Menopause / Hormone Replacement
Therapy: ...and the HEAT GOES ON!

David Glenn Weismiller, MD, ScM, FAAFP

ACTIVITY DISCLAIMER
The material presented here is being made available by the American Academy of Family
Physicians for educational purposes only. Please note that medical information is constantly
changing; the information contained in this activity was accurate at the time of publication. This
material is not intended to represent the only, nor necessarily best, methods or procedures
appropriate for the medical situations discussed. Rather, it is intended to present an approach,
view, statement, or opinion of the faculty, which may be helpful to others who face similar
situations.
The AAFP disclaims any and all liability for injury or other damages resulting to any individual
using this material and for all claims that might arise out of the use of the techniques
demonstrated therein by such individuals, whether these claims shall be asserted by a
physician or any other person. Physicians may care to check specific details such as drug
doses and contraindications, etc., in standard sources prior to clinical application. This material
might contain recommendations/guidelines developed by other organizations. Please note that
although these guidelines might be included, this does not necessarily imply the endorsement
by the AAFP.
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Learning Objectives
1.

Counsel post-menopausal women regarding the risks and benefits of pharmacologic
and non-pharmacologic options for the relief of menopausal symptoms.

2.

Assess patients’ current use of nutritional, herbal or dietary supplements for the
relief of menopausal symptoms and provide counseling to encourage safe and
effective use.

3.

Educate patients regarding their increased risk of coronary artery disease and
osteoporosis following menopause and how to take preventive measures, including
diet and exercise.

4.

Establish a group visit model for the management of patients experiencing
menopausal symptoms.

5.

Assess patient’s possible issues around urinary continence, prolapse, and exercise
and provide resources as needed.

Audience Engagement System
Step 1

Step 2

Step 3
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What are the numbers like?
• 6,000 US women reach
• Prevalence and
menopause every day
incidence of most
chronic conditions
• By 2020, total number of
increase with age
women > 55 estimated to be
46 million.
• Excess risk for these
• The average US woman who conditions that can be
attributed to
reaches menopause –
menopause ALONE is
expected to live another 30
uncertain
years

What are the numbers like?
• 6,000 US women reach
• Symptoms
menopause every day
• By 2020, total number of
women > 55 estimated to be
46 million.
• The average US woman who
reaches menopause –
expected to live another 30
years
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Top 10 Symptoms
Hot Flashes
Night Sweats
Sleeplessness

Mood swings and Irritability
Difficulty Concentrating

Menopause
Weight Gain
Irregular Periods
Bone loss

Low Energy
Loss of Libido

Diagnosis
• Clinical
– Menopause is diagnosed after 12 months of amenorrhea
– Median age 51.3
– Hormonal changes and clinical symptoms occur over a
period leading up to and immediately following menopause;
this period is frequently termed the climacteric or
perimenopause, but is increasingly referred to as the
menopausal transition

• No indication for FSH

5

Choosing Wisely
American Society for Reproductive Medicine

• Don’t obtain follicle-stimulating hormone (FSH)
levels in women in their 40s to identify the
menopausal transition as a cause of irregular or
abnormal menstrual bleeding.

http://www.choosingwisely.org/clinician-lists/

Hot Flashes
• After menopause, up to 85% of
women experience hot flashes
as a result of vasomotor
instability.

• Probably hypothalamic
origin
–
–
–
–
–
–
–
–

Menopause
Thyroid disease
Panic or anxiety disorder
Insulinoma
Autoimmune disorders
Pheochromocytoma
Carcinoid syndrome
Tamoxifen and raloxifene
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Vasomotor Symptoms
Description
• Sudden sensation of extreme heat in the upper body,
particularly the face, neck, and chest
• Typically last 1-5 minutes
– Perspiration, flushing, chills, clamminess, anxiety and on
occasion, heart palpitations

• May interfere with sleep and cause chronic sleep disruption

AES Question 1.
Which one of the following factors has a
consistent association with increased
reporting of hot flashes?
A. Alcohol use
B. Hot/humid weather
C. Cigarette smoking
D. Increased BMI
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Influences on Hot Flashes
• Cultural
– More prevalent in African American and Latin American women than in white
women
– Less common in Chinese and Japanese women

• Other variables associated with increased reporting of hot flashes
– Cigarette smoking
– Potential risk factors with inconsistent association
•
•
•
•
•
•

Maternal history
Early age of menarche and menopause onset
History of irregular menses
Higher BMI
Alcohol use
Hot/humid weather

