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Has the time for hormonal contra-
ception for men finally arrived?
The idea has been around for 20
years or more but has been slow to
catch on, partly because men are
perceived to be reluctant to commit
themselves to a systemic method
(and women reluctant to trust them
to use it reliably). However, the
World Health Organization (WHO)
is now actively pursuing the use of
testosterone and progestagens as
male hormonal contraceptives, as are
several independent groups. Two UK
trialists, Dr Richard Anderson (MRC
Centre for Reproductive Biology,
Edinburgh) and Dr Fred Wu (St
Mary’s Hospital, Manchester),
believe that men are becoming more
interested in sharing responsibility for
contraception. “World wide, a third
of couples who use contraception
are already relying on three male
methods—condoms, vasectomy, and
withdrawal”, said Wu. “A hormonal
method will widen the choice.”

Research has also been held up by
technical consideration that ovulation
is physiologically easier to interrupt
than spermatogenesis. Ovulation is
suppressed naturally during preg-
nancy and lactation, but sperm
production continues without inter-
ruption from puberty to death.
Azoospermia is not easy to achieve
with hormonal manipulations, as
WHO has found. Testosterone enan-
thate, given as weekly intramuscular
injections at a dose of 200 mg, causes
azoospermia in about two-thirds of
men within 3 months and severe
oligospermia (<3 million sperm/mL
semen) in almost all the rest. In a 12-
month efficacy trial, in 1990, there
was one pregnancy among the
partners of 157 azoospermic men—a
failure rate of 0-8 per 100 person-
years (the pregnancy was “possibly
extramarital”). This is comparable to
typical first-year failure rates for
female injectable  contraceptives
(0-2-0-4) and better than those for
female oral contraceptives, intrauter-
ine devices, and condoms (3, 6, and
12, respectively).

According to David Griffin, of the
WHO Regulation of Male Fertility
Task Force, the failure rate for
oligospermic and azoospermic men
combined is slightly under 2 per 100
person-years, which suggests that the
risk for oligospermic men may be
unacceptably high. We should soon
know, since WHO is about to publish
its analysis of sperm levels in relation
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What prospects for hormonal contraceptives for men?

to pregnancy risk. Whatever the
outcome, the inability to achieve
azoospermia reliably must be
regarded as a serious limitation of the
method. Another is the injection
schedule, which forced five men to
withdraw from the 1990 study and
might account for some of the other
ten discontinuations attributed to
“unwillingness to continue”. Nine
men stopped because of acne, three
for increased aggressiveness or libido,
and two for and blood lipid
abnormalities. The nine divorces or
separations cited as reasons for stop-
ping warrant an explanation: were
they precipitated by increased aggres-
siveness?

Injections are necessary because of
the high circulating concentrations
needed to suppress spermatogenesis.

terone  replacement)  suppressed
sperm production more quickly and
more effectively than high-dose
testosterone. Wu, who is coordinating
the UK end of a two-centre trial (the
other centre is Seattle), thinks that
the low doses of testosterone needed
for replacement could eventually be
given as a dermal patch, but Griffin
doubts this.

At INSERM, in Paris, Prof
Etienne-Emile Beaulieu, who devel-
oped mifepristone (RU486), is
exploring a different approach (fig-
ure). In vitro, mifepristone immo-
bilises most sperm and prevents the
rest from fertilising hamster oocytes.
Sperm motility and penetration both
depend on a high intracellular
calcium concentration, which drops
sharply in response to mifepristone.

Two approaches to male hormonal contraception
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However, the longer-acting testos-
terone bucyclate, injected once every
3 to 4 months, offers a definite
advantage over the enanthate, and
WHO will be starting trials later this
year. The possible risks (prostatic and
cardiovascular disease?) and benefits
(eg, to bone and muscle metabolism)
of using androgens long term still
need to be assessed.

Progestagens, which  suppress
spermatogenesis in the same way as
testosterone (by inhibiting gonado-
tropin secretion) could offer an alto-
gether more acceptable alternative.
The catch is that they also block
secretion of endogenous testosterone,
which therefore has to be replaced.
WHO is planning to assess various
progestagens, such as levonorgestrol
and desogestrol, in combination with
a fixed (replacement) dose of testos-
terone enanthate. In a pilot study in
Indonesia in 1993 depot medroxy-
progesterone acetate (with testos-

Prevents cocyte penetration

In Beaulieu’s view, “mifepristone has
an obvious advantage over progesta-
gens, because it works immediately
and the effect lasts only a few hours”.
But his investigations are at a very
early stage, and there are many ques-
tions still to be answered. Nothing is
yet known about mifepristone’s speci-
ficity of action (it would have to
affect only sperm) or how long it
would remain effective in vivo.

Not all family-planning experts
think that the pursuit of new hor-
monal contraceptive methods for
men reflects true need. Prof Malcolm
Potts, of the University of California
at Berkeley, believes that research
efforts would be better focused on
a vaginal microbicide to prevent
HIV transmission. “That 1s low-
technology, achievable, needed, and
would save lives”, he comments. “A
‘male pill’ is none of these.”

Dorothy Bonn
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Na Tabela 4 verifica-se a distribuicdo dos farma-
cos indicados como abortivos. Observa-se que, em
1987, as medicacdes indicadas eram, principalmen-
te, de base hormonal. Administradas em associa-
¢des, muitas vezes rotuladas como “‘coquetel”’, sua
composicdo quase sempre era omitida a fim de pre-
servar o “'segredo profissional”. J4 em 1990, verifi-
ca-se um completa modificacdo deste padrao, quan-
do o misoprostol assume o papel principal nas indi-
cacdes, muitas vezes utilizado em associa(;éo com
o “‘coguetel” ou drogas de principio hormonal.

