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Practical management of low sexual desire
in surgically menopausal women

ypoactive sexual desire disorder

(HSDD) and its possible treatments
are genuinely misunderstood, with few
resources available to support clinicians
(in both primary and secondary care).
In arecent survey of clinicians, common
reasons for the lack of support of patients
with sexual dysfunction were shortage of
training, and limited patient awareness
and counselling.!

To help tackle the problem of manag-
ing low sexual desire among surgically
menopausal women, an HSDD resource
pack for physicians in primary and sec-
ondary care was developed under the
guidance of a multidisciplinary group of
UK specialists, with support from Procter
& Gamble Pharmaceuticals UK Ltd. This
important new resource was made avail-
able to all delegates attending the British
Menopause Society Annual Meeting. At
the conference, four of the key contribu-
tors to this resource, Miss Joan Pitkin
(Chairperson), Professor Janice Rymer,
Mr Nick Panay, and Mr Mike Cust
(speaker credentials can be found on
page 4) discussed how this pack can sup-
port clinicians in the practical manage-
ment of women with low sexual desire.

The impact of low sexual desire

Reduced sexual desire is a common
symptom in surgically menopausal
women. For these women (bilaterally
oophorectomised and hysterecto-
mised), the onset of sexual dysfunction
is often abrupt as the result of a dra-
matic decline in the levels of ovarian
hormones including testosterone, and
low sexual desire may be a key
consequence of testosterone loss.

To help physicians identify, educate and treat
HSDD patients appropriately, a new resource pack
has been developed so that physicians can benefit
from the combined experience of an expert team.
Professor Janice Rymer introduced the core
elements of the resource pack, which include:

BIT1S

Meeting the
challenge of
menopause

Patient Care Pathway - a carefully crafted Memory Stick
guide to the management of women at risk containing:
of, or presenting Physician Slide Kit

with, HSDD &

dence for the impact of surgical
menopause on sexual
function, the preva-
’ lence, impact,
potential causes,
and the evaluation
and treatment of
HSDD; and
Patient Case Finding
Algorithms which
have been adapted
for primary and
secondary care

l which outlines the evi-

Brief Profile of
Female Sexual Function

(B-PFSF)® questionnaire
which is designed for women who

are experiencing low sexual desire that is
concerning to them to help them decide
whether or not to consult a physician

Patient Education
Leaflet which can be used

with patients both pre- and
post-TAH & BSO, and includes useful contact
details for associations and support groups who
can provide further helpful information

Copies of the pack (or any element of the pack) can be obtained by healthcare professionals at no
charge by e-mailing: HSDD@nbgroup.co.uk

For some women, low sexual desire
can have a significant impact on general
well-being and their sexual relationships,
leading to distress (Box 1).

“The consequences of HSDD are important at
any age but for young women who have had
a total abdominal hysterectomy (TAH) with

bilateral salpingo-oophorectomy (BSO), the
impact of HSDD can be disastrous.’
[Miss Joan Pitkin]

Recognising the specific nature of this
condition, HSDD was defined in the
DSM-IV as a condition characterised by
persistent or recurrent deficiency and/or
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2 Female sexual dysfunction

Box 1. The impact of low sexual desire

sexually excited”

“I made up excuses to avoid having sex. | avoided doing anything that would get my partner

“I dreaded having sex....having sex was a chore...”

“I felt distressed about sex and | was frustrated about my sex life”

“I felt sexually numb....it was difficult for me to get aroused. Sex was not satisfying or fulfilling”
These statements (not verbatim quotes) were developed based on interviews with women with low sexual

desire which caused them distress and were used to validate the Profile of Female Sexual Function (PFSF®),2
an instrument that distinguishes between these two groups of women.

absence of sexual thoughts/
fantasies and/or receptivity to sexual
activity that causes distress or inter-
personal difficulty.?

The introduction of IntrinsaV (a
transdermal testosterone patch), the
first medically approved treatment for
HSDD in surgically menopausal
women younger than 60 years of age,

has highlighted many issues on the
identification and management of
female sexual dysfunction.

