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OVERVIEW

Since the initial report of the Women’s Health Initiative was released in 2002, treatment of menopause-
related symptoms has undergone a paradigm shift. As a result, physicians in a primary care setting must
be knowledgeable about all available options and be able to competently and confidently discuss symptom

management with patients.

The following cases provide insight into common clinical scenarios related to discussion, diagnosis and
treatment of menopause-related symptoms. By studying these cases and completing the accompanying
questions, primary care healthcare providers will be better equipped to address these specific scenarios, thereby
improving consistent application of guidelines and the management of menopause-related symptoms.

LEARNING OBJECTIVES

Those participating in this activity will receive information that
should allow them to:

e Increase the appropriate and consistent application of
evidence-based menopause symptom management guidelines
and recommendations within the clinical setting.

¢ Increase the ability of clinicians to make informed choices
based on published data and established guidelines about
available options regarding menopause symptoms and its
management.

INSTRUCTIONS FOR PARTICIPATION & CREDIT

There are no fees for participating in or receiving credit for this
educational activity. This activity is designed to be completed
within the time designated on the title page; physicians should
claim only those credits that reflect the time actually spent in the
activity. Tosuccessfully earn credit, participants must complete the
activity during the valid credit period thatisnoted on the title page.

Follow these steps to earn CME/CE credit*:

1. Read the target audience, learning objectives, and author
disclosures.

2. Study the educational content.
3. Choose the best answer to each test question.

4. To receive a certificate, you must complete both the Activity
Post Test and Activity Evaluation.

Please mail or FAX the post-test and evaluation to:
PACE Office/UNTHSC

3500 Camp Bowie Blvd

Fort Worth, Texas 76107

FAX: 817-735-2598 Phone: 800-987-2263

CONTINUING EDUCATION CREDIT

Release Date: March 1, 2008
Review/expiration Date: March 31, 2009
Credit cannot be awarded after this date.

PHYSICIAN ACCREDITATION STATEMENTS

The University of North Texas Health Science Center at Fort Worth is
accredited by the American Osteopathic Association to award continuing
medical education to physicians.

The University of North Texas Health Science Center is accredited by the
Accreditation Council for Continuing Medical Education (ACCME) to
sponsor continuing medical education for physicians.

PHYSICIAN CREDIT DESIGNATION

The University of North Texas Health Science Center anticipates this
program for 2 credits in Category 2B CME credit hours, pending approval
from the AOA/CCME.

The University of North Texas Health Science Center at Fort Worth
designates this educational activity for a maximum of 2 AMA PRA Category
1 Credits™. Physicians should only claim credit commensurate with the
extent of their participation in the activity.

PHYSICIAN ASSISTANT CREDIT DESIGNATION

The American Academy of Physician Assistants (AAPA) accepts AMA
Category 1 CME credit for the PRA from organizations accredited by
ACCME. The University of North Texas Health Science Center at Fort
Worth is accredited by ACCME to provide continuing medical education
for physicians, and will provide physician assistants who successfully
complete the activity with a Statement of Participation indicating that
the activity was designated for 2 AMA PRA Category 1 Credits™.

NURSE PRACTITIONER CREDIT DESIGNATION

The University of North Texas Health Science Center at Fort Worth
is accredited by ACCME to provide continuing medical education
for physicians, and will provide nurse practitioners who successfully
complete the activity with a Statement of Participation indicating that
the activity was designated for 2 AMA PRA Category 1 Credits™.

FACULTY DISCLOSURES

The University of North Texas Health Science Center wishes to extend a
special thank you to Claudio N. Soares, MD for generously sharing his
time and expertise in the development of these case studies.
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Wyeth:  Honorarium/Non-CME  Speaker, Honorarium/Advisory
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Non-CME Speaker, Research Support/Investigational Trial Sepracor:
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case vignette

PRESENTATION

AB, a 50-year-old female, presents with chief complaints
of “sweats and hot chills” (6-7 episodes/day), accompanied
by increased emotional liability, and crying outbursts over
the past 3 months. She reports irregular periods over the
last year (skipped 2 months without menses once, having
heavier or lighter menstrual flow). She denies having any
suicidal thoughts but reports feelings of hopelessness and
sometimes she wishes she would sleep and “would never
wake up...”.