Vasomotor Symptoms
Description
• Sudden sensation of extreme heat in the upper body,
particularly the face, neck, and chest
• Typically last 1-5 minutes
– Perspiration, flushing, chills, clamminess, anxiety and on
occasion, heart palpitations

• May interfere with sleep and cause chronic sleep disruption
• Historically estimated to persist 6 months to 2 years
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…and they last…
• Study of Women’s Health Across the Nation (SWAN)
– Longitudinal observational study of the menopause transition

• 1449 participants
– Women who were married or partnered, better educated, less
financially stressed, and had greater social support had shorter
duration of symptoms.
– Physical activity and alcohol intake did not affect symptom
duration
Avis NE et al. Duration of menopausal vasomotor symptoms over the menopause transition. JAMA Intern Med. 2015 Feb 16; [epub].(http://dx.doi.org/10.1001/jamainternmed.2014.8063)

RESULTS
Group

Mean Duration
(years)

1449 with frequent vasomotor symptoms (VMS) (occurring on >6 of the preceding 14
days)

7.4

Subset (881) with identifiable final menstrual period (FMP), early onset of symptoms
(i.e., during pre- or perimenopause)
•
Longer overall VMS
•
Post FMP persistence

11.8
9.4

Post menopausal onset of VMS

3.4

Persistence by race and ethnicity:
Black
Hispanic
Non-hispanic white
Chinese
Japanese

10.1
8.9
6.5
5.4
4.8
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What can we say?
• Bothersome VMS may persist for more than “a few” years
• New twist to the guidelines for HT “lowest effective dose,
shortest duration”
– Women may need a range of options for a decade or more
• Hormonal and nonhormonal therapies
• Behavioral and lifestyle adaptations

– SWAN results help us individualize counseling as we educate
women about the risks and benefits of each treatment strategy
Avis NE et al. Duration of menopausal vasomotor symptoms over the menopause transition. JAMA Intern Med. 2015 Feb 16; [epub].(http://dx.doi.org/10.1001/jamainternmed.2014.8063)

The High Cost of Hot Flashes
• Retrospective Cohort Study
– 252,753 women with untreated VMS matched 1:1 to
women without VMS
– Matched by age, region, payer type, employer industry,
hysterectomy history, and menopause-related diagnose

Sarrel P et al. Incremental direct and indirect costs of untreated vasomotor symptoms. Menopause 2015 Mar; 22:260
Pinkerton JV. Money talks: Untreated hot flashes cost women, the workplace, and society. Menopause 2015 Mar; 22:254.
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RESULTS
• VMS group (compared to their VMS-free counterparts)
 More all-cause direct expenditures (e.g., pharmacy and outpatient,
emergency department, and other healthcare visits)
 More VMS-cause direct expenditures
 More medically related work absenteeism
 All-cause health care utilization (direct) cost was $1346 per patient per
year higher (1-year total $339,559,458)
 Incremental work absenteeism (indirect) cost was $770 per patient per
year higher (1-year total $27,668,410)

Treatment Regimen
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WHAT CAN WE SAY?
• Hot flashes are more than just a nuisance
– Financial consequences of untreated VMS on women, the workplace, and society
– Not all symptomatic postmenopausal women work outside the home, and VMS
treatment, with its concomitant cost, probably would NOT totally eliminate the direct cost
difference

• Regardless of cost – deciding whether to seek treatment for VMS is a
personal decision
• Some women may find VMS only irritating; others may avoid treatment
because they lack awareness of the range of remedies or are concerned
about the safety and its side effects.
• Challenge for clinicians: provide an objective assessment of the efficacy,
risks, and benefits of available treatments versus no treatment

HORMONAL MEDICATIONS
EFFECTIVE IN TREATING VMS
• Systemic HT with estrogen alone or in combination with
progestin, is THE MOST EFFECTIVE therapy for vasomotor
symptoms related to menopause
– Orally or transdermally

• Data DO NOT SUPPORT the use of the following:
– Progesterone-only medications
– Testosterone
– Compounded bioidentical hormones
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HORMONAL TREATMENT OPTIONS
Treatment

Dosage/Regimen

Evidence of
benefit*

FDA Approved

Yes
Yes
Yes

Yes
Yes
Yes

Yes
Yes
Yes

Yes
Yes
Yes

Mixed
Mixed

No
No

Yes

Yes

No

No

No

No

Yes

No

No

No

Estrogen alone or combined with
progestin
•

Standard Dose

Conjugated estrogen 0.625 mg/d
Micronized estradiol-17β 1mg/d
Transdermal estradiol-17β 0.0375-0.05 mg/d