Role of androgens in female sexual
function

Androgens have an importantrole in
female sexual function, improving
well-being, sexual desire, arousal and

orgasm, as well as playing a key
physiological role in bone physiology
and muscle mass. Reduced levels of
testosterone in postmenopausal
women are associated with loss of
libido, decreased sexual activity, dimin-
ished feelings of physical well-being
and fatigue.*

A recent European survey among
1356 women found that surgically
menopausal women were significantly
more likely to develop HSDD than
premenopausal or naturally meno-
pausal women (p=0.001).° One in
three surgically menopausal women
with low sexual desire reported
associated distress and were classified
as having HSDD.

There is now good evidence to
show that the restoration of physio-
logical levels of testosterone in
appropriately selected surgically

Brief Profile of Female Sexual Function (B-PFSF)©
This questionnaire was designed for women who are experiencing low sexual desire that is concerning to them to help them decide
whether or not to consult a physician. In this questionnaire you will be asked about your sexual feelings and sexual activity and some
concerns you may have about your level of interest in sex during the past 2-3 months. Read each statement carefully and circle the
number that best corresponds to your experience over the past 2-3 months. Then, add the numbers together for a total score and
record the score in the box at the bottom of the questionnaire.

Never Seldom Sometimes  Often  Very Often  Always

1 felt like having sex 0 1 2 3 4 5
I was unhappy about my lack of interest in sex 5 4 3 2 1 0
Getting aroused took forever 5 4 3 2 1 0
I felt sexually numb 5 4 3 2 1 0
I lacked sexual desire 5 4 3 2 1 0
1 felt disappointed by my lack of interest in sex 5 4 3 2 1 0
I reached orgasm easily 0 1 2 3 4 5
Please add up the responses to the questions above and record the Total Score here:

This questionnaire is not intended to be a substitute for professional medical advice or a medical diagnosis. Always seek the advice of your physician or health-
care provider regarding questions you may have about any medical condition including Hypoactive Sexual Desire Disorder. Sharing the results of this question-
naire with your physician may help you to start a conversation with him or her about your concerns.
A Total Score between 0 - 20 indicates that you may have low sexual desire that is concerning or distressing (also known as Hypoactive Sexual Desire
Disorder). This is something that you may want to discuss with your physician.

Figure 1. The B-PFSF questionnaire; copies of the questionnaire can be obtained by healthcare professionals at no charge by
emailing: HSDD@nbgroup.co.uk (©Procter & Gamble Pharmaceuticals, Inc. All rights reserved.)

Trends in Urology Gynaecology & Sexual Health Supplement 2008



Female sexual dysfunction 3

menopausal women improves many
important aspects of female sexual-
ity.%7 In two carefully designed phase
III multicentre studies in surgically
menopausal women on concomitant
oestrogen therapy, treatment with
transdermal testosterone 300mcg/
day, alleviated many of the symptoms
of HSDD.%7 Treatment significantly
increased the frequency of satisfying
sexual activity and sexual desire, and
reduced distress, as well as improving
all other efficacy endpoints including:
arousal, pleasure, orgasm, responsive-
ness and selfimage.”

Recent models of female sexual
arousal recognise the many factors
(hormonal as well as other, external,
factors) that can impact on emotional
status and so determine a woman’s
sexual responsiveness.® The key to the
successful treatment of HSDD with
low-dose testosterone therapy is the

identification of the appropriate
candidates for whom all other
problems that influence sexual desire
and satisfaction have been identified
and treated.

The HSDD resource pack - Putting
the theory into practice

The following sections describe the
main components of the HSDD
resource pack and the way in which
each can be used in practice.

The Patient Care Pathway
‘The Patient Care Pathway is a ready-
made tool to help identify and
guide the management of women
at risk of, or presenting with HSDD’
(see pages 4 and 5), said Mr Panay in
introducing this component of the
HSDD resource pack.

