Sexual side effects of oral contraceptives:

clinical considerations

Cynthia A. Graham, PhD

Oral contraceptives have offered many women world-
wide the freedom to engage in heterosexual intercourse with
minimal fear of pregnancy, as well as other health benefits.
Ironically, these agents are also responsible for adverse sexual
effects, such as decreased desire, which may limit or inhibit sexu-
al activity. Recent research suggests that emotional and sexual
side effects may be strong determinants of whether a woman
continues to use “the pill.” However, because of limited research,
it is impossible to determine which women are likely to experi-
ence adverse sexual effects or which formulations are responsible
for such effects. Nevertheless, potential negative impact on sexu-
ality must be discussed with patients when prescribing these
agents. If side effects arise, proper and timely management is nec-
essary, with diligent follow-up of sexual and nonsexual concerns.

he majority of women in the United States spend a good

many years engaging in vaginal intercourse during their

procreative period; hence, finding an effective contracep-

tive method directly relates to their sexual function and sat-

isfaction. Each year, approximately 3 million unwanted
pregnancies occur in this country, and 1.5 million end in abortion."! Oral
contraceptives (OCs) remain the most popular reversible method of con-
traception in this country, enabling women to engage and enjoy vaginal in-
tercourse with little fear of pregnancy. However, US surveys report annual
discontinuation rates of 29% among OC users,” with a much higher per-
centage among adolescents.?

Research has shown that the presence of side effects is a major factor as-
sociated with early discontinuation of OCs,* but few studies have attempted
systematic assessment of these effects, thus limiting our understanding of
these agents’ impact on sexual function. Moreover, existing studies have fo-
cused on cycle control and physical side effects (eg, skin changes, bloating)
on women, with only superficial attention paid to emotional effects, and
even less to sexuality-associated changes.

Benefits of oral contraceptives

In addition to offering a safe contraceptive method, OCs may confer other
clinical benefits for users. Some women report positive effects on their sex-
uality, mostly associated with the freedom from worries about pregnancy

Practice Tips

» When prescribing oral contra-
ceptives discuss the possibility of
adverse sexual effects, such as
decreased sexual desire, suggest-
ing that if such occur, switching
to another OC or stopping the pill
altogether should be considered.

« Discuss possible alternative
methods of birth control when
appropriate.

« Inquire directly about potential
changes in sexual function in
women using oral contraceptives.
Patients may not volunteer this
information unless asked directly
by their physicians.

» Ask about any history of
sexually transmitted infection in
the patient and/or the partner. If
positive, suggest use of a barrier
contraceptive method as a
complimentary or an alternative

Cynthia A. Graham, PhD

Clinical Assistant Professor

Gender Studies and Department of Psychiatry
Indiana University

Director of Graduate Education

The Kinsey Institute for Research in Sex,
Gender, and Reproduction

Bloomington, Indiana

March 2002 medical aspects of HUMAN SEXUALITY® @



Sexual side effects of oral contraceptives

and the ability to engage in sponta-
neous and uninterrupted sexual

JILEERY Some commonly used low-dose oral contraceptives

activity at will. It is also possible that DI

Contents

women who are more positive about
their sexuality are more likely to be

using OCs. a
Menstrual symptoms. Current Levora®
low-dose OC formulations can offer ~Lo/Ovral®
the added benefits of reducing pre- Nordette®
menstrual or menstrual symptoms,  Alesse®
such as breast tenderness, menstrual | ojite®
cramps, agd bloagng,’ which are Demulen®1/35
often associated with the menstrual )
Loestrin®1.5/30

cycle, as well as regulating the cycle
itself.

Additional benefits. Other possi-
ble benefits, with indirect impact on
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formulations (Table 1).

The combination of ethinyl estra-
diol and norgestimate in some OC
formulations is thought to increase
hormone-binding globulin,
which decreases free testosterone,
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including the antiandrogen cypro-
terone acetate, have shown adverse
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1. Ortho Tri-Cyclen® has received FDA-approval for the treatment of moderate acne in women age 15 years
who have achieved menarche, desire contraception, and are unresponsive to topical anti-acne treatments
(and have no contraindications to OC therapy).
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sexual effects in a proportion of

women, indicating that further research is needed. In
the United States, the only OC formulation approved
by the FDA for the treatment of acne is Ortho Tri-
Cyclen®. When prescribing this agent for this purpose,
keep in mind that while improving acne, it may inad-
vertently affect the woman’s sexual function. Inquiring
about sexual function in this connection may therefore
be appropriate.

