteins play a
causative role (7).

Due to the clinical importance of thioridazine
hydrochloride, it is significant to establish a
simple and sensitive method for its
determination in biological fluids. Different
pharmacopoeias recommend the determination
of thioridazine base or the hydrochloride by
titrating the drug in glacial acetic acid and acetic
anhydride against perchloric acid. The BP




