Appropriate identification and
diagnosis of HSDD among surgically

Box 2. Criteria for referral

+ Complex psychosexual issues

+ Concomitant medical conditions

» Complex hysterectomy, e.g. severe
endometriosis,

+ Malignancy

« Premature ovarian failure (<40 years)

+ Unwilling to take or contraindicated to
take oestrogen

+ Non-surgically menopausal woman
with HSDD

menopausal women is an important
first step. The Brief Profile of Female
Sexual Function (B-PFSF)© ques-
tionnaire is a useful tool to identify
patients at risk of HSDD because it
helps patients to identify and
express the nature and severity of
their sexual dysfunction prior to a
formal assessment by the physician
(see Figure 1) 9 However, the results
of the B-PFSF questionnaire should

After your surgery...

Are you experiencing:
« hot flushes
* night sweats

As a result of your operation (hysterectomy and removal of both ovaries), you may have noticed some changes (see below).
If these changes occur, they may come on immediately or perhaps after some months.

If so, your hormone balance may

- insomnia or restless sleep
« vaginal dryness/discomfort
« low sexual desire (libido)

Tips for discussing symptoms with your doctor:

Advice: discuss with
* GP or practice nurse
* Gynaecologist if a further

> be wrong and you may require a
change to your treatment

intimate as we were beforehand. Is there anything I can do to

»| appointment is planned

OR

* Menopause clinic if you have
an appointment there

« Be specific about your symptoms (e.g. night sweats, vaginal
dryness, low sexual desire). It can help your doctor determine
what’s best for you.

« To help you speak openly with your doctor, here are some ideas
for starting the conversation:

“Since my operation | have started feeling pain/discomfort during
sex. Is this normal?”

“My partner finds it frustrating that I'm never ‘in the mood’, is
there anything I can do about this?”

“Is not wanting sex a normal result of my surgery?”

“Could the menopause have affected my sexual desire?”

“Since the surgery, my partner and | have not been as physically

increase my sex drive?”

If you are concerned by your loss of sexual desire please visit
www.desireandmenopause.co.uk for further information. There
you can assess your sexual desire using a Brief Patient
Questionnaire. Take a copy of the completed questionnaire with
you to your doctor’s appointment as it may help you start a
conversation about your sexual concerns.

You may find it helpful to contact one of the following
organisations for further information:

Daisy Network: 0845 122 8616

Menopause Matters: info@menopausematters.co.uk

The Hysterectomy Association: 0871 781 1141

Womens Health Concern: 0845 123 2319

Figure 2. The ‘After your surgery’ patient information leaflet found in the HSDD resource pack; copies of the leaflet can be obtained by healthcare pro-

fessionals at no charge by emailing: HSDD@nbgroup.co.uk
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4 Female sexual dysfunction

not replace a discussion with the
physician, who needs to confirm a
diagnosis of HSDD (i.e. symptoms of
low sexual desire associated with dis-
tress that are acquired and gener-
alised). The physician assessment
also needs to rule out other likely
causes of sexual problems based on
information from the medical his-
tory, current medication and physi-
cal examination (vulval/vaginal
inspection).

IfHSDD is confirmed and thought
to be hormonal in origin, then the
next step is to ensure that the patientis
adequately oestrogenised. For patients
with HSDD, transdermal oestrogen
is preferred, as oral oestrogen
(particularly CEE) may reduce levels
of free testosterone by increasing sex
hormone binding globulin (SHBG),
and thereby blunting the biological
action of testosterone.

If the patient is either unwilling
or unsuitable for oestrogen therapy,
then specialist advice should be
sought. Other reasons to consider
referral to a specialist are outlined
in Box 2.

Protocol for testosterone treatment in
HSDD

For surgically menopausal women
who continue to present with symp-
toms of HSDD following at least three
months of continuous oestrogen ther-
apy, initiation with an approved low-
dose testosterone product for women,
(either testosterone transdermal
patch or testosterone implant) should
be initiated and the response to
treatment (both efficacy and andro-
genic side-effects) evaluated after 3-6
months. Concomitant treatment of
any underlying vaginal dryness
(using vaginal oestrogen) is also
helpful at this stage since vaginal
discomfort during sexual inter-
course may reduce the benefits of
increased sexual desire and arousal
seen with testosterone therapy.

