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ABSTRACT
The present study was carried out to study the effect of ciprofloxacin (CYP-450 inhibitor)

and rifampicin (CYP-450 inducer) on some endogenous steroidal hormones (estradiol,
progesterone, testosterone and cortisol) and exogenously administered progesterone and
testosterone hormones in mature male & female rats. Ninety mature male and female rats were
divided into 9 equal groups (each of 5 males and 5 females). The first group was left without
treatment and kept as normal control group. The second group was given ciprofloxacin in a dose
of 1.8 mg/IOO gm. B.wt. i.p daily for 5 days. The third group received rifampicin (2.25 mg/IOO
gm) i.p for 5 successive days, the 4th group received testosterone 2.5 mg/IOO gm) given as a
single s.c dose 24 hours before blood sampling and served as testosterone control group, the 5th

group received progesterone (1.25 mg/IOO gm) as a single s.c injection 24 hours before blood
sampling and served as progesterone control group. The 6th and 7tli groups received ciprofloxacin
plus testosterone and/or progesterone respectively in the same doses given before. Whereas, the
8th and 9th groups were given rifampicin + testosterone and/or progesterone respectively in the
same doses. Blood samples were collected after 24 hours of fasting for preparation of serum
samples. The results revealed that the administration of the test drugs alone or in combinations
with either testosterone or progesterone for 5 successive days afforded a significant decrease in
the levels of steroidal hormones under investigation when compared with their respective control
groups with few exceptions as follows: A significant increase in serum estradiol level of the 4th

and 9th groups of male and female groups. A significant increase in serum progesterone and
cortisol levels of the 4th ,7th and 9th groups of male and female rats. From the obtained results we
can conclude that care must be taken when using ciprofloxacin and/or rifampicin because of their
drug -drug interaction as well as their effect on endogenous steroidal hormones.

INTRODUCTION
Drug metabolism is the main process

responsible for biotransformation of different
xenobiotics (foreign compounds) in the body to
be water soluble and thus more readily excreted
in the urine or bile (l).

The biotransformation reactions of
xenobiotics are catalysed predominantly by
CYP-450 enzymes which are found most
predominant in the liver and to a lesser extent in
the extrahepatic tissue, like intestine, lungs and
other organs (2). Therefore, the CYP-450
enzymes are responsible for the metabolism of
numerous xenobiotics, including therapeutic
drugs, environmental chemicals, and dietary
constituents, as well as endogenous compounds
as steroids, vitamin D and bile acid (3). The
CYP-450 enzymes may play also an important

role in biosynthesis of cholesterol, steroids and
thromboxane A2 (4).

Some drugs may cause induction or
inhibition of CYP-450 enzymes which may alter
the metabolism of these enzymes substrates
either the endogenous compounds or other
administered drugs.

The fluoroquinolones are an extremely
popular class of antibacterials which have gained
Widespread use in the treatment of a broad range
of bacterial infections, owing to their broad
spectrum of activity and the convenience of their
i.v. and oral dosage formulations (5).
Ciprofloxacin and norfloxacin were found to
inhibit CYP3A and CYPIA-mediated
biotransformation by a competitive inhibition and
that they have the potential to cause drug
interactions with agents metabolized by these
enzymes (6).
