The risk of endometrial and ovarian cancer decreas-
es in a duration-dependent manner with OC use. Such
protective effects have been documented up to 30
years after cessation of OC use.®’” A recent British
study shows that ovarian cancer risk in particular is sig-
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nificantly reduced in women who use OCs at some
point in their lives compared to nonusers.?

Another indirect effect of OC is its protection against
osteoporosis, which in its advanced stages may signifi-
cantly affect sexual function. A large meta-analysis
showed positive effects of low-dose OCs on bone min-
eral density in 9 out of 13 studies.’

Negative aspects of oral contraceptives

Even with these benefits, and even with the use of cur-
rent low-dose OC formulations, a substantial propor-
tion (29%) of women who begin taking these agents
discontinue their use within the first few months.



Reduced desire. Clearly, many women starting an
OC regimen do not experience adverse sexual effects
(Table 2), but research has shown that a minority of
women experience significant reduction in sexual desire
after starting an OC regimen.!” Although these agents
have been used for over 40 years now, we still do not
know what makes some women likely to have adverse
sexual effects as a result of using an OC, nor do we
know which formulations are likely to produce such
effects. We also do not understand the mechanisms that
may underlie the effects of OCs on sexuality.

Lack of compliance. Inappropriate use of OCs is
common. One survey found that 50 out of 1000 “typi-
cal users” of OCs become pregnant over 1 year.? Most
of these pregnancies are caused by the woman “skip-
ping” days, or not following the regimen as instructed.
Unless it is clearly explained, some women may not
realize the risk involved in not taking the OC tablet on
days that they are not sexually active. A woman who
misses tablets or is late starting a new packet of OCs
should be encouraged to use a back-up method of con-
traception until she has correctly taken seven consecu-
tive tablets.

Sexually transmitted infections. It is important to
explain to all women that, unlike condoms, use of OC
provides no protection against sexually transmitted
infections (STTs). Because barrier methods of contra-
ceptions are the only means to prevent transmission of
STIs, including HIV infection, it is good practice to
inquire about any history of STTs, especially among
young persons, before prescribing this type of contra-
ception. Questions should also reflect the possibility of
infection in the partner. If you suspect the presence or
history of an STI, discuss the risk of infection exposure
and/or transmission as well as the need for “safe sex,”
before prescribing an OC. Consider mentioning the
use of condoms as an added protection in such cases.

Lack of research—a gender bias?

Why has the issue of possible OC-associated adverse
sexual effects in women not received the research atten-
tion it deserves? Most prospective studies conducted
decades ago involved high-dose formulations that are
no longer in use. With the introduction of lower-dose
agents, interest in potential adverse sexual effects of
OCs has waned considerably. A widely held view sug-
gests that any OC-associated sexual and emotional
adverse effects are both “transient” and “trivial.” Even
if some such effects are transient (which is yet to be

(=84 Possible impact of oral contraceptives
on human sexuality

Negative consequences Benefits

Fewer worries about
pregnancy

1 May diminish sexual desire

Increased intercourse
frequency, if desire intact
No interruption to sexual

spontaneity, as in barrier
methods

U Discontinuation of
contraceptive method
['No protection from

sexually transmitted
infections

[Forgetting to take the
tablet

Reduced premenstrual
symptoms

established regarding sexuality or mood), it has been
shown that early adverse sexual effects are common
reasons for discontinuing this contraceptive menthod.4
Compared with other clinical conditions, sexual side
effects may indeed be deemed “trivial,” but we must not
underestimate their impact on a woman’s quality of life
as well as on her and her partner’s relationship satisfac-
tion. Remember also that many women take OCs for a
number of years, thus, ongoing effects on their sexual
relationship may be of considerable concern.

