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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.

Practice applying new knowledge and skills gained from
Well Woman Exam sessions, through collaborative
learning with peers and expert faculty.

2.

Identify strategies that foster optimal management of
well-woman examinations, within the context of
professional practice.

3.

Formulate an action plan to implement practice changes,
aimed at improving patient care.
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Associated Session
• Well Woman Exam: The New Well Woman
Visit

Audience Engagement System
Step 1

Step 2

Step 3

4

The New Well Woman Visit
Lecture: Wednesday 10:30, 1:45
PBL: Wednesday 12:30, Thursday 7am
Heather Paladine: hlp222@gmail.com
Emily Holt: emily.elder.bruce@gmail.com

Key Concepts
Grade A - Folic acid, HIV, syphilis, BP, smoking, cervical cancer, colon cancer
Grade B - Gonorrhea, Chlamydia, diabetes, diet, obesity, statin,
aspirin,mammography age 50- 75, depression, alcohol, IPV, osteoporosis
Grade C - mammography age 40-49
Grade I - pelvic exam, mammography age 75+, clinical breast exam, suicide,
drug use
Grade D - teaching breast self exam

5

List of useful apps
USPSTF: AHRQ ePSS*
Contraception: CDC Contraception*
Cervical cancer: ASCCP mobile app
ACC cardiac risk: ASCVD plus

Case 1:
AA is a 32yo woman who comes in for a wellwoman visit. She is previously
healthy, but her last Pap test was
five years ago.
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Decision Point / Question
• What are her options for cervical cancer
screening?
• Would you do a screening pelvic exam?
Hint: download the AHRQ ePSS app

Primary HPV Screening
Colposcopy

Type 16/18
Positive

> ASC-US
Primary HPV
Screening

12 other hrHPV+

Cytology
NIL
M

Negative

Routine
screening

Follow-up in
12 months

Warner K. Huh et al. Use of Primary High-Risk Human Papillomavirus Testing for Cervical Cancer Screening: Interim Clinical
Guidance. Journal of Lower Genital Tract Disease. 2015; 19 (2).
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Decision Point / Question
AA asks about STI screening. She has been
monogamous with one sexual partner for the
past six years.
What are your recommendations based on
the USPSTF guidelines?

Decision Point / Question
AA is interested in hormonal contraception.
She has a history of SLE.
What key questions do you need to know
about her medical history?
Hint: Download the CDC Contraception app
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Decision Point / Question
If she is negative for antiphospholipid
antibodies and no severe thrombocytopenia,
which methods of contraception would be
category 1 or 2 for her?
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Case 2
BB is a 54yo woman with no family history of
breast or colon cancer.
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Decision Point / Question
• What are her options/your
recommendations for breast cancer
screening?
• Would you do a clinical breast exam?

Decision Point / Question
• What are BB’s options for colon cancer
screening?
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Decision Point / Question
• If she is postmenopausal, should she have
osteoporosis screening?
https://www.sheffield.ac.uk/FRAX/tool.aspx?country=9
Key facts:
•
•
•
•
•

weight 59kg
height 167cm
Non-smoker, drinks alcohol only occasionally
No previous fractures, but mother did have a hip fracture
No RA, steroid use
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Case 3
CC is a 76yo woman with type 2 diabetes
and HTN who comes in for a health
maintenance visit.

Decision Point / Question
• Should she take aspirin for CVD and colon
cancer prevention?
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Decision Point / Question
• Should she be screened for colon cancer,
cervical cancer, or breast cancer? What
questions would you need to ask to decide
whether she needs screening?

Questions
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Contact Information
Heather Paladine: hlp222@gmail.com
Emily Holt: emily.elder.bruce@gmail.com
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Female Cancer Prevention, Screening, and
Diagnosis: Listen to WOMEN!
The Current Recommendations on
Cancer Prevention and Screening.
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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Professor, Department of Family and Community Medicine, University of Nevada, Las Vegas
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Philadelphia, Pennsylvania, and completed his residency at the University of Virginia Health
Sciences Center in Charlottesville. He practices family medicine at the new medical school of
the University of Nevada, Las Vegas, where he provides full-scope care that includes inpatient
and maternity care. A proponent of "reflection in practice" and "learner-centered instruction," he
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Learning Objectives
1.