Expert opinion on a patient care pathway for women who have 1
TAH & BSO and are at risk of Hypoactive Sexual Desire Disordel

This pathway is suggested by UK experts§ in the fields of female sexual dysfunction

and hormones, subsequent to a review of published management protocols?:2
at an advisory board meeting sponsored by Procter & Gamble Pharmaceuticals.

Definition of HSDD
HSDD is the persistent or recurrent deficiency and/or absence of sexual
thoughts/fantasies and/or desire for, or receptivity to, sexual activity which

causes distress or interpersonal difficulty3:4

HSDD assessment

® Confirm the symptoms of low

sexual desire associated with

distress are acquired and

generalised A

Review medical history;

— hormones

— psychiatric disorder,
e.g. depression

— chronic disease, e.g. anaemia,
thyroid dysfunction

— psychological causes, e.g.
relationship issues

— sociocultural causes, e.g.
poverty

Medication review (SSRI,

GnRHa, aromatase inhibitors,

anti-hypertensive,

Probably
hormonal

Clinician initiates ——
discussion
about

low sexual desire

Y

HSDD
Diagnosis
confirmed

Patient initiates
discussion
about
low sexual desire

(may use the

Y

chemotherapy)
5)
B-PFSF) ® Physical examination
(vulval/vaginal inspection) Y
+ Probably
non-hormonal
If not HSDD

Y

Resolve medical condition or other
factors affecting sexual desire

* Transdermal oestrogen is preferred, as oral oestrogen (particularly CEE) may reduce levels of free testosterone by increasing
**Either testosterone transdermal patch’-8 or testosterone implant.9:19 If patient has undergone TAH & BSO for endometriosis,
§ Refer to contributor list below.

Contributors

This material was developed by Procter and Gamble Pharmaceuticals with input from:

e Ms Kathy Abernethy, Associate Director & Senior Nurse Specialist, Northwick Park and St Marks
NHS Trust.

* Mr Mike Cust, Consultant Obstetrician & Gynaecologist, Derby City General Hospital.

¢ Dr David Edwards, General Practitioner, White House Surgery, Chipping Norton, Oxfordshire.

e Mr Nick Panay, Consultant in Obstetrics and Gynaecology, Queen Charlotte's and Chelsea and
Chelsea and Westminster Hospitals, London.

¢ Miss Joan Pitkin, Consultant Gynaecologist, Northwick Park & St Marks’ Hospital.

¢ Prof. Janice Rymer, Professor of Obstetrics and Gynaecology, King’s College School of Medicine at
Guy’s and St Thomas’ Hospitals, London.

¢ Dr Kevan Wylie, Consultant in Sexual Medicine, Andrology and Psychosexual Therapy, Porterbrook
Clinic, Sheffield.

Trends in Urology Gynaecology & Sexual Health Supplement 2008
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indergone
(HSDD) Refer patient to
Specialist if
unwilling or
unsuitable to take
oestrogen
HSDD resolved:
A Routine
follow-up
Monitor ’
If not on i o response and
oestrogen Initiate oestrogen adverse events
at 3 months *
HSDD not
resolved
HSDD resolved:
Continue
treatment and
Y 3-6 month
. follow-u
Initiate Monitor P
testosterone™ response and ’
If on ® & consider adverse events
oestrogen* 3 vaginal oestrogen (e.g. androgenic
® & consider side effects) at v
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counselling HSDD not
resolved or
adverse events
Consider
Relationship HSDD resolved
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therapy
Behavioural/ V Y

lifestyle advice
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resolved Specialist

) SHBG levels.®
tibolone alone is recommended.!!
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Copies of the patient care pathway can be obtained by healthcare professionals at no charge by emailing:
HSDD@nbgroup.co.uk

©CoNOOGOA

If HSDD is not resolved following
low-dose testosterone therapy, then
the patient should be referred to a spe-
cialist clinic (or for relationship coun-
selling, psychosexual therapy or
lifestyle advice, as appropriate).