•

Low Dose

Conjugated estrogen 0.3-0.45 mg/d
Micronized estradiol-17β 0.5mg/d
Transdermal estradiol-17β 0.025 mg/d

•

Ultra-Low Dose

Micronized estradiol-17β 0.25 mg/d
Transdermal estradiol-17β 0.014 mg/d

Estrogen combined with estrogen
agonist/antagonist

Conjugated estrogen 0.45 mg/d and bazedoxifene 20mg/d

Progestin

Depot medroxyprogesterone acetate

Testosterone
Tibolone (Synthetic steroid)

2.5 mg/d

Compounded bioidentical hormones

*Compared with placebo

Estrogen Alone or Combined
with Progestin
• Cochrane meta-analysis, 24 RCTs; 3329 participants
– 75% reduction in weekly hot flush frequency
– 87% reduction in symptom severity

• Postmenopausal Estrogen/Progestin Interventions trial; 875
women
– Significant reduction in self-reported vasomotor symptoms

• Estrogen alone – 58%
• Estrogen plus progesterone – 62%
MacLennan AH, Broadbent JL, Lester S, Moore V. Oral oestrogen and combined oestrogen/progestogen therapy versus placebo for hot flushes. Cochrane
Database of Systematic Reviews 2004, Issue 4. Art. No.: CD002978. DOI:
Greendale GA et al., Obstet Gynecol 1998:92:982-8.
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Bioidentical Hormones
• Plant derived, chemically similar or structurally
identical to those produced by the body
– FDA Approved
• Micronized progesterone
• Estradiol
• Estrone

– Non-FDA regulated
• Compounded preparations; purity, potency, and quality are concern
• Overdosage and underdosage possible because of variable bioactivity
and bioavailability

NAMS Position Statement 2017
• Compounded bioidentical HT presents safety concerns such as
minimal government regulation and monitoring, overdosing or
underdosing, presence of impurities or lack of sterility, lack of
scientific efficacy and safety data, and lack of a label outlining
risks.
• Salivary hormone testing to determine dosing is unreliable.
• Prescribers of compounded bioidentical HT should document the
medical indication for compounded HT over governmentapproved therapies, such as allergy or the need for dosing or a
formulation not available in FDA-approved products
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FDA Indications
• Indications for hormone therapy approved by the U.S.
Food and Drug Administration (FDA) in menopausal
women are limited to the treatment of menopausal
symptoms and the prevention of postmenopausal
osteoporosis
• An FDA-issued black box warning indicates that estrogen
therapy, with or without progestin, should be prescribed at
the lowest effective dose and for the shortest duration
consistent with the patient's treatment goals and risks.
Pfizer Inc. Premarin [package insert]. http://labeling.pfizer.com/showlabeling.aspx?id=131. 2014. Accessed July 29, 2018

AES Question 2. According to the United States
Preventive Services Task Force, there is convincing
evidence that the use of combined estrogen and
progesterone is associated with an increased risk of
which of the following conditions?
A.
B.
C.
D.

Invasive breast cancer
Fractures
Colorectal cancer
Diabetes mellitus
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Menopausal Hormone Therapy for the Primary
Prevention of Chronic Conditions – 2017
• The USPSTF recommends against the use of
combined estrogen and progestin for the prevention of
chronic conditions in postmenopausal women.
Grade: D Recommendation
• The USPSTF recommends against the use of
estrogen for the prevention of chronic conditions in
postmenopausal women who have had a
hysterectomy.
Grade: D Recommendation

HT
Women’s Health Initiative Study*
•

Proven benefits
– Reduced risk of
osteoporosis and related
fractures (34%)
– Decreased colon cancer
risk (37%)
– Improvement of
vasomotor symptoms

•

Increases the risk of the
following:
– Breast cancer (26%)§
– CVA (41%)
– MI (29%)§
– Venous thromboembolic
events*§

*Previous thromboembolic disease is the only ABSOLUTE contraindication to HT. Heart disease, breast cancer, and
endometrial cancer are RELATIVE contraindications.
§ Among women receiving estrogen ONLY, there was increased risk of thromboembolic events, but NOT an increased
risk of CV events or breast cancer.
* Writing Group for the Women’s Health Initiative. JAMA. 2002;288:321-333.
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Risks

* -Women aged 65 years and older

(Majority of trials – conjugated equine estrogen alone or in combination with medroxyprogesterone acetate)

Estimated Event Rate Difference Associated with Combined Estrogen and Progestin Use
vs. Placebo in Postmenopausal Women
Outcome

Absolute event rate difference per 10,000 woman-years

Harms
Breast Cancer (invasive)