Explain the USPSTF screening recommendations or lack of to patients regarding
breast, cervical, uterine and ovarian cancers and become familiar with the AHRQ
app.

2.

Recommend preventive measures to patients regarding breast, cervical, uterine and
ovarian cancers.

3.

Become familiar with the ASCCP guidelines and app for pap smear abnormalities.

4.

Describe worrisome symptoms that may indicate testing is warranted for breast,
cervical, uterine and ovarian cancers.

5.

Understand risk factors for breast, cervical, uterine and ovarian cancers and
describe scenarios when the screening recommendations vary due to high risk
conditions.

Audience Engagement System
Step 1

Step 2

Step 3
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Communication
• Survivorship Care Plan (SCP)
– Patient-Centered communication tool to improve
the quality of follow-up care for survivors
– IOM recommends that, after primary treatment, all
patients receive an SCP
• Treatment summary
• Individualized follow-up plan that makes clear which
physician will be responsible for carrying out the plan
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United States Preventive Services Task Force
(USPSTF)
• The USPSTF was convened by the Public Health Service to rigorously
evaluate clinical research in order to assess the merits of preventive
measures, including screening tests, counseling, immunizations, and
preventive medications.
• Topic Index (A to Z)
• AHRQ ePSS (Mobile Application) – Input patient’s characteristics to find
applicable recommendations
• Recommendations for adults
• Recommendations for children and adolescents

• Affordable Care Act: USPSTF A and B Recommendations

Definitions of USPSTF Recommendation Grades
Grade

Definition

Suggestions for Practice

A

The USPSTF recommends the service; there is high certainty that
the net benefit (i.e., benefits minus harms) is substantial.

Offer/provide this service.

B

The USPSTF recommends the service; there is high certainty that
the net benefit is moderate or there is moderate certainty that the
benefit is moderate to substantial.

Offer/provide this service.

C

The USPSTF recommends selectively offering or providing this
service to individual patients based on professional judgment and
patient preferences. There is at least moderate certainty that the net
benefit is small.

Offer or provide this service for
selected patients depending on
individual circumstances.

D

The USPSTF recommends against the service; there is moderate or
high certainty that the service has no benefit or that the harms
outweigh the benefits.

Discourage use of the service

I

The USPSTF concludes that the current evidence is insufficient to
If offered, patients should understand
assess the balance of benefits and harms of the service; evidence is the uncertainty about the balance of
lacking, of poor quality, or conflicting, and the balance of benefits and benefits and harms
harms cannot be determined.
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Breast Cancer
• Most common cause (with exception of
skin) of cancer in women and the 2nd
leading cause of cancer death
• 1/8 women will develop breast cancer
• 1/30 will die

Breast Cancer: Screening
(USPSTF-2016)

Population

Recommendation

Women aged 5074 years

The USPSTF recommends biennial screening mammography for women aged 50 to
74 years.

Grade

B

Women aged 4049 years

The decision to start screening mammography in women prior to age 50 years should
be an individual one. Women who place a higher value on the potential benefit than the
potential harms may choose to begin biennial screening between the ages of 40 and
49 years.

C

Women aged 75
years or older

The USPSTF concludes that the current evidence is insufficient to assess the balance
of benefits and harms of screening mammography in women aged 75 years or older.

I

All women

The USPSTF concludes that the current evidence is insufficient to assess the benefits
and harms of digital breast tomosynthesis (DBT) as a primary screening method for
breast cancer.

I

Women with dense
breasts

The USPSTF concludes that the current evidence is insufficient to assess the balance
of benefits and harms of adjunctive screening for breast cancer using breast
ultrasonography, magnetic resonance imaging, DBT, or other methods in women
identified to have dense breasts on an otherwise negative screening mammogram.