Another obstacle to research has been the view that

subjective variables, such as sexual desire and enjoy-
ment, are extremely difficult to assess. These difficul-
ties are compounded with regards to OCs, even when
placebo controls are used.!! Nevertheless, several stud-
ies investigating such variables have been conducted,
including placebo-controlled ones, and these have
demonstrated adverse effects on sexuality with OC
use.>!?
It is intriguing to note that studies on the male oral
contraceptive pill—although still in the development
phase—have already included assessment of possible
adverse sexual effects.!*!*

Most studies conducted on low-dose OC formula-
tions in women have been cross-sectional comparisons
of OC-users and nonusers, a design that does not lend
itself to investigating possible direct side effects on sex-
ual function. Consequently, these studies report few or
no differences in sexual function between OC-users
and control groups, with little acknowledgment of any
study-design limitations. In studies of established OC-
users, women who experience adverse sexual effects are
likely to have selected themselves out by discontinuing
use of that contraceptive method.
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Recent studies: hormonal effects and high
discontinuation rate

In contrast to the large number of cross-sectional
comparisons of OC-users and nonusers, only a handful
of studies have involved either (1) placebo-controlled,
double-blind assessment of the possible direct pharma-
cologic effects on women starting OCs, or (2) pre-OC
assessment of characteristics of women about to start
on such agents for contraceptive purposes, and follow-
up to assess possible interactions between psychologi-
cal factors and the direct hormonal effects of these
drugs.

Adverse sexual effects. One example of the first
type involved 150 women from Manila (Philippines)
and Edinburgh (Scotland) who had been sterilized, or
whose partners had been vasectomized." This placebo-
controlled, double-blind study design involved only
physiologic (and not psychological) issues of contracep-
tion. (To ensure “blindness,” the women in this study
did not know which OC they were on—36% of the
Edinburgh placebo-receiving subjects and 20% of the
Manila placebo-receiving subjects believed they had
received an active OC, only 28% to 36% of Manila
subjects and 76% to 80% of Edinburgh subjects taking
an active OC believed they received an OC—and
researchers had no knowledge of the participants'
bleeding patterns.)

After 1 month of pretreatment assessment, the
women were randomly assigned to one of three
groups—low-dose combination OC (ethinyl estradiol
0.03 mg + levonorgestrel 0.15 mg), progestin-only OC
(levonorgestrel 0.03 mg), or placebo. Treatment and
assessment continued for 4 months, including daily rat-
ings of mood, sexuality, and bleeding; detailed inter-
views on sexual functioning; and standardized measures
of mood and relationship satisfaction, with only 4
women out of 150 discontinuing treatment.

Main results showed reduced sexual desire with use of
the combined OC, and, to a lesser extent, reduced fre-
quency of sexual activity in the Scottish women; half of
the combined OC-users reported this as a negative
effect. In Manila, sexual desire was not significantly
reduced, possibly the result of a significantly lower sex-
ual interest and more negative sexual relationships
before starting OCs. In both centers the progestin-only
OC was associated with no adverse sexual effects.
Although this result was surprising, it could possibly
occurred because the dose of progestin in the prog-
estin-only formulation was quite low compared with
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the higher level of progestin in the combined OC.
These adverse effects of the combined OC may have
proved transient if treatment had extended beyond 4
months; however, given that the highest OC discontin-
uation rates occur in the first few months, these find-
ings warrant further consideration.

Kinsey Institute’s new findings. A recent study of
the second type, conducted at the Kinsey Institute,
involved comprehensive assessment of pre-OC use and
follow-up over the first 12 months of use."” Assessment
included pre-OC attitudes and expectations about
OCs, self-reported side effects, premenstrual and men-
strual symptoms, sexual interest and enjoyment, and
sexual activity frequency. Women were randomized
into one of two low-dose OC types—monophasic
(Ortho-Cyclen®) or triphasic (Ortho Tri-Cyclen®).
After 12 months, 38% of the women were still taking
OCs, 47% had discontinued, and 14% had switched to
another OC. Reasons for discontinuation or switching
are listed in Table 3.

This study included careful assessment of pre-OC
characteristics, such as social and situational variables
and expectations about the OC effects that may be
associated with discontinuation, but only one baseline
measure (number of previous contraceptive methods
used) was predictive of discontinuation. In contrast,
the variables that had been intended to assess change
in sexual or emotional well-being with use of OC—
decreased frequency of sexual thoughts, decreased
psychosexual “arousability,” emotional side effects,
and worsening of premenstrual symptoms—instead
turned out to be strong predictors for discontinuation

of the “pill.”