Patient case finding - practical
solutions after surgery

Among women who were sexually
active, the long-term effects of
surgery on their sex lives can lead
to significant personal distress.
Embarrassment and ignorance about
the availability and appropriateness
of treatment mean that many patients
find it difficult to talk about their
sexual problems. Although the
surgery should resolve whatever
problem for which itis warranted and
therefore improve their quality of life
dramatically, many women are not
aware that loss of libido is an adverse
effect of their surgery until after they
have left specialist care. In his presen-
tation, Mr Mike Cust discussed some
practical solutions to the identifica-
tion of patients with HSDD.

Healthcare providers within
specialist centres need to be encour-
aged to regularly counsel and ques-
tion patients about sexual function as
an essential step in establishing a dia-
logue with patients before surgery (as
part of the process of gaining patient
consent) and after surgery.

The HSDD resource pack
provides a useful ‘After your surgery’
Patient Information Leaflet (see Figure
2), which has been designed to inform
patients as well as encourage a dia-
logue between patients and physicians.

Supporting surgically menopausal
women in secondary care

Within secondary care, the post-
operative evaluation in particular
provides an important opportunity to
support women at future risk of devel-
oping HSDD and informs women
about the potential menopausal

Trends in Urology Gynaecology & Sexual Health Supplement 2008



6 Female sexual dysfunction

Expert panel opinion - secondary care: for the gynaecologist

To support surgically menopausal women at future risk of HSDD

Y

Provide pre-operative information/counselling

Y

Hysterectomy and BSO +/- oestrogen replacement therapy

L]

Postoperative evaluation
Remind women, with information (e.g. the ‘after your
surgery’ leaflet) about potential menopausal symptoms

Y Y

Follow-up appointment 6-8 weeks If no follow-up appointment post-
post-surgery to review surgery, then send letter (+/- HSDD
treatment/assess recovery care pathway) to GP requesting follow
up, alerting to possible hormone
* deficiency symptoms
Provide women with information *
about possible risk of low sexual desire
symptoms and send letter to GP alerting Discharged

to possible hormonal symptoms

Y

Discharged

Figure 3. Algorithm for secondary care to support surgically menopausal women at risk of HSDD

Expert panel opinion - primary care: for the GP or practice nurse

To identify surgically menopausal women with HSDD

Y Y

Opportunistic appointment with

. Use practice database to
surgically menopausal women

identify women who have had
a recent (within five years)
Y hysterectomy and BSO

Proactively question about *
sexual concerns
e.g. do you think your surgery
has affected your sex life

Sensitise the list where
possible, e.g. women who are
recently bereaved or who no

longer have a partner

Y Y

If sexual concern, If no sexual Y
confirm diagnosis concern, Consider screening with
(possible use of reassure and | | B-PFSF® and inviting women
B-PFSF©) advise to return found to be at risk for
PRN consultation

Figure 4. Algorithm for primary care to help identify women at risk of developing HSDD

Trends in Urology Gynaecology & Sexual Health Supplement 2008

symptoms. At discharge, primary care
physicians should receive a copy of
the HSDD Patient Care Pathway (either
as a paper or electronic copy) with the
discharge letter in order to ensure the
ongoing support of patients in the
months and years following surgery.

Identifying HSDD in primary care
‘Primary care physicians are charged
with the more difficult task of identi-
fying women who have had TAH +/-
BSO and who may have developed
HSDD,’ (Figure 3) observed Mr Cust.
Presentation of women with HSDD
is likely to be delayed after discharge
from hospital and so primary care
practices should encourage women to
return for a check-up at 6-12 weeks
and between six and 12 months after
discharge. However, an audit of the
practice records may be the only way
to identify ‘at risk> women with a
recent history (up to five years
ago) of TAH +/- BSO. Healthcare
providers should be sensitive to the
patients’ current circumstance (é.e.
recent bereavements, or women who
no longer have a partner) when con-
sidering the relevance of HSDD
screening with the B-PFSF question-
naire before inviting women for a
consultation (Figure 4).