9

Coronary Heart Disease

8

Dementia (probable)*

22

Gallbladder disease

21

Stroke

9

Venous thromboembolism

21

Urinary incontinence

876

Risks
(Majority of trials – conjugated equine estrogen alone or in combination with medroxyprogesterone acetate)

Estimated Event Rate Difference Associated with Combined Estrogen and Progestin Use
vs. Placebo in Postmenopausal Women
Outcome

Absolute event rate difference per 10,000 woman-years

Benefits
Diabetes

-14

All fractures (hip and vertebral)

-44

Colorectal cancer

-6

Gartlehner G, Patel S, Viswanathan M, et al. Hormone Therapy for the Primary Prevention of Chronic Conditions in
Postmenopausal Women: An Evidence Review for the US Preventive Services Task Force. Evidence synthesis no. 155. AHRQ
publication no. 15-05227-EF-1. Rockville, Md.: Agency for Healthcare Research and Quality; 2017.

17

Risks
(Majority of trials – conjugated equine estrogen alone or in combination with medroxyprogesterone acetate)

Estimated Event Rate Difference Associated with Estrogen Use Alone vs. Placebo in
Postmenopausal Women
Outcome

Absolute event rate difference per 10,000 woman-years

Harms
Dementia (probable)*

12

Gallbladder disease

30

Stroke

11

Venous thromboembolism

11

Urinary incontinence

1,261
* -Women aged 65 years and older

Risks
(Majority of trials – conjugated equine estrogen alone or in combination with medroxyprogesterone acetate)

Estimated Event Rate Difference Associated with Estrogen Use Alone vs. Placebo in
Postmenopausal Women
Outcome

Absolute event rate difference per 10,000 woman-years

Benefits
Breast cancer (invasive)

-7

All fractures (hip and vertebral) -53
Diabetes

-19

Gartlehner G, Patel S, Viswanathan M, et al. Hormone Therapy for the Primary Prevention of Chronic Conditions in
Postmenopausal Women: An Evidence Review for the US Preventive Services Task Force. Evidence synthesis no. 155. AHRQ
publication no. 15-05227-EF-1. Rockville, Md.: Agency for Healthcare Research and Quality; 2017.
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Another way to look at the numbers
Long-term Hormone Therapy in Perimenopausal and Postmenopausal Women
Benefits

Harms

1 in 42 women avoided a fracture

1 in 111 women were at increased risk of dementia
1 in 250 women died from lung cancer
1 in 500 women experienced a coronary event
1 in 20 women experienced a venous
thromboembolism
1 in 200 women were diagnosed with breast cancer
1 in 91 women experienced gallbladder disease

Majoribanks J, Farquhar C, Roberts H, Lethaby A, Lee J. Long-term hormone therapy for perimenopausal and
postmenopausal women. Cochrane Database Syst Rev. 2017;(1):CD004143

Other Approaches to Prevention of
Chronic Disease
•

Reduce risk of breast cancer
– Tamoxifen or Raloxifene in women at increased risk of breast cancer who do not
have contraindications and are at low risk of adverse medication effects

•

Reduce risk of cardiovascular disease
– Behavioral counseling to promote a healthful diet and physical activity in adults who
are overweight or obese and have additional CV disease risk factors

•

Reduce risk of cardiovascular disease and colorectal cancer
– Low-dose aspirin therapy in appropriate candidates

U.S. Preventive Services Task Force. Medications for risk reduction of primary breast cancer in women: U.S. Preventive Services Task Force
recommendation statement. Ann Intern Med. 2013;159(10):698–708.
U.S. Preventive Services Task Force. Behavioral counseling to promote a healthful diet and physical activity for cardiovascular disease prevention in adults
with cardiovascular risk factors: U.S. Preventive Services Task Force recommendation statement. Ann Intern Med. 2014;161(8):587–593
U.S. Preventive Services Task Force. Aspirin use for the primary prevention of cardiovascular disease and colorectal cancer: U.S. Preventive Services Task
Force recommendation statement.Ann Intern Med. 2016;164(12):836–845.
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New Drug Review
Conjugated Estrogens/Bazedoxifene (Duavee)
•
•
•
•
•
•
•
•

Combines conjugated estrogen with bazedoxifene, a selective estrogen receptor
modulator.
Bazedoxifene stimulates estrogen receptors in bone and has antagonistic effects in
the breast and uterus.
Labeled for the treatment of moderate to severe vasomotor symptoms associated
with menopause and prevention of postmenopausal osteoporosis.
May be better tolerated than conjugated estrogens/medroxyprogesterone.
Will maintain bone mineral density in the lumbar spine and hip, but its effect on
fractures is not known.
Cardiovascular safety beyond two years is not known.
Dosage 0.45mg/20mg tablet
Cost $145/month