I
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Breast Cancer
• Most common cause (with exception of skin) of cancer in
women and the 2nd leading cause of cancer death
• 1/8 women will develop breast cancer
• 1/30 will die

• Presence of dominant inherited cancer susceptibility genes
(BRCA 1 and BRCA 2) occur in about 1/300-500 of general
population
• Screening for inherited risk (USPSTF 2013)
• Assessment of risk for significant BRCA mutations
• Genetic testing of high-risk women (Level A)

USPSTF

24 December 2013
• Recommends that primary care providers screen women who have family
members with breast, ovarian, tubal, or peritoneal cancer with 1 of several
screening tools designed to identify a family history that may be
associated with an increased risk for potentially harmful mutations in
breast cancer susceptibility genes (BRCA1 or BRCA2). Women with
positive screening results should receive genetic counseling and, if
indicated after counseling, BRCA testing. (B recommendation)
• The USPSTF recommends AGAINST routine genetic counseling or BRCA
testing for women whose family history is not associated with an
increased risk for potentially harmful mutations in the BRCA1 or BRCA2
genes. (D recommendation)
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Screening Tools Evaluated by the USPSTF
Tool
Ontario Family History Assessment Tool
Manchester Scoring System
Referral Screening Tool*
Pedigree Assessment Tool
FHS 7*
* Simplest and quickest to administer

Since 2005, family history risk stratification tools have been developed and validated for use in
primary care practice to guide referral for BRCA genetic counseling. In addition, the potential
benefits and harms of medications for breast cancer risk reduction have been studied for longer
follow-up periods, and more information is available about the potential psychological effects of
genetic counseling and risk-reducing surgery.
http://www.uspreventiveservicestaskforce.org/uspstf12/brcatest/brcatestfinalrstab.htm#tab1

BRCA1 or BRCA 2 Mutation
• Can be considered for prophylactic oophorectomy and mastectomy
– Prophylactic therapy
• Decreases incidence of breast and ovarian cancer
• Inadequate evidence for mortality benefits

• Cancer Genetics Studies Consortium Recommendations for
Screening
– Monthly BSE: Age 21
– CBE q 6-12 m starting at age 25-35 years
– Annual mammograms starting at age 25-35 years
– Ovarian cancer screening (US, CA-125 levels) q 6-12 months starting
at age 25-35 years
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Women Aged 40-49
• Individualize decision to begin biennial
screening according to the patient’s
context and values.
• The recommendation applies to women
who are NOT at increased risk by virtue of
a known genetic mutation or history of
chest radiation.

Risk Factors for Breast Cancer
(typically, a combination of factors)
•

Non-modifiable
– Gender
– Age
– Family history
• Genetic (BRCA1 or BRCA2 or other
– Personal History
– Race
– Radiation therapy to chest
– Exposure to estrogen
• Early menstruation
• Late menopause (>55)
– Pregnancy (>30 or never) and
breastfeeding (1.5-2 years)

•

Modifiable
– Weight
– Diet
• Very low in fat?
– Physical activity
– Alcohol consumption
– Smoking
– Exposure to estrogen
– OCP?
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Decision Analysis
Reduction of Mortality

• Biennial Screening
Age

Reduction in mortality (compared with no screening)
[Range]

50-69

17% [15%-23%]

40-69

20% (considered a minor improvement)

50-79

24% (additional 7%)

Extending the age range produced only minor improvements:
Additional 3% reduction starting at age 40 years and 7% extending to
age 79 years.

Decision-Making
• How many 40-year-old women who start having
screening mammograms every two years will die
from breast cancer in the next 10 years?
– 2 per 1000

• How many 40-year-old women who DO NOT
start having screening mammograms every two
years will die from breast cancer in the next 10
years?
– 2.5 per 1000
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Timing of Screening
• Evidence indicates that biennial screening is
optimal.
• Biennial schedule preserves most of the benefit
of annual screening AND cuts the harms nearly
in half.

