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Pyridoxal isonicotinoy! hiydrazone (PIH) is a highly effective compound in the
management of iron overload in animals. The reproductive effects of this compound
were sludied in rats. PIH doses of 100, 200 and 400 mg/kg body weight given orally
for 20 consecutive days produced no effects on rat's estrus cycle. When these rals
were caged with males and the PIH doses mentioned were continued feeding till
day 7 of pregnancy, it was found that PIH could interfere with implantation in sonme
rals. Male-mediated effect of PIH on implantation was also siudied. Male rals were
fed with PIH at doses of 100 and 200 mg/kg body weight for one month before they
were housed wilh proestrus femaies. Al mated rals were pregnant and no significant
differences (at p = 0.05) in the number of implantation sites were found in these
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pregnant rats as compared o those mated with the conlrol males.

INTRODUCTION

Pyridoxal isonicotinoyl hydrazone (PIH)
is a complex of pyridoxal hydrochloride and
isonicolinic acid hydrazide (INH) in equimolar
amounts. It is a highly effective compound in
the management of iron overload in rats when
given orally!™). Toxicological data of this
compounds are limited. There was a recent
report of PIH on acule toxicity in mice and rals
and subchronic toxicity in rats®. In the pre-
sent study, the effects of PIH on estrus cycle
and implantation in rais were performed. In
‘dition, male-mediated effect of this com-

pound on implantation was also sludied.

MATERIALS AND METHODS
Eftect of PIH on Estrus Cycle in Rats

Forty femaie Wistar rats (145-150 g), from
the National Laboratory Animal Center-Salaya,
with regular estrus cycles were divided into 4
groups of 10 animals. PIH (prepared by oxi-
dation of pyridoxine HCI to pyridoxal and
reacted with INH - described elsewhe %)

was dispersed in distilled waler and doses of
100, 200 and 400 mg/kg body weight were
given to each group by gavage with a feeding
needie for 20 consecutive days. Water was
given to the control group. Vaginal smearc
were performed every morning. The smears
v e I with meihylene blue (0.5%
solution) and examined microscopically at
200X.
Effect of PIH on implantation in Rats

All fermale rats mentioned above were
caged with males. PIH doses of 100, 200 and
400 mg/kg body weight were kept on feeding
the females. The day when sperm were pre-
sentinthe il "snu sy " signated as
day 1 of pregnancy. The females, mated at the
first or second estrus stage were then used.
PIH and water were still given consecutively
fronyday 1 till day 7 of pregnancy. Laparotomy
was performed under ether anesthesia on day
9 of pregnancy. After laparotomy, the females
were allowed 1o complele gestation.
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Effect of PIH on Male-Mediated implaniation
in Rats

Twenty-five male Wistar rats (250-280 g)
were divided into 3 groups of 8-9 animals. PIH
doses of 100 and 200 mg/kg body weight were
given by gavage with a feeding needle. Water
was given to the control group. The animais
were fed for 1 month before they were indi-
vidually housed with the proestrus females
{150-170 g) with regular estirus cycles (one
male per one female). Vaginal smears were
taken and examined daily. Unmated fermale
rats were replaced by the new proestrus
fernales. PIH or water was withdrawn when
sperm were found in the vaginal smears.
Statistical Analysis

Results were analysed by Student's t-
test. P-value of tess than 0.05 was regarded
as statistical significance.

RESULTS
Effect of PIH on Estrus Cycle in Rats
PIH doses of 100, 200 and 400 mg/kg
body weight given orally to female rals for 4-5
consecutive estrus cycles produced no sig-
nificant changes in the period of estrus cycle.
The average cycle length was in the range of
4-5 days. The epithelial cylology found in
vaginal smears was normal, i.e. proestrus,
estrus, metesirus and diestrus.
Implant  »n in 3
PIH doses of 100, 200 and 40 mg/kg
body weight given 1o rats for 4-5 consecutive
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estrus cycles and continued feeding till day 7
of pregnancy could interfere with implantation
in some rats as indicated in Table 1. Resarbing
sites were delecied in certain gravid and non-
gravid uteri from the trealed groups. However,
no significant differences {alt p = 0.05) were
found in the number of implantation sites in
pregnant animals from the treated groups as
compared to those from the control group. All
pregnant rals exhibited normal gestation
periods (22-24 days). The litters were examined
externally and no abnormalities could be
observed.

Effect of PIH on Male-Mediated Implantation
in Rats

All male rats from PIH treated and con-
trol groups mated with the females at the first,
second or third night. A lot of sperm were
detected in the vaginal smears taken from
female rals mated with the males from any
groups. All mated rats were pregnant and the
number of implantation sites were indicated
in Table 2. No significant differences {at p =
0.05) were found in the number of implantation
siles in pregnant rais maled with the treated
males as compared to those mated with the
control males. Serving behavior was occa-
sionally observed and no differences were
found between treated and control males. No
external abnormatities could be detected
when their litters were examined externally.

Table 1. Effect of PIH on implantation sites in rats

Dose No. of pregnant rais No. of implantation No. of lilter
(mgfkakday) No. of rais mated sites {(meant _._.A) sizes (mean 1 SEM)
water 8/8 813 £ 095 713 * 0.69
(10, 5, 12, 5, 8, 6, 11, 8) (10, 5,9, 5, 7, 6, 9, 6)
100 6/8 817 098 733 + 0.1
{12, 8,10, 7, G, 6) {10, 8,8, 7, 5, 6)
200 419 725 £ 1.1 6.50 £ 0.96
(9. 5. 5, 10} (7.5, 5 9)
400 4/9 8.75 1.88 750 £ 128
(10. 8. 4, 13) (8. 8,4, 10)
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rats for 20 consecutive days before the ani-
mals were caged with the males, and con-
tinued feeding till day 7 of pregnance could
interfere with implantation in some rats. PIH
at doses of 100 and 200 mg/kg body weight
had no effects on pregnancy when these PIH
doses were given to male rats for one monih
before they were housed with the females.
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