Effectiveness
• Compared to placebo
–
–
–
–

Reduces number and severity of hot flashes
Decreases pain with intercourse
Reduces vaginal dryness
Improvements
• Sexual functioning
• Menopause-related quality of life
• Sleep quality

Lobo RA, Pinkerton JV, Gass ML, et al. Evaluation of bazedoxifene/ conjugated estrogens for the treatment of menopausal
symptoms and effects on metabolic parameters and overall safety profile. Fertil Steril. 2009;92(3):1025-1038.
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NAMS Position Statement - 2017
• Hormone therapy (HT) remains the most effective treatment for vasomotor
symptoms (VMS) and the genitourinary syndrome of menopause (GSM)
and has been shown to prevent bone loss and fracture
• The risks of HT differ depending on type, dose, duration of use, route of
administration, timing of initiation, and whether a progestogen is used
• Treatment should be individualized to identify the most appropriate HT
type, dose, formulation, route of administration, and duration of use, using
the best available evidence to maximize benefits and minimize risks, with
periodic reevaluation of the benefits and risks of continuing or
discontinuing HT.

NAMS Position Statement - 2017
• For women aged < 60 years or who are within 10 years of menopause
onset and have no contraindications, the benefit-risk ratio is most
favorable for treatment of bothersome VMS and for those at elevated risk
for bone loss or fracture.
• For women who initiate HT more than 10 or 20 years from menopause
onset or are aged >60 years, the benefit-risk ratio appears less favorable
because of the greater absolute risks of coronary heart disease, stroke,
venous thromboembolism, and dementia.
• Longer durations of therapy should be for documented indications such as
persistent VMS or bone loss, with shared decision making and periodic
reevaluation.
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Discontinuation
• HT tapered vs. stopped abruptly – rates of vasomotor
symptom recurrence are similar
• Recurrent vasomotor symptoms in approximately 50% of
women regardless of age and duration of use.
• Decision to continue HT should be individualized based on
each woman’s risk-benefit ratio, regardless of age
– ACOG recommends AGAINST routine discontinuation of systemic
estrogen at age 65 years

NAMS POSITION STATEMENT 2017
No general rule for stopping at age 65
•

•

•

Considerations for long-term (or extended) use of HT include persistent
VMS, QOL issues, or prevention of osteoporosis in women at elevated risk
of fracture
Safety profile of HT most favorable when initiated by women < 60 years or
within 10 years of menopause onset. In general, initiation by older
menopausal women aged > 65 years requires careful consideration - all
individual health benefits and risks
Ongoing use of systemic HT by healthy women who initiated therapy within
10 years of menopause onset and without new health risks likely has a
safety profile more favorable than that for women initiating HT when aged
older than 65 years, although limited long-duration data are available
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NAMS POSITION STATEMENT - 2017
• HT does not need to be routinely discontinued in women aged
older than 60 or 65 years and can be considered for continuation
beyond age 65 years for persistent VMS, QOL issues, or
prevention of osteoporosis after appropriate evaluation and
counseling of benefits and risks.
• Annual reevaluation, including reviewing comorbidities and
periodic trials of lowering or discontinuing HT or changing to
potentially safer low-dose transdermal routes, should be
considered

Testosterone?
• In combination with HT has been investigated for treatment of
menopausal symptoms
– No benefit
– Potential adverse effects
•
•
•
•

Detrimental effects on lipid parameters
Clitoromegaly
Hirsutism
Acne

• In combination with HT for postmenopausal women
– Improved sexual function scores
– Improved number of satisfying sexual episodes

• Alone, NOT FDA-approved for use in women
Somboonporn W et al., Testosterone for peri and postmenopausal women. Cochrane Database of Systematic Reviews 2005, Issue 4. Art. No. CD004509.
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Non-hormonal Medications
Therapy

Evidence of Benefit in treating VMS

FDA Approved for treatment of
VMS

SSRIs and SSNRIs

Yes, but less effective than HT for vasomotor symptoms

Paroxetine mesylate (7.5 mg/d) is the
ONLY nonhormonal therapy FDA
approved (6/2013)

Clonidine

Small benefit compared to placebo; less benefit compared No
to HT

Gabapentin

Yes; but HT more effective

Phytoestrogens (plant derived
substances with estrogenic
biologic activity; e.g.,
isoflavones, genistein,
daidzein) found in soybeans,
soy products, red clover

