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There is a worldwide need to develop more contraceptive options for men and women...

The World Health Organisation has emphasised a need for new
contraceptive options for men and women in both developing and
developed countries. Increased contraceptive choice will improve
family planning, which has the potential to reduce poverty and
hunger, avert some 30% of maternal and infant deaths and improve
long-term environmental sustainability. Even in developed countries
unplanned pregnancies are common and discontinuation rates for
many contraceptives approach 50% after one year. Clearly, existing
contraceptives are not meeting the demands of society.

Our research

Researchers at Prince Henry's Institute (PHI) are leading the way
in the search for new male and female contraceptives. We perform
clinical trials on new contraceptives and are searching for new
targets for contraception in males and females.

PHI researchers are:

PHI researchers are undertaking a strategic research program
aimed at finding new contraceptive targets for men. While
hormone-based contraceptives show promise, it is generally
agreed that contraceptives that are not hormone-based but act
directly and specifically on sperm production in the testis are
likely to offer improved effectiveness, safety and acceptability.We
have identified a number of cellular processes in the testis that
are essential for sperm production. We are now elucidating the
proteins that are important for these processes and are searching
for proteins which, when inhibited, would rapidly and reversibly
block sperm production and release.

The use of hormones (testosterone as well as types of
progesterone) to suppress male fertility is a promising approach
to male contraception, and various formulations have been shown
to be very effective in reversibly blocking sperm production in
men. The principal of these contraceptives is similar to the oral
contraceptive pill in women and involves “tricking” the brain to
stop it releasing hormones needed for fertility. PHI researchers
have been involved for a number of years now in trailling such
contraceptives in men. Different formulations (eg. implants, long
acting injections, oral forms) and combinations of hormones are
explored, and their ability to suppress sperm production and their
impact on other parameters of male reproduction and health, are
examined. We aim to find contraceptives that effectively suppress
sperm production in all men, have limited side effects, are
reversible and suitable for long term use.

One in four Australian pregnancies are unwanted and many more
are unplanned. There is a strong need for additional contraceptive
choices for women as many cannot tolerate hormone-based
contraceptives, while others would prefer contraception that can
be used on an occasional basis. Sexually transmitted diseases
claim the lives of millions of women across the globe. New forms of
female contraception, particularly those that may have a dual role
in preventing pregnancy and STD infection, are needed to reduce
these alarming statistics. Our research findings have provided a
target for a unique female contraceptive. We have discovered that
the molecule PC6 (proprotein convertase 6) is a critical maternal
factor for embryo implantation and that when this molecule is
inhibited in mice, implantation is prevented. Importantly this

molecule has also been linked with HIV infection. This research
provides the basis for a unique contraceptive that not only blocks
pregnancy but reduces HIV infectivity in women. PHI researchers
are also investigating other important targets for female contraception,
such as molecules called cytokines. Mice lacking certain cytokines
are unable to reproduce because their embryos cannot implant in the
womb. With our collaborators at the Walter and Eliza Hall Institute of
Medical Research, who have developed novel inhibitors for two of
these cytokines, we have now shown that administering the inhibitors
to mice just after mating can stop the mice establishing a pregnancy.
These studies are an important first step in the design of new, more
direct contraceptive methods that do not rely on hormones.

It is estimated that over 20 million women worldwide use progestin-
only contraceptives, such as Implanon. These contraceptives

have the advantage of being long acting, however around 25 per
cent of women are forced to terminate the use of progestin-only
contraceptives because of uterine bleeding problems. Researchers
at PHI are investigating the causes of this bleeding so that we

can find ways to improve the acceptability of these types of
contraceptives. We have developed a mouse model that receives
small pieces of the Implanon implants; the uteri of these mice
develop many of the same features seen in women using such
implants. We are testing how short-term treatment of these mice
with certain substances may change the tissue so that it is not
predisposed to bleeding. We are also involved in a national clinical
trial to test new short-term treatments for the bleeding problems
associated with the use of Implanon. The pilot study from this

trial has been extremely encouraging and has enabled the team

to devise what they hope will be even more effective treatments

for trailling in the second phase of the study. Some of these
treatments are also being tested in our mouse model to gauge their
effectiveness and determine the underlying mechanisms.

Find out more

If you would like to read more detailed information about this
important research, please visit our Research In Depth
section of our website and review the Uterine Biology Group’s,
Males Reproductive Endocrinology & Metabolism Group’s, and
Reproductive Hormones Group’s research reports.

Your support inspires our research!

You can support this important research in a number of
ways; donations, named funds, bequests, corporate
support and so much more.

For more information, or to make a donation,
kindly contact

Prince Henry’s Institute
PO Box 5152

Clayton VIC 3168 Australia
t: 6139594 4372

f: 6139594 6125