Engaging with the patient

The doctor-patient relationship is
crucial to uncover sexual problems. !0
Sexual well-being is relevant to
quality of life and health. Despite
this, sexual health problems remain
infrequently diagnosed and there-
fore frequently untreated.!

One of the key goals of the HSDD
resource pack is to help physicians facil-
itate a meaningful discussion with
patients who are at risk of HSDD.
‘Regardless of the outcome of this
discussion, the simple acknowledge-
ment of HSDD by the physician is likely
to help many surgically menopausal
women address this difficult and
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Box 3. Helpful questions to initiate the

sexual conversation

+ Since your operation, has your love/sex
life changed?

+ Has this bothered you? If you have a
partner, have any comments been made?

« Are you happy/satisfied with your love
life?

« Do you still fancy/get turned on by/find
attractive/desire your partner?

+ Are you in a relationship in which you are
having sex?

« Are there difficulties or is there anything
you would like to discuss?

« Are you experiencing any pain during
sex/sexual activity?

embarrassing problem,” remarked
Miss Pitkin.

A recent survey showed that
embarrassment is the primary reason
for patients not initiating a discussion
with their physician.!! Many women
(up to 78%) would have been happy
to talk if the physician had initiated the
discussion; more than 95% of women
across all age groups considered that
they would be happy to talk to their
physician if he or she was professional,
comfortable with the topic, kind and
understanding. Developing a good
rapport with the patient is the key to
effective communication.

Causes of women’s sexual dysfunction
Women’s sexual dysfunction can be
due to one or a number of factors in
combination, including difficulties
relating to desire, arousal, orgasm,
vaginismus or pain with attempted or
completed intercourse. In order to
assess the cause of sexual dysfunction,
physicians need to collate information
from:
¢ full general medical and gynaecolog-
ical history
® medication review
® examination, including: atrophic
change, urogenital (leakage with
coitus), muscle tone, deep pain
trigger points

¢ Jifestyle risk factors

¢ some psychosexual and relationship
history (e.g. sexual abuse).

In order to ease the potential discom-

fort associated with an assessment of

HSDD, the expert panel recom-

mended the following structure for a

dialogue with the patient:

e Start with a review of the physical

symptoms:

- acknowledge whether or not vagi-

nal dryness/soreness is present

- ask if there is any discomfort

- ask if this is an issue.
® Then expand on this to enquire about:

- change in desire

- ease of arousal.

Further in-depth management will
depend on your level of expertise as a
clinician.

‘Remember, it is important to
respond positively to patients’ con-
cerns, reinforcing the common nature
of the problem,” observed Miss Pitkin.
“If asked sensitively, women will gen-
erally appreciate being asked about
sexual problems. Don’t believe that
‘it’s too complex to address’ and don’t
be too focused on finding a solution
at first visit. Sex problems can take
more than one consultation to
resolve.”

Many factors may impact on a
woman’s sexual responsiveness,
including her social and cultural
construct, her religious beliefs,
sexual orientation and whether there
are any partner problems. In addi-
tion, some patients may have partners
who are sexually impotent due to dia-
betes, hypertension, radiotherapy or
extensive surgery for prostate
tumours. ‘For these women, they
may wish to be faithful and loving
and find another way around the
problem,” remarked Miss Pitkin. In
some instances, however, it may be
useful to ask the couple about their
sexual problems in order to define
the nature, duration and context of
the problem, the sexual response

(e.g. awoman can have dyspareunia
and still have sexual arousal), the
reaction from the partner, previous
treatment or self-help, and the rea-
son why the couple are seeking help
now.

Approaching the topic

Good opening questions suggested
by the expert panel include: ‘Is
this something that bothers you? I'd
be pleased to talk with you about it.’
Other helpful questions to initiate
discussions about sex with your
patient are outlined in Box 3.

