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Impact of androgen deprivation therapy on sexual

function: a response
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Dear Editors,

We appreciate the growing interest in sexual health for cancer
patients and survivors. Mazzola and Mulhall’s recent paper,' however,
creates the impression that rewarding sex is not possible for prostate
cancer patients on androgen deprivation therapy (ADT). This impres-
sion, we believe, is not scientifically justified, and may be a disservice to
prostate cancer patients and their partners in that it could act as a
negative placebo, i.e., the opposite of an aphrodisiac. It was unfortunate
that the authors did not use their paper to explore positive pathways for
sexual interaction and arousal among ADT patients. Instead, readers
may be left with a rather discouraging outlook on the prospect of sexual
intimacy and pleasure for androgen-deprived cancer patients.

Historically and culturally, there are data to show that castrated
males are not obligatorily asexual. While most historical eunuchs were
castrated before puberty, they were considered to be everything from
asexual to hypersexual depending on the culture.” Postpubertal
eunuchs, whether the one million Hijra of India® or the contemporary
Westerners castrated (frequently by self-surgery) as treatment for
Male-to-Eunuch gender dysphoria,* continue to display both sexual
interest and ability.

Our data show that many modern-day voluntary eunuchs maintain
not only sexual interest, but also sexual activity (manuscript in prep.).
Of 203 adult males who were voluntary castrated (chemically or phy-
sically) and either used no hormone supplementation or took minimal
estrogen to prevent osteoporosis and hot flashes, 4% reported an
increase in sexual activity, either masturbation or with a partner,
24% reported no change and 45% reported some reduction in sexual
activity. Only 27% reported becoming asexual, a result that many of
them had sought. As reported previously,” these men ranged in age
from 18+ to their 80s, with a mean age in the mid-forties. Sexual
function was self-reported in a brief questionnaire that we designed
to acquire data on sexual fantasies, sexual attraction and sexual activity
in the months before and after castration. Based on the information
that the respondents provided us, we could assume that the vast
majority of these men were functionally intact before being
androgen-deprived.

One contributing factor for androgen-deprived males to maintain
sexual interests is likely to be estrogen supplementation. Wibowo et al.®
recently reviewed a wealth of animal studies showing that estrogen
in androgen-deprived males raises libido above castrate levels.
Furthermore, Wibowo et al. have now expanded this review to include
castrated males of 27 species ranging from amphibians to mammals.
Of these, 14 (13 mammalian) species exhibit elevated sexual interest
following exogenous estrogen administration. This further streng-
thens the notion that androgen deprivation needs not terminally era-
dicate libido. We acknowledge, though, that this effect is not universal
and differences between species could be attributable to innate species
differences, differences in the type and dose of estrogen used and in
the pathways used for estrogen administration.

Estrogen can also preserve libido to some extent in cancer patients
on ADT. Studies by Ellis and Grayhack (1963)°, Bergman et al.
(1984)7, Davidson et al. (1983)® and Brett et al. (2007)° (all cited in
Wibowo et al.') collectively indicate that patients taking high-dose
estrogen were more sexually active than those who were surgically
castrated and receiving no supplemental hormones. Furthermore,
libido is better preserved in prostate cancer patients on anti-androgen
monotherapy (who subsequently have elevated estradiol levels from
the aromatization of testosterone) than those who are surgically
castrated."' Wassersug and Gray'? independently noted that male-
to-female transsexuals, who are castrated and take supplemental estro-
gen, are more likely to be sexually active than are androgen-deprived
prostate cancer patients, who typically take no supplemental estrogen.

These studies support the hypothesis that estrogen can elevate libido
in androgen-deprived men. We recognize that this estrogenic effect is
not as strong as androgens in promoting sexual interest. Additionally,
as with testosterone itself, it is likely to be confounded by factors such
as age and also whether the person was sexually active prior to ADT
treatment.

In addition, regardless of erectile functioning, androgen-deprived
cancer patients need not be anorgasmic. Warkentin et al.'> published a
case study of an androgen-deprived male who reported being orgas-
mic. We have recently obtained physiological data from the patient
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discussed in Warkentin et al'® which confirm that there are spastic

contractions in the patient’s pelvic floor synchronous with his reports
of orgasm. It is noteworthy that patient uses an external penile pros-
thesis and his ability to achieve orgasms appears to be dependent on
the multisensory integration of total body and not just genital stimu-
lation. A discussion of this method for maintaining a satisfying sex life
was unfortunately overlooked in both Mulhall’s 2010 book Saving Your
Sex Life: A Guide for Men with Prostate Cancer, and the current paper.

Other studies have reported some prostate cancer couples main-
taining a sex life while on ADT."* The sample, although small, suggests
that maintaining some level of sexual intimacy is both possible and
satisfying. It should be acknowledged that humans are motivated to
engage in sexual activity for a variety of reasons, not because of sexual
urges alone.’> For example, despite a lack of libido, some patients
remain sexual for the benefit of their partners. Assessments of libido
do not necessarily equate with ability and/or motivation for maintain-
ing sexual activity.

In sum, there is far more to male sexuality than erectile function and
libido, and lack of testosterone needs not inevitably eliminate pleasurable
sexual experiences. Impressions, like the one made by Mazzola and
Mulhall,' about the hopelessness of maintaining a rewarding sex life
may in fact contribute to the finding that many couples do abandon
their sex lives after being told to expect failure."* Sadly, none of the papers
mentioned above are discussed by Mazzola and Mulhall.' To ignore this
literature is, we believe, a disservice to the many couples who are trying to
maintain a rewarding sexual life in the presence of ADT.
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