[Lethaby A, Marjoribanks J, Kronenberg F, Roberts H, Eden J, Brown
J. Phytoestrogens for menopausal vasomotor symptoms. Cochrane
Database of Systematic Reviews 2013, Issue 12. Art. No.: CD001395.
DOI: 10.1002/14651858.CD001395.pub4 ]

No

No

Herbal remedies e.g. ginseng, Insufficient data to support use of herbal remedies
black cohosh, ginko biloba

No

Vitamins

No

Limited data; one less hot flush per day, has been
reported with Vitamin E (800 IU/d)

Menopausal Symptoms – Non-hormonal Treatment Options
Treatment

Dose (orally daily; mg/day)

Side Effects

Superior to Placebo

Conventional
Clonidine

0.1-0.4 mg

Drowsiness, dry mouth, constipation,
hypotension, insomnia, postural hypotension,
reaction to skin patch; to discontinue slowly
reduce dose to avoid rebound hypertension,
headaches, and agitation

Yes; no long-term studies

Fluoxetine

20-30 mg

Dry mouth, insomnia, sedation, decreased
appetite, constipation

ParoxetineXR

12.5-25 mg

Venlafaxine XR
Gabapentin

37.5-100 mg

Inconsistent effect; few studies, side effects profile
significant, no long-term studies
Yes; no long-term studies
Yes; efficacy increases with higher doses but so do
side effects. No long-term studies.

900 mg in divided doses

Somnolence, fatigue, dizziness, and
palpitations

Yes; no long term studies

Alternative
Black Cohosh

2-4 mg of terpene glycoside or 4 mL of tincture

Diarrhea and vomiting, skin rash, dizziness,
headaches, weight gain. Case reports on
autoimmune hepatitis and asthenia

Yes, but inconclusive results, long-term safety not
known; caution with estrogen-dependent tumors

Red Clover

40-80 mg

Inconsistent effect; few studies, long-term safety
unknown

Phytoestrogens

34-100 mg

Ginseng

200mg

Headache, myalgia, arthralgia, nauseam
diarrhea. Contraindicated in bleeding
disorders
Mastalgia, weight gain, a case report of
hypertensive crisis
Insomnia, mastalgia, skin eruptions, GI,
interacts with warfarin

Evening Primrose

500 mg

Gastrointestinal, headache, lowers seizure
threshold in epileptics

Only one randomized study

Dong quai

450 mg

Photosensitization, warfarin interaction

Only one randomized study

Vitamin E

50-100 mg

Diarrhea, abdominal pain

Only one randomized study

SSRIs

Inconclusive
Few studies
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Key Recommendation for Practice
• There is NO high-quality, consistent
evidence that black cohosh, botanical
products, omega-3 fatty acid supplements,
or lifestyle modification alleviates hot
flashes (SOR: B)

Alternative Techniques
• Acupuncture
– No benefit over placebo

• Reflexology
– No benefit compared with non-specific foot massage

• Local injection of anesthetic (block) into the stellate
ganglion (C6-T2 anterior cervical spine)1
– May reduce VMS in women with contraindications to HT
– More studies needed
1

Kontos M, et al. Climacteric 2010;13:4-21
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Transitioning from Contraception to HT
• ACOG – don’t measure an FSH
– Discontinue contraception when women are in
mid-50s, spontaneous conception is rare

• One small study –
– Rise in FSH without a change in estradiol levels
two weeks after stopping OCP is evidence that it
is safe to transition (if needed) to HT

Atrophic Vaginitis
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Definition
• Atrophic vaginitis (also known as vaginal atrophy or
urogenital atrophy) - inflammation of the vagina (and the
outer urinary tract) due to the thinning and shrinking of the
tissues, as well as decreased lubrication.
• Cause of vaginal atrophy is the decrease in estrogen
– Naturally (perimenopause, and increasingly so in post-menopause)
– Breastfeeding
– Medications intended to decrease estrogen to, for example, treat
endometriosis

• Signs and Symptoms are due to lack of estrogen

Signs and Symptoms
• Genital symptoms:
– dryness, itching, burning, soreness, pressure, white discharge, malodorous
discharge due to infection, painful sexual intercourse, bleeding after
intercourse
– In addition, sores and cracks may occur spontaneously
– Atrophic vaginitis is one possible cause of postmenopausal bleeding
– Shrinkage of the tissues and loss of flexibility can be extreme enough to
make intercourse impossible