She is currently sexually active but has progressively lost
her sexual drive, with some dryness and low libido. More
recently, she feels anxious and guilty because “her family
doesn’t deserve seeing her this way”.

MEDICAL HISTORY
Occasional headaches.

G3P3

Tobacco: non-smoker.

EtOH: 2 glasses of wine/week (weekends). Having
thoughts of drinking more often to “take the edge off”, but
she has managed to avoid it.

[llicit drug use: denies recent history; +marijuana in past

MEDICATION

She has been using an over-the-counter combination
acetaminophen/sleep aid because it “helps with headaches
and helps her sleep”.

PSYCHIATRIC HISTORY

History of being “moody” 2 days before menstruation,
with no significant impact on her daily life. She reported
one episode of severe postpartum blues after the birth of
her second child.

SOCIAL HISTORY

Lives with husband and 1 daughter (15 y.o0.). Recently
stopped taking painting classes because lost interest in
social activities.

FAMILY HISTORY

Mother is 70 years old, with history of “anxiety” and
insomnia.

PHYSICAL EXAM
BP =120/80, P =70
Height=5"9"

Weight = 140 lb.
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LABORATORY
FSH =28

Estrogen = 200

T3, T4 and TSH= normal

Q Which of the following is a likely diagnosis for this patient?
. Generalized Anxiety Disorder

Social phobia

Primary insomnia

Major depressive disorder

Mmoo w

Menopause-related “hormonal dysfunction”

@ Which class of medication would you recommend?
A. Benzodiazepines
B. Antidepressants
C. Non-benzodiazepine sleeping pills
D. Mood stabilizers

CLINICAL COURSE

You recommend use of an SSRI for treatment of a major
depressive episode in the context of a menopausal
transition. After 8 weeks of treatment, AB reports feeling
less sad, with some more motivation and being able to
get to sleep, but reports frequent wake-ups during the
night when she is completely soaked. She reports feeling
constantly “tired” during the day even though she feels
more motivated and interested. Her sexual drive has
worsened as she struggles to achieve an orgasm during
sexual intercourse.

Q What would you do next?
A. Increase the SSRI dosage?

B. Wait for a couple of weeks for possible late
response?

C. Add a sleeping pill?

D. Add hormonal replacement therapy?

FOLLOW-UP

You recommended use of hormone therapy adjunctive to
antidepressant and, after 2 weeks, AB refers substantial
improvement in her sleeping pattern, her sexual drive and
is gradually going back to her normal routine.




SUMMARY

Recent epidemiological studies have suggested that
menopause transition may be a period at risk for newly
onset and recurrent depression (1, 2). One of the largest
community-based studies that investigated over 3000
pre- and perimenopausal women showed that those that
were on menopause transition exhibited higher rates of
depression than those that were premenopause (1). A
longitudinal study that followed-up 460 premenopausal
women with no previous history of depression showed that
those that entered the perimenopause were nearly twice as
likely (OR= 1.8; CI= 1.0-3.2) to develop a major depressive
episode compared to those that remained premenopausal
after controlling for potential confounders (2). Notably, this
risk was higher in women with self-reported vasomotor
symptoms (OR= 2.2; Cl= 1.1-4.2), suggesting that the
presence of vasomotor symptoms may increase the risk
for new onset depression in this population. This is well
illustrated in the present case report, where AB displays
clinical symptoms compatible with a diagnosis of major
depressive episode that emerged during the menopause
transition and is associated with significant vasomotor
symptoms (hot flashes and night sweats).

A number of treatment studies have shown that the use
of antidepressants, such as SSRIs, SNRIs or mirtazapine
is indicated in the management of a major depressive
episode during menopausal transition (3-6). Although the
efficacy in the alleviation of vasomotor symptoms with
antidepressants is lower than with the use of hormonal
therapy (HT), antidepressants have demonstrated superior
efficacy over placebo (7, 8). In the present case report, the
adjunctive use of antidepressants and HT was beneficial in
order to achieve complete recovery from depressive and
vasomotor symptoms and for the improvement of sexual
dysfunction. This is consistent with recent trials in which
these agents exerted mutual augmentative effects (9, 10).
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Table. Treatment strategies for the management of new-onset depression during menopause transition.