Breast Cancer

Screening Methods
• Breast self-examination (BSE)
– Studies have not clearly demonstrated BSE
as beneficial for cancer screening.
– Any benefits must be balanced against
potential harms – such as excessive invasive
procedures performed as a result of the
discovery of noncancerous lesions.
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Breast Cancer

Screening Methods
• Clinical breast exam (CBE)
– Insufficient evidence to recommend it as a singular
screening modality.
– RCTS demonstrate varying detection rates: 3%-57%.
– Most advocates have supported CBE as a complementary
technique to mammography.
– About 5% of screening-detected cancers are found using
CBE alone.

Recommendations of Others
Organization

Year

Recommendation

ACS

2015§

Women with average risk of breast cancer should undergo regular
screening mammography starting at age 45. (45-54 years, annual;
>55 biennial). NO CBE for screening at ANY AGE

AMA

2002

Similar to ACS, except for inclusion of a Positive recommendation for
BSE

AAFP

2016

Endorsed the USPSTF recommendation

ACOG

2011*

Mammography (Level B) and CBE (Level C) annually starting at the
age of 40. No consensus on upper age limit of mammograms. All
women should be encouraged to practice breast “self-awareness.”

WHO

2009

Mammography q 1-2 years (Age 50-59). Does NOT recommend CBE
or BSE
§JAMA 2015;314(15)1599-1614.
*Obstet Gynecol. 2011;118:372-382
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Screening Breast MRI
• The American Cancer Society recommends screening
breast MRI (impact on breast cancer mortality is uncertain):
• Women with BRCA1 or BRCA2 gene mutations
• Women with a first-degree relative with BRCA1 or BRCA2 gene mutations
who have not as yet had genetic testing
• Women with a lifetime risk of more than 25% as defined by risk assessment
tools largely dependent on family history
• Women who underwent radiation to the chest between ages 10-30 for
Hodgkin's disease
• Women known to have a hereditary breast cancer syndrome, ie, Li Fraumeni,
Cowden, and Bannayan-Riley-Ruvalcaba, and their first-degree relatives

Cancer Screening 2015
CDC. MMWR. 2017;66:201-206.
• Data from the 2015 National Health Interview
Survey
– Breast cancer screening rate: 71.5% (Healthy People 2020
target: 81.1%)
– Other breast cancer screening rates
• No usual source of health care: 32.9%
• No health insurance: 35.3%

– Overall, the proportion of women aged 50-74 years who reported
having had a mammogram in the past 2 years remained stable
during 2000-2015.
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Informed Decision-Making
Bellizzi et al. Arch Intern Med. 2011;171:2031-7.
Screening
for

Target
population

Age
recommended to
stop screening

Target
population
screening

Screened
and age
75-79

Screened
and age >
80

Reported
advised by
physician (age
75-79)

Breast

50-74

75

74%

62%

50%

62%

Prostate

50-74

75

40%

57%

42%

62%

Colorectal

50-74

75

48%

57%

47%

65%

Cervix

21-64

65

83%

53%

38%

48%

•

National Health Interview Survey (2005 and 2008); 49,575 adults
–
–

•

~50% of these older adults report their physicians recommended the cancer screening.
Physician recommendation was the strongest predictor of obtaining the screening.