• Urinary symptoms:
– painful urination, blood in the urine, increased frequency of urination,
incontinence, prolapse and increased likelihood and occurrence of
infections
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AES Question 3. In treating atrophic
vaginitis, which “vehicle” delivers the
lowest dose of estrogen to the vagina?
A. Vaginal tablet
B. Vaginal patch
C. Vaginal ring
D. Vaginal cream

Treatment
• Regular sexual activity helps maintain vaginal health
• Regular use of vaginal moisturizing agents
supplemented by water-based lubricants during
vaginal intercourse (Grade 2B)
• Low dose vaginal estrogen – if treating solely for
vaginal atrophy (not for other menopausal symptoms)
• Choice of vaginal delivery system (tablet, ring, cream)
depends on patient preference
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Moisturizers and Lubricants
• Improve coital comfort and increase vaginal moisture; do
not reverse atrophic changes
• Moisturizers – use one or more times per week, not just
during sexual activity
– e.g., Replens, Vagisil Feminine Moisturizer, Feminease, K-Y
Silk-E

• Lubricant at time of coitus to decrease irritation
– Water-based, silicone based, oil-based (find the one that meets
your needs)

Mechanical Measures
• Sexual activity
– Mechanical stretching; increased vaginal blood flow

• Dilators
– Contraindications to estrogen AND who desire vaginal
intercourse
– Particularly effective in women who avoid intercourse due
to pain
– Instruction by physician or pelvic physical therapist
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Estrogen Therapy
• Vaginal preferred over systemic for women treated
solely for vaginal atrophy symptoms
• If receiving systemic estrogen therapy for vasomotor
symptoms, low dose vaginal therapy MAY be added if
relief of atrophic symptoms is insufficient
– Low dose = <50 mcg estradiol or <0.3 mg conjugated
estrogens/0.5 g cream

Atrophy of Vagina (Dryness)
• Local estrogens equally effective
• Vaginal estradiol ring (worn 90 days)
• Vaginal estradiol tablets
– Can be used in place of somewhat higher doses if there is
concern about small amounts of systemic absorption

• Vaginal cream (Premarin)
– More uterine bleeding, breast pain than tablets
– Significantly more endometrial stimulation (endometrial
thickness) than estradiol ring
Lethaby A, Ayeleke RO, Roberts H. Local oestrogen for vaginal atrophy in postmenopausal women. Cochrane
Database of Systematic Reviews 2016, Issue 8. Art. No.: CD001500. DOI: 10.1002/14651858.CD001500.pub3.

30

Vaginal Estrogen Preparations
Preparation

Available Strengths

Regimen

7.5 mcg estradiol/day released over 90 days

Inserted into vagina by patient or clinician. Removed
and replaced with new ring every 90 days

10 mcg estradiol/tablet

Insert 1 tablet intravaginally daily for two weeks,
followed by twice weekly

Premarin

0.625 mg conjugated estrogens/g of cream

0.5 g-2g of cream intravaginally administered daily
for 21 days then off for seven days, or more
commonly one to three times per week for
maintenance therapy

Estrace (0.01%)

100 mcg estradiol/g of cream

2 to 4 g of cream intravaginally administered daily for
1 or 2 weeks, then gradually reduce to half the initial
dosage for a similar period. A maintenance dosage of
1 g of cream, 1 to 3 times per week may be used

Vaginal Ring
Estring*
Vaginal Tablet
Vagifem*
Vaginal Cream

* Lowest dose options for vaginal estrogen therapy
Note: Ring, tablet, or “minidose” of cream (0.25g twice weekly) – no routine opposing progestin to prevent endometrial neoplasia;
If needed with use of vaginal cream - opposing progestin – typical regimen – 10-12 days/month; e.g., 10 mg medroxyprogesterone

Vaginal Estrogen Preparations
• Some vaginal preparations administer higher doses of
estrogen and some are intended to deliver systemic doses
e.g. Femring 50-100 mcg/day
• Start with cream if symptomatic vulvar atrophy (e.g., fissures
– so that cream may be applied to areas of vulva affected by
atrophy – when atrophy improves, switch to vaginal tablet or
ring, depending upon patient preference
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Nonpharmacologic is not sufficient…
• Cannot (severe arthritis, obesity, vulvodynia) or prefer not to
use a vaginal product
– Ospemifene

• Women with breast cancer – First Line – lubricants and moisturizers
– On aromatase inhibitors (stop the production of estrogen in
postmenopausal women e.g., Arimidex, Aromasin, Femara) – avoid
vaginal estrogen therapy
– Low risk of recurrence – low dose, in consultation with patient’s
oncologist and after explanation of potential risk to the patient
• There is no evidence that using low-dose vaginal estrogen increases the risk of
breast cancer recurrence