Common reasons for discontinuing/

switching oral contraceptives
Reason Percentage

(%)

Physical side effects 37
Emotional side effects 33
Problems with bleeding or spotting 18
Relationship ended 18
Forgetting to take oral contraceptive 16
Sexual side effects 8
Medical reasons 4
Data from Sanders SA, Graham CA, Bass JL, et al.’®




Possible mechanisms underlying adverse
sexual effects

We remain ignorant of the mechanisms underlying
adverse effects of OCs on sexuality. Although general
well-being and mood are related to sexual desire, it is
unlikely that negative effects on sexuality are secondary
to negative mood change.' One study showed that cur-
rent low-dose OCs significantly decrease free testos-
terone levels in women,!” and speculation has focused
on this as the explanation for OC-induced reduced
desire. The same study found decreased androgen lev-
els when women were taking any of four low-dose for-
mulations of OCs.!” However, to date, no studies have
measured the change in testosterone level from base-
line to post-onset of OC use and the impact on sexual-
ity. It has long been believed that progestins have a
negative effect on sexual desire, and some have seen the
progestin component of the OC formulations as the
culprit in adverse sexual effects. However, at this point
this is speculative, as we have no data to support this
assumption.

Moreover, we have very limited evidence on whether
certain types of OC formulations are more likely to be
associated with adverse effects on sexuality. Graham
and colleagues’ study'? on progestin-only OCs and sex-
uality found that no decrease in sexual interest occurred
with use of progestin-only OCs, but no conclusions
should be reached from one study. The progestin level
used in progestin-only formulations is significantly
lower than that used in combination OCs. More evi-
dence is needed to explain this discrepancy. Even
though progestins contained in OCs vary in their
androgenic properties, they all substantially reduce
testosterone levels.!”

As of now, progestin effects, and reduced free testos-
terone are two possible explanations, among others, for
loss of sexual desire associated with OC use.

Clinical implications

Prescribing OCs (Table 4) provides an obvious oppor-
tunity to ask women about sexual issues. When dis-
cussing the benefits and risks of OCs, also include the
possibility of adverse sexual effects, adding that if such
occur, it may be useful to discuss them before discon-
tinuing use of this contraceptive method. The likeli-
hood is that some clinicians rarely inquire about
possible sexual or emotional side effects, and some may
not take women’s reports about such changes seriously.
Some may even feel that drawing attention to such

QLR Prescribing oral contraceptives:
practical tips

1 Ask about sexual function and any history of STTs in
the patient and/or the partner

o Emphasize need to follow regimen correctly;
noncompliance is a common reason for unwanted

pregnancy

JInform patients about the possible effects (positive
and negative) of OCs on sexuality

“Inquire about any changes, positive or negative, in
a woman’s sexual functioning since starting the OC

01If the onset of loss of sexual desire coincides with
use of OC, discuss the possibility of switching to
another formulation or switching to another
contraceptive method

O1If the latter option is chosen, discuss possible
alternative forms of birth control

01If patient reports loss of sexual desire or other
sexual issues, take a thorough sexual history and
investigate appropriate treatment. If necessary,
consider referral to a sexual therapist

OC = Oral contraceptives; STI = Sexually transmitted infections.

effects increases their likelihood and should therefore
be avoided.

Keep in mind that many women are reluctant to raise
a sexual concern with their physician because they are
not sure how the physician will respond. By inquiring
about potential changes in sexual function with OCs,
you will communicate to patients that you are open to
talking about sexual matters. Women are much more
likely to discuss sexual problems when physicians
inquire directly, which can be done in the context of a
general health assessment simply by asking, “How are
things in your sexual life?” or “Do you have any con-
cerns in the sexual area?”'®

Especially in young women, take a thorough sexual
history. Bear in mind the high incidence of STIs among
young people and the asymptomatic or recurrent
nature of some infections.

Conclusion

Oral contraceptives have the potential to cause sexual
side effects in a subgroup of women, and these adverse
effects may be highly relevant to discontinuation. More
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research is needed to identify characteristics of women
most likely to experience sexual side effects as well as
which OC formulations are likely to be responsible for
these effects. Encourage women to discuss sexual and
emotional effects of OCs with you in much the same
way as they report other side effects, such as bleeding,
headaches, or breast tenderness. @
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