Critical role for healthcare providers to make informed screening decisions for older
adults
–

Functional status, comorbidities, life expectancy, personal preferences

Breast Cancer Screening
Conclusions
• Has resulted in an increase in diagnosis of localized disease
without a commensurate decrease in the incidence of more
widespread disease
• It cannot predict which of the discovered cancers are more
aggressive, and cannot accurately detect premalignant
lesions.
• The decrease in the mortality rate of breast cancer is due
BOTH to earlier detection and better follow-up medical care.
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Pharmacologic Interventions - 2013
•

•

May be offered to reduce the risk of ER (+) invasive breast cancer in women with
a 5-year projected cancer risk > 1.66% or with lobular carcinoma in situ; risk
reduction benefit continues for at least 10 years; impact on breast cancer-related
mortality is unknown.
– Tamoxifen (may be used in pre- and post menopausal women)
• 20mg/day PO for 5 years
– Raloxifene (only in postmenopausal women)
• 60 mg/day PO for 5 years
Agents should be discussed (including risks and benefits) with women aged > 35
without a personal history of breast cancer who are at increased risk of
developing invasive breast cancer, based on risk factors such as the woman’s
age, race, and medical and reproductive history.
2013 ASCO Recommendations
https://www.asco.org/advocacy-policy/asco-in-action/asco-releases-updated-guideline-interventions-reduce-breast-cancer

Best Practices
Recommendation

SOR

Teaching breast self-examination does NOT reduce mortality and is NOT
recommended

A

For average-risk women 40-49 years of age, the risks of mammography are
closely balanced. The decision to perform screening mammography should take
into consideration the individual patient risk, values, and comfort level of the
patient and physician

B

Biennial screening should be offered to average risk women 50-74 years of age.

B

Ccreen women who have family members with breast, ovarian, tubal, or
peritoneal cancer with 1 of several screening tools designed to identify a family
history that may be associated with an increased risk for potentially harmful
mutations in breast cancer susceptibility genes (BRCA1 or BRCA2)

B
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AES Question 1. Which one of the
following is the most common cause of
postmenopausal bleeding?
A. Continuous hormone therapy
B. Endometrial atrophy
C. Cervical ectropion
D. Endometrial cancer

Endometrial Cancer - Key Facts
• Most common gynecologic malignancy in the USA (adenocarcinoma)
• Abnormal uterine bleeding is the presenting sign in 85% of women with endometrial
cancer.
– Only 10-20% of postmenopausal women who are evaluated for uterine bleeding
are diagnosed with endometrial cancer
– Most common cause of postmenopausal bleeding is endometrial atrophy
– Assuring that women understand the importance of reporting ANY
postmenopausal bleeding. (There is no screening test. No USPSTF
recommendation.)
• Strongest association with reduced risk: Combined hormonal contraception use
– 50% reduction in risk
– Protection for 10-15 years after discontinuation
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• 2017 – 61,380 cases
– 10,920 deaths

• Mean age of diagnosis – 63 years
• Premenopausal
– 15% before age 50
– 5% before age 40

Histopathology
• Types
– Type I, Endometroid adenocarcinoma – 70% of cases
• Associated with unopposed estrogen stimulation
• Generally low grade tumors

– Type II, Papillary serous or clear cell; tend to be high grade – 10% of cases
•
•
•
•

Poor prognosis
High risk of relapse and metastasis
Associated with 40% of related deaths
More common in older, nonwhite multiparous women and current smokers

– Familial tumors – 10% of cases
• Commonly found in association with Lynch Syndrome (hereditary nonpolyposis colorectal
cancer)

– Hyperplasia
• Endometrial, 1-3% risk of progression
• Atypical, 30-40% of patients with concomitant adenocarcinoma
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Offending Issue
• Prolonged exposure to unopposed
estrogen, whether endogenous or
exogenous is associated with MOST cases
off type I endometrial cancer

Risk Factors for Type I Uterine Cancer
Factors Influencing Risk Estimated RR
Older age
2-3
Residency in North America or
Northern Europe
3-18
Higher level of education or income
1.5-2
White race
2
Nulliparity
3
History of infertility
2-3
Menstrual irregularities 1.5
Late age at natural menopause 2-3

Early age at menarche
1.5-2
Long-term use of opposed
10-20
estrogen
Tamoxifen use
2-3
Obesity
2-5
Estrogen-producing tumor
>5
History of type 2 diabetes, hypertension,
gallbladder disease, or thyroid disease
1.3-3
Lynch syndrome
6-20
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Endometrial Cancer
Protective* Factors