Ospemifene
• SERM that acts as an estrogen agonist in the vagina and appears to
have no clinically significant estrogenic effect in the endometrium or
breast.
• Approved by FDA 2/2013 for the treatment of moderate to severe
dyspareunia caused by vulvovaginal atrophy
– 60 mg po daily (taken with food)

• Disadvantages compared with vaginal estrogen
– Need for daily use
– Systemic side effects – hot flashes, potential risk of VTE

• Potential benefit – reduction in burn turnover
Bachmann GA, et al. Ospemifene effectively treats vulvovaginal atrophy in postmenopausal women: results from a pivotal phase 3 study.
Menopause. 2010;17:480.
Portman DJ, et al. Ospemifene, a novel SERM for treating dyspareunia associated with postmenopausal vulvar and vaginal atrophy.
Menopause. 2013;20:623.
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NAMS Position Statement - 2017
• For bothersome GSM symptoms not relieved
with over-the-counter therapies and without
indications for use of systemic HT, low-dose
vaginal estrogen therapy or other therapies are
recommended
• Vaginal estrogen (and systemic if required) or
other nonestrogen therapies may be used at
any age for prevention or treatment of GSM.

Barriers to Practice
• Clinicians not discussing with patients about the severity of
vasomotor menopausal symptoms and therapeutic options
• Patients not discussing with clinicians about the severity of
vasomotor menopausal symptoms and therapeutic options
• Clinicians understanding the benefits and risks of hormone
therapy, non-hormonal prescription medications, and
alternative treatments; familiarity with various delivery
methods
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Treatment Options for Menopausal Symptoms
Brand

Generic

Route

Effective Doseage

Approved for
Vasomotor
Symptoms

Approved for
Vaginal Symptoms

Climara

Estradiol

Transdermal

0.025 mg per day

Yes

Yes

Duavee

Conjugated
estrogen/bazedoxifene

Oral

0.45 mg/20 mg per
day

Yes

No

Estrace

Micronized estradiol-17β

Oral

0.5 to 1.0 mg per
day

Yes

Yes

Estrace Cream

Micronized estradiol-17β

Topical

2 g per day

No

Yes

Estring

Estradiol-17β ring

Vaginal ring

2 mg per 90-day ring

No

Yes

Femring

Estradiol acetate

Vaginal ring

0.05 mg per day

No

Yes

Osphena

Ospemifene

Oral

60 mg per day

No

Yes

Paxil

Paroxetine

Oral

7.5 mg per day

Yes

No

Premarin

Conjugated estrogen

Oral

0.3 to 0.625 mg per
day

Yes

Yes

Premarin
vaginal

Conjugated estrogen

Topical

0.5 to 2 g per day

No

Yes

Vagifem

Estradiol

Vaginal tablet

10 mcg per day

No

Yes

Group Medical Visit
• According to the AAFP, group visits have been linked to
–
–
–
–

better patient adherence
increased patient satisfaction
fewer emergency room visits
improved quality of life.

• Because patients spend more time with their doctors in
group visits—and time gaining emotional support from each
other—they have also been shown to enhance patient
loyalty
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Group Medical Visit and Menopause
• Significant literature on menopause
• Significant literature on Group Medical Visits(GMV)
• No studies on GMVs specific to menopause
• Success of GMVs in chronic disease management
outcomes, particularly around self-efficacy, may be
transferable to menopause GMVs

SUMMARY
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Best Practice Recommendations
•
•

•
•
•
•

Systemic HT, with estrogen alone or in combination with progestin, is the most effective
therapy for vasomotor symptoms related to menopause. (SOR: A)
Given the variable response to HT and the associated risks, it is recommended that health
care providers individualize care and treat women with the lowest effective dose for the
shortest duration that is needed to relieve symptoms. (SOR: C)
The decision to continue HT should be individualized and be based on a woman’s
symptoms and the risk-benefit ratio, REGARDLESS OF AGE. (SOR: C)
Combined estrogen/progesterone therapy, but NOT estrogen alone, increases the risk of
breast cancer after three to five years of use (SOR: B)
Data do not support the use of progestin-only medications, testosterone, or compounded
bioidentical hormones for the treatment of vasomotor symptoms.
Vaginal estrogen therapy preferred over systemic therapy for women treated solely for
vaginal atrophy symptoms.

Thank you
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Questions

Contact Information
David Glenn Weismiller, MD, ScM, FAAFP
Email: david.weismiller@unlv.edu
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