Clinical Scenario ‘

during the menopause transition,
associated with significant
vasomotor symptoms

First-onset of depression occurring ¢ Antidepressants may be an option for the management of depressive and
vasomotor symptoms.

e [f HT is not contraindicated, a trial with estrogen may be considered.

e [f HT is initiated, periodic reassessments of risks/benefits are necessary.
¢ Progestins should be used in patients with intact uterus.

e Some cases may benefit with combination of HT+antidepressants.

¢ Cognitive-behavioral therapy may be helpful, although evidence is scarce
in this population.

Strategies

Adapted from Soares (11).
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case vignette

PRESENTATION

CD, a 48-year-old female, presents with a complaint of
“severe insomnia, haven’t sleep well for years”. Detailed
history revealed that CD has experienced difficulties in
falling asleep for many years, particularly in the week
prior to her menses, when she usually feels ‘wired before
going to bed’, ‘worried and irritable about everything’,
‘can’t turn it off’. During this time, it usually takes half an
hour or longer for CD to fall asleep. She has never sought
treatment because “it was not severe enough to affect her
job or concentration the next day”, and “it would go away
when the periods come”.

For the past 3 months, CD noticed that not only it has
been taking longer to get to sleep, but also she has not
been able to maintain sleep, waking up on average 3 times
per night. She also noticed that some nights she wakes
up sweating, which makes her very uncomfortable. She
reports being more tired and with difficulty concentrating
at work. She denies feeling sad or anxious, although she
doesn’t have much motivation to social activities.

MEDICAL HISTORY
Hypertension.
G2Pp2

Tobacco: smoking 10 cigarettes/day for 30 years.
EtOH: 2-4 glasses of wine/week.

Drinking 4 cups of coffee during the day because “it
helps her stay more alert”.

Last menstrual period - 9 months ago

MEDICATION

-blocker once/day for hypertension.

PSYCHIATRIC HISTORY
No.

SOCIAL HISTORY

Lives with a supportive husband. No pets.

FAMILY HISTORY
Mother 70 y.o. with history of hypertension.

PHYSICAL EXAM
BP =145/90, P = 88
Height=5"6"

Weight = 150 Ib.
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LABORATORY
FSH =36
Estrogen = 180

@ Which of the following is a likely diagnosis for this patient?
A. Premenstrual Dysphoric Disorder
B. Primary insomnia

C. Menopause-related insomnia + Exacerbation of
Premenstrual Syndrome

D. Anxiety Disorder
E. Obstructive sleep apnea syndrome

Q Which class of medication would you recommend?
A. Benzodiazepines
B. Antidepressants
C. Non-benzodiazepine sleeping pills
D. Hormone therapy

CLINICAL COURSE

You recommend use of oral contraceptive (OC) to
regulate her cycles and alleviate her menopause-related
symptoms, including night sweats and disrupted sleep.
Patient developed increased dysphoria during the first
month of treatment and opted for discontinuing OC.
Next trial includes transdermal estrogen plus micronized
progesterone, in association with sleep hygiene measures,
light exercise and reduction of caffeine intake. After 2
weeks of treatment, CD calls for an earlier appointment
due to severe headaches, which she attributes to the
use of hormonal therapy. She is reluctant to remain on
HT despite significant improvement of her vasomotor
symptoms and her sleeping pattern.

Q What would you do next?
A. Decrease the estrogen dosage
B. Stop with hormone replacement
C. Change to a sleeping pill

D. Wait a few more days for headaches to disappear

FOLLOW-UP I

You discuss the options with the patient and she

is willing to stay on HRT on a lower dose. After 3
weeks, CD reports that her headaches progressively
disappeared; she is now having moderate hot flushes
and night sweats, and still unable to remain asleep
throughout the night.




Q What would you do next?
A. Increase the estrogen dosage again
B. Stop with hormone replacement
C. Add a sleeping pill
D. Wait a few more days

FOLLOW-UP 11

You recommend the use of a non-benzodiazepine sleeping
agent for a short-term treatment and CD achieve what she
considers a “restorative” sleeping pattern.

