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Summary: The effect of some antihistarninic drugs namely antazoline hydrochloride, diphenhy.
drarninr- hydrochloride and mepyramine maleate has been investigated on the oestrous cycle in
a.lbino rats. On daily intraperitoneal administration, for 6 days, all the three drugs (10· mg/t'g)
significantly (p<0.001) prolonged the duration of oestrous cycle. The duration of subsequent cycle
returned to near normal.
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INTRODUCTION

Histamine has been reported to play some role in the mediation of the actions of reproduc-
tive hormones (5, 6, 9). On daily parenteral administration, for eight days, histamine produces
histological changes in the vagina of rats which are characteri tic of pro-oestrus and oestrus, and
concurrent administration of ant ihistaminic drug pyrilamine maleate results in a quiescent vaginal
mucosa characteristic of dioestrus and metoestrus (4). Like histamine, the intraluminal appli-
cation of oestradiol produces hyperaemia, vasodilation and oedema in the uterus and antihista-
m ines, like diphenhydramine and chlorpheniramine, block these changes (8). Further, uterine
histamine concentration is significantly reduced during oestrus phase of the cycle (2,6,7) as also
during oestradiol-induced oe trus (3, 6, 7) in rats. The e findings suggest that the action of oes-
trogens in the regulation of oestrous cycle is possibly mediated through the local release of endo-
genous uterine histamine. The present investigation deal with the effect of some antihistaminic
drug on the duration of oestrous cycle in normally cyclic rats.
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Healthy female albino rat (J 20-180 gm) maintained at room temperature (23-33T) were
screened for the regularity of oestrous cycle for 20-25 days. Rats with regular oestrous cycle of
4-5 days were selected for further study. Distilled water was instilled into the vagina, the vaginal
contents were aspirated out and smears prepared. Different phases of the oestrous cycle were
detected by the microscopic examination of the vaginal smears. The criteria used for differen-
tiating the stages of the oestrous cycle were those of Alien (I). Separate smear records were main-
tained for individual animals.
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The drugs (10 mgJkg) were injected, intraperitoneally, in two divided (9.30 AM and 5.30
PM) doses, daily, for six days, and the vaginal smears were examined during and after this period
till the individual animals showed normal oestrous cycle. Thus, each rat served as its own control.

RESULTS

The results are presented in Table 1. The duration of oestrous cycles in untreated control
rats was 4-5 days. All the three antihistaminic drugs significantly (P<O.OOI) prolonged the
duration to 11-12 days. However, the duration of the subsequent oestrous cycle returned to near
pre-antihistamine level and, thereafter, animals had normal and regular cycles.

TABLE I: Effect of intraperitoneally administered antazoline, diphenhydramine and mepyramine on duration
of the oestrous cycle of albino rats. P values calculated by student's 't' test. (5 rats in each group).

--- ----1---.. ----------- - - - - --- __
Average±S.E. duration (days) of oestrous cycle

Drugs
Before treatment During treatment

4.60±0.13 11.00±0.90*

Diphenhydramine
h\drochloridc- 4.20±0.29 1I.OO±1.00*

~Iepyraminc-
maleate 4.90±1.00 11.60±1.10*

,----~-.------------- --- ----------
SE.- Standard error

* - P,O.OOI

DISCUSSIO

In the present study, all the three antihistaminics (antazoline hydrochloride, diphenhyd-
ramine hydrochloride and mepyramine maleate) significantly (P, O.00l) prolonged the oestrous
cycle. Significant changes in the uterine (2, 8) and blood (5,6) histamine levels have been observed
during different phases of the oestrous cycle. Also, antihistaminics block the oestradiol (8) and
hi tamine (4)-induced histological changes in the uterus and vagina. It is, therefore, likely that
the prolongation of the duration of oestrous cycle by the antihistaminic drugs, as observed here,
may pos ibly be due to their ability to block the action of oestrogen-influenced endogenously
relea ed histamine.
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