• Progesterone
– Administered continuously, intermittently (at least 10d/month) or
through IUS

• Combined Hormonal Contraception
• Cigarette smoking
– Decreased risk of type I, especially in postmenopausal women
– Increased risk of type II cancer

• Multiparity
• Breastfeeding
• Physical activity

*All reduce exposure to unopposed estrogens

Younger women
• Most common risk factors for development of
endometrial cancer in young women:
– Increasing BMI
– Nulliparity
– Irregular menses
• Chronic anovulation (e.g., PCOS)

• Risk may increased as much as 22X in women
younger than 45 whose BMIs are > 35

22

Unopposed endogenous estrogen
• Adipose tissue
– Excessive peripheral conversion of androgens
to estrone
– Case-control studies have demonstrated a
200-400% linear increase in risk of
endometrial cancer in individual with BMI > 25

So what about weight loss and risk?
• Although obesity is an established endometrial cancer risk
factor, information about the influence of weight loss on
endometrial cancer risk in postmenopausal women is
limited.
• Luo et al. (20187) evaluated associations among weight
change by intentionality with endometrial cancer in the
Women’s Health Initiative (WHI) observational study
Luo J, Chlebowski RT, Hendryx M, et al. Intentional Weight Loss and Endometrial Cancer Risk.
J Clin Oncol. 2017;35(11):1189-1193.
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Patients and Methods
• Postmenopausal women (N = 36,794) ages 50 to 79 years at WHI
enrollment; body weights measured and BMIs calculated at baseline and
at year 3.
• Weight change during that period was categorized as follows: stable
(change within ± 5%), loss (change ≥ 5%), and gain (change ≥ 5%).
• Weight loss intentionality was assessed via self-report at year 3; change
was characterized as intentional or unintentional.
• During the subsequent 11.4 years (mean) of follow-up, 566 incident
endometrial cancer occurrences were confirmed by medical record review.
• Multivariable Cox proportional hazards regression models were used to
evaluate relationships (hazard ratios [HRs] and 95% CIs) between weight
change and endometrial cancer incidence.

Results

•
•
•

Journal of Clinical Oncology.
2017;35(11):1189-1193. DOI:
10.1200/JCO.2016.70.5822

In multivariable analyses, compared with women who had stable weight (± 5%), women with weight loss had a
significantly lower endometrial cancer risk (HR, 0.71; 95% CI, 0.54 to 0.95).
The association was strongest among obese women with intentional weight loss (HR, 0.44; 95% CI, 0.25 to 0.78).
Weight gain (≥ 10 pounds) was associated with a higher endometrial cancer risk than was stable weight, especially
among women who had never used hormones.
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Conclusion
• Intentional weight loss in postmenopausal women
is associated with a lower endometrial cancer risk,
especially among women with obesity. These
findings should motivate programs for weight loss
in obese postmenopausal women.
Luo J, Chlebowski RT, Hendryx M, et al. Intentional Weight Loss and Endometrial Cancer Risk.
J Clin Oncol. 2017;35(11):1189-1193.

SERMs and Endometrial Cancer
• Although raloxifene has estrogen-like effects on the
uterus, it has NOT been shown to increase the risk of
endometrial cancer. (SOR A)
• Tamoxifen is a selective estrogen receptor modulator
that has estrogen-like effects. While it has a protective
effect on breast tissue, its effect on the uterus
INCREASES the risk of endometrial cancer. (SOR A)
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Tamoxifen
Premenopausal vs Postmenopausal
• Women < 49
– No statistically significant difference in endometrial
cancer rates between women treated with
tamoxifen/placebo

• Women > 50
– Risk ratio 4.01 (95% CI, 1.70-10.90)
Tamoxifen and uterine cancer. Committee Opinion No. 601. American College of Obstetricians and
Gynecologists.Obstet Gynecol 2014;123:1394–7.