SUMMARY

Several epidemiological studies have demonstrated that
women have 30-80% higher risk for developing insomnia
than men (1). Some have suggested that sex hormones
may play a role in such increased risk. In fact, some studies
observed that sleep disturbances may be particularly
prominent during specific periods of female reproductive
cycle, such as premenstrual periods (2) and during the
menopause transition. Up 60% of perimenopausal and
postmenopausal women experience sleep disturbance, a
slight increase from prevalence rates of premenopausal
women. (3). This is illustrated in the present case vignette,
in which patient CD has a history of worsening in her
sleeping pattern during premenstrual period along
with symptoms of anxiety and increased irritability. In
addition, sleep disturbances become more intense as she
approaches menopause.

Up to 75% of women experience the emergence of
vasomotor symptoms during menopause transition
(4), and the presence of nocturnal hot flashes has been
associated with significant sleep disruption (5). In addition,
lack of sleep is likely to account for some of the next-day
cognitive complaints exhibited by CD. Overall, sleep
hygiene measures are welcome but have limited efficacy
when used alone (6). The positive effects of hormone

therapy (HT) on menopause-related insomnia has been
subjectively reported in clinical trials, despite lack of
significant changes in objective sleep parameters (7).
Nevertheless, HT is a good option in the management of
menopause-related insomnia, especially when associated
with vasomotor symptoms.

In the present case report, the emergence of adverse
effects with HT use led to a reduction in hormone
dosage. As a result, CD remained symptomatic, with
frequent awakenings due to night sweats. The use of non-
benzodiazepines in the treatment of menopause-related
insomnia has shown some positive results, particularly
with eszopiclone and zolpidem (8, 9).
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Clinical Scenario

of insomnia during the
menopause transition,
associated with significant
vasomotor symptoms

related insomnia.

may be useful.

Table. Treatment strategies for the management of insomnia during menopause transition.

New-onset or worsening | e IfHT is not contraindicated, a trial with estrogen may be considered.
e [fHT is initiated, periodic reassessments of risks/benefits are necessary.

e Progestins should be used in patients with intact uterus. Use of micronized
progesterone should be considered due to its sedating effects.
¢ Non-benzodiazepines have shown positive efficacy in the management of menopause-

¢ Although controlled evidence is lacking, the use of some herbal or dietary supplements

e Antidepressants should be considered if depressive symptoms are present.

Strategies

Adapted from Soares and Murray (7).

100(S8(0) * -
facemface 5



Case Studies in Menopause
CME Post-Test Instructions

Release Date: March 1, 2008
Review (expiration) Date: March 31, 2009
Credit cannot be awarded after the expiration date.

In order to receive CME credit you must complete all
sections of the Credit Request Form, including evaluation
and Post-Test responses. The completed form should be
mailed or faxed to:

UNTHSC/PACE

3500 Camp Bowie Blvd

Fort Worth, Texas 76107

FAX: 817-735-2598 Phone: 800-987-2263

Incomplete forms will be returned and credit will not be
awarded.
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Case Studies in Menopause CME Post-Test
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Please record your answers on the Credit Request form on the reverse side of this page (bottom right corner).

1. The differential diagnosis for major depressive
disorder in menopausal women includes:

A. Hypothyroidism
B. Migraine

C. Arthritis

D. Hot flashes

2. The positive effects of hormone replacement
therapy (HRT) on menopause-related insomnia
has been subjectively reported in clinical trials,
despite lack of significant changes in objective
sleep parameters.

A.True
B. False

3. Treatment strategies for the management of
new-onset depression during menopause
transition do not include:

A. Antidepressants
B. SERMs with ER beta selective activity
C. HRT if not contraindicated

D. Cognitive-behavioral therapy

4. Recent epidemiological studies have suggested
that menopause transition may be a period
at risk for both newly onset and recurrent
depression.

A.True
B. False

5. Treatment strategies for the management of
insomnia during menopause transition do not
include:

A. Progestins in patients with intact uterus.
B. Non-benzodiazepines

C. Antidepressants regardless of depressive
symptoms present

D. Adjuvant sleep hygiene measures

6. Estrogen, in either opposed or unopposed
regimens, is the most consistently effective
therapy for vasomotor symptoms.

A.True
B. False

7. What percentage of perimenopausal &
postmenopausal women experience sleep
disturbance compared to the prevalence rates
of pre-menopausal women?

A. Less than 10%

B. 20-30%

C. 40-60%

D. Greater than 85%

8. The adjunctive use of antidepressants and HRT
exerts mutual augmentative effects.

A. True
B. False
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