Tabela 4

Medicamentos indicados como abortivos por balconistas de
farméacia de trés diferentes bairros do Recite

Medicamento 1987 1990
N® (%} N? (%)
Cytotec* 34,9 26 (653,1)
“Coquetel” 18 (29,5} 9(18,4)
Hormoginase® 9 (14,8) 1(2)
Acet. medroxiprogesterona® 5(8,2) 00
Ginecoside® ) 4 (6,6) 142}
Maturon® 34,9 12
Agoniada baicuru 3149 240
Regutador Xavier 34,9 1142
Prostigmine 11,6 31(6.27
Outros(l) (2) 12 (1) 19,7 5(2)120,2) 7
Total 61 (100} 49 (100
{1} Provera, ciclocesterina, ofasting, filO1Craptcos, ante helminticos. anTiprotozoancos &

anubioticos.
{21 Kanakion, estandron P, {ormula secreta e compnmidos preparactos peto balcorista

Com relacdo a eficacia propagada, todos os bal-
conistas que indicaram, tanto em 1987 quanto em
1990, foram quase unanimes em afirmar que os far-
macos indicados eram infaliveis na inducao do abor-
to. Apenas os balconistas que indicaram outros me-
todos {procura do édico e charlataes) afirmaram que
uma gestacdo no curso de um més e meio Nao se-
ria “‘resolvida’ por medicamentos e, sim, através de
métodos invasivos. Os efeitos colaterais e riscos para
as usudrias foram sempre minimizados por esses
profissionais. Com efeito, eles faziam referéncia ape-
nas a nauseas e vOmitos, alem de hemorragia, quan-
do era usado o misoprostol. Com relacéo ao.concep-
to, a grande rnaioria dos balconistas afirmara serem
os medicamentos bastante danosos, inclusive com
a possibilidade de nascerem malformados.

Comentarios

Managa, em 1986, afirma que "a prética tdo co-
mum dos profissionais farmacéuticos (balconistas)
de empurrarem medicamentos a seus fregueses pa-
rece, levando em consideracdo os dados da pesqui-
sa, coisa do passado”’

Das quase 34000 farmécias existentes no Brasil,
apenas 4% sdo de propriedade de farmacéuticos
com nivel universitario.
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Cunha (1983) afirma que o atendimento nas far-
macias nao é feito diretamente por farmacéuticos,
mas sim por individuos sem nenhum treinamento
especial e, em geral, de muito baixa escolaridade.

O aborto voluntario é considerado pela legislacdo
brasileira com crime e é passivel de punicdes legats,
tanto para quem o realiza como para quem consen-
te em sua prética. Nota-se, no entanto, gue isto cons-

“titui um problema social, ndo cabendo aqui ser con-
- siderada a relevancia da Lei nerm 0s alos que se pra-

ticam neste sentido. Constata-se, porém, o fato de
que muitas mulheres, nos primeiros meses de ges-
tac3o, julgando gue o aborto ira solucionar os seus
problemas, dirigem-se as farmécias com o intuito de
receberem a orientacdo adequada. L3, ent3o, pres-
crevem-se medicamentos contendo altas doses de
estrogénios, progestogénios e alguns androgénios
que, além de terem todos eles eficacia duvidosa para
aquela finalidade, podem provocar efeitos teratoge-
nicos no feto, assim como reacdes colaterais graves
na propria gestantet.

O misoprostol, droga frequentemente indicada,
mostrou-se eficaz no esvaziamento uterino nos ca-
sos de mola hidatiforme, Todavia, sua utilizacdo pa-

ra 0 abortamento voluntéario ndo foi objeto de ne- |

nhum estudo, uma vez que sio ilegais 0s protoco-
Jos elaborados neste sentido.

No caso de ocitdcicos, também prescritos, so-
mente altas doses seriam eficientes para induzir o
abortamento. Além disso, mesmo na inducado do par-
10 a termo, essas substancias tém sido criticadas pe-
los efeitos indesejaveis que provocam no concepto
{(heperbilirrubinemia).

Outras drogas prescritas, como antibiéticos, fito-
terapicos, anti-helminticos e antiprotozoéricos, além
de sua ineficiéncia, sdo altamente contra-indicadoas
no primeiro trimestre de gestacao por nao se conhe-
cerem ainda os seus possivels efeitos teratogénicos.

Os “coquetéis’ (associacdo de varias drogas in-
jetaveis), indicados por balconistas, cuja composi-
cd0 na maioria das vezes é omitida, sdo ainda mais
NOCIVOS para as usuarias, uma vez que seus possi-
vels efeitos sdo imprevisivets.

Dada a gravidade, vale salientar que a indicacao
— com os respectivos enderecos — de “'parteiros’,
“especialistas em aborlamento cirargico’, for de trés
casos em 47 farmacias visitadas em 1987 e de qua-
tro casos, em b2 farmacias visitadas em 1990.

QOutro importante fato a ser considerado € o pe-
gueno numero de farmacias que, diante do pedido
de um método abortivo, negaram-se a fazer qualquer
indicac3o; apenas trés farmacias em 1987 e quatro
em 1990.

Conclusao

£ alarmante o numero de farmacias na cidade do
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