The HSDD resource pack also
provides a B-PFSF questionnaire to
screen patients and help them to
initiate the discussion if they believe
that there is a problem (Figure 1).
‘However, the questionnaire was not
designed to bypass a conversation
with the physician. Any patient who
scores less than 20 out of a possible
total score of 35 should be assessed
further for HSDD,’ said Miss Pitkin,
reiterating a point made earlier by
Mr Panay.

Topic avoidance by physicians

Some of the commonly reported
reasons from physicians for not
initiating such discussions are
embarrassment, conservative sex-
ual beliefs and time constraints, as
well as insufficient knowledge about
either the physiology of arousal
mechanisms or specific sexual pro-
files. “‘Whatever your reservations,
don’t forget that surgically
menopausal women will appreciate
the opportunity to discuss these
problems with you. If you feel ill-
equipped to deal with her problems,
take comfort in the fact that there is
always somewhere else to refer
patients on to including: gynaecology
units, psychosexual counsellors,
marriage guidance counsellors, life
coaches, sex therapists and social
services,” concluded Miss Pitkin.

Trends in Urology Gynaecology & Sexual Health Supplement 2008
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Intrinsa¥ 300 micrograms/24 hours transdermal patch

ABBREVIATED PRESCRIBING INFORMATION:

PRESENTATION: Patch of 28 cm2 contains 8.4 mg testosterone and provides 300
micrograms of testosterone/24 hrs. INDICATIONS: Intrinsa is indicated for the treatment
of hypoactive sexual desire disorder (HSDD) in bilaterally oophorectomised and hysterec-
tomised (surgically induced menopause) women receiving concomitant estrogen therapy.
DOSAGE AND ADMINISTRATION: 300 micrograms/24 hrs by applying one patch at a
time, twice weekly on a continuous basis, to a clean, dry area of skin on the lower
abdomen below the waist (replace with a fresh patch every 3—4 days). A skin site with
minimal wrinkling and not covered by tight clothing is recommended. The site should not
be oily, damaged, or irritated. No creams, lotions or powder should be applied to the skin
where the patch is to be applied. Rotate application site with an interval of at least 7
days between applications. Do not apply to the breasts or other body regions.
Concomitant estrogen treatment: Prior to therapy, and during re-evaluation, consider the
use and restrictions associated with estrogen therapy. Not recommended for patients
treated with conjugated equine estrogen (CEE). Duration of treatment:

Re-evaluate treatment response within 3-6 months of initiation and consider discontinua-
tion of therapy in patients who do not experience a meaningful benefit. Re-evaluate every
6 months thereafter. The efficacy and safety of Intrinsa have not been evaluated in stud-
ies of longer duration than 1 year. Children and adolescents: Not for use in children and
adolescents. CONTRAINDICATIONS: Hypersensitivity to testosterone or any of the
excipients. Known, suspected or past history of cancer of the breast or known or sus-
pected estrogen-dependent neoplasia, or any other condition consistent with the con-
traindications for the use of estrogen. PRECAUTIONS: Regularly monitor patients for
potential androgenic undesirable effects (e.g. acne, changes in hair growth or hair loss).
Patients should be advised to self assess. Signs of virilization, such as voice deepening,
hirsutism or clitoromegaly, may be irreversible and discontinuation of treatment should be
considered. In clinical trials these reactions were reversible in the majority of patients.
Discontinue use of the patch if severe skin erythema, local oedema and blistering occur
at application site. The long-term effect of testosterone treatment on the breast,
endometrium and cardiovascular system are unknown. Monitor in accordance with cur-
rently accepted screening practices and individual patient needs. Carefully monitor blood
pressure and weight in patients with cardiovascular risk factors, (particularly hyperten-
sion, and known cardiovascular disease). In diabetics, testosterone may decrease blood
glucose and therefore insulin requirements. Oedema (with or without congestive heart
failure) in patients with pre-existing cardiac, renal, or hepatic disease is not expected
from the low dose of testosterone delivered by Intrinsa. Recommended for use in surgi-
cally menopausal women up to the age of 60. Intrinsa cannot be recommended in natu-
rally menopausal women. Androgens may decrease levels of thyroxin-binding globulin,
resulting in decreased total T4 serum levels and increased resin uptake of T3 and T4.
Free thyroid hormone levels remain unchanged, however, and there is no clinical evi-
dence of thyroid dysfunction. INTERACTIONS: Concomitant use of testosterone with

anticoagulants may increase their effect. Closely monitor patients receiving oral anticoag-
ulants when testosterone therapy is started or stopped. USE IN PREGNANCY AND
LACTATION: Intrinsa must not be used in women who are or may become pregnant or
by breast-feeding women. Discontinue use in case of inadvertent exposure during preg-
nancy. SIDE EFFECTS: The adverse reaction most often reported (30.4%) was applica-
tion site reactions. The majority of these adverse reactions consisted of mild erythema
and itching and did not result in patient withdrawal. Hirsutism was also very commonly
reported. Most reports concerned the chin and upper lip, were mild (= 90%), and less
than 1% of all patients withdrew from the studies due to hirsutism. Other androgenic
effects commonly reported were acne, voice deepening and alopecia. More than 90% of
these reports were considered mild. These reactions were reversible in the majority of
patients. Less than 1% of patients withdrew from the studies because of any of these
reactions. All other common adverse events resolved in the majority of patients. During
6-month double blind exposure the following adverse reactions occurred in the treatment
group (n=549) at a greater incidence than placebo (n=545) and were assessed by the
investigators as possibly or probably related to Intrinsa treatment: Very common (=1/10):
hirsutism, application site reaction (erythema and itching) Common (=1/100, <1/10):
insomnia, migraine, voice deepening, abdominal pain, acnes, alopecias, breast pain, and
increased weight. Uncommon (=1/1000, <1/100): sinusitis, abnormal clotting factor,
hypersensitivity, increased appetite, agitation, anxiety, disturbance in attention, dysgeu-
sia, impaired balance, hyperaesthesia, oral paraesthesia, transient ischemic attack,
diplopia, eye redness, palpitations, nasal congestion, throat tightness, diarrhoea, dry
mouth, nausea, eczema, increased sweating, rosacea, arthritis, breast cyst, clitoral
engorgement, enlarged clitoris, genital pruritus, vaginal burning sensation, anasarca,
asthenia, chest tightness, chest discomfort, abnormal blood fibrinogen, increased heart
rate, increased alanine aminotransferase, increased aspartate aminotransferase,
increased blood bilirubin, abnormal liver function test, increased blood triglycerides.
PACK QUANTITY: Cartons of 2, 8 and 24 patches. Not all pack sizes may be marketed.
BASIC COST: £28.00 in UK. MARKETING AUTHORISATION NUMBER(S):
EU/1/06/352/002. EU LEGAL CATEGORY: POM. MARKETING AUTHORISATION
HOLDER: Procter & Gamble Pharmaceuticals UK Ltd, Rusham Park Technical Centre,
Whitehall Lane, Egham, Surrey, TW20 9NW United Kingdom. Refer to Summary of
Product Characteristics before prescribing.
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UK: Adverse events should be reported. Reporting forms and information can be found
at www.yellowcard.gov.uk. Adverse events should also be reported to
Procter & Gamble Pharmaceuticals UK Ltd on 0800 032 8701.
Ireland: Reporting forms and information can be found at www.imb.ie. Adverse events
should also be reported to Procter & Gamble Pharmaceuticals UK Ltd on
1800 88 29 37 (Ireland).

West Sussex P019 8SQ. © John Wiley & Sons 2008.

This supplement is sponsored by Procter & Gamble Pharmaceuticals UK Ltd
Printed and published by Wiley Interface — a division of John Wiley & Sons, The Atrium, Southern Gate, Chichester,

The views expressed in this publication are not necessarily those of the publisher or Procter & Gamble Pharmaceuticals UK Ltd

Pr. 824

Date of preparation October 2008
INT-UK3236

Trends in Urology Gynaecology & Sexual Health Supplement 2008