What about Ospemifene?
•
•

Ospemifene, which is approved for the treatment of
moderate-to-severe dyspareunia, has only limited long-term
safety data.
Among 180 women who were treated with ospemifene for 52
weeks, no cases of endometrial hyperplasia or endometrial
carcinoma were identified, although there was a doserelated mean increase in endometrial thickness: 0.68 mm
(30 mg/d) and 1.14 mm (60 mg/d)

Simon JA, Lin VH, Radovich C, Bachmann GA. Oneyear long-term safety extension study of ospemifene for the treatment of vulvar
and vaginal atrophy in postmenopausal women with a uterus. Ospemifene Study Group. Menopause 2013;20:418–27.
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Link with BRCA mutations?
• Link between BRCA mutations and the risk
of uterine cancer has been controversial
– Some studies have noted an association,
others have suggested association is
predominantly due to use of tamoxifen citrate

Multicenter Cohort Study
Shu et al. JAMA Oncology June 2016

• 1,083 women who underwent risk-reducing
salpingectomy without hysterectomy
• What is long-term risk of uterine cancer
• Result: No statistically significant increased
risk of cancer compared with general
population
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Subset Analysis
Shu et al. JAMA Oncology June 2016

• Stratified by histology
– No increase risk of endometroid carcinomas
– Significantly increased risk of uterine serous
carcinomas

• Increased risk of serous tumors found for
women who harbored BRCA1
– Observed-to expected ratio 22.2 (95%CI 6.1-56.9)

Bottom Line
• Although study included only a small number of
cancers, it suggests that BRCA1 mutation
carriers may be at increased risk for serous
carcinomas
• BRCA1 mutations carriers undergoing riskreducing surgery should be informed of the
potential risks and benefits of undergoing
concomitant hysterectomy
Shu CA, Pke MC, Jotwani AR, Friebel TM, Soslow RA, Levine DA, et al. Uterine cancer after risk-reducing salpingooophorectomy without hysterectomy in women with BRCA mutations. JAMA Oncol. 2016;2(11):1434-1440.
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What about HT?
Exogenous Estrogen
• Use of estrogen along with a 10-14 day
progestin course once every 3 months
– Significantly associated with an elevated risk of
developing endometrial carcinoma for exposures
of 5 years or more (OR,1.63; 95% CI, 1.12-2.38
– Tendency toward elevated risk for exposures < 5
years – not statistically significant (OR 1.40; 95%
CI, 0.82-2.38)

Bottom Line
• Variable response to HT and the associated risks
– recommended that health care providers
individualize care and treat women with the lowest
effective dose for the shortest duration that is
needed to relieve vasomotor symptoms
• Decision to continue HT should be individualized
and based on woman’s symptoms and the riskbenefit ration, regardless of age.
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Hormonal Treatment Options
Treatment

Dosage/Regimen

Estrogen alone or combined with
progestin
•
Standard Dose

Evidence of
benefit*

FDA
Approved

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

Yes
Yes
Yes

Yes
Yes
Yes

•

Low Dose

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

Yes
Yes
Yes

Yes
Yes
Yes

•

Ultra-Low Dose

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

Mixed
Mixed

No
No

Estrogen combined with estrogen
agonist/antagonist

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

Yes

Yes

Progestin

Depot medroxyprogesterone acetate

No

No

No

No

Testosterone
Tibolone (Synthetic steroid)

2.5 mg/d

Compounded bioidentical hormones

Yes

No

No

No

*Compared with placebo

Options
• Hormone Therapy –
– Premenopausal
• Sequential more effective than continuous
• Prevents hyperplasia but NO contraception

– Postmenopausal
• Continuous more effective than sequential
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Summary – Estrogen Therapy for VMS?
• Can be considered after thorough counseling
about risks and benefits (SOR A)
• Consider in managing VMS in survivors or
early-stage disease (Stages I and II)

Genetic Predisposition
Lynch Syndrome
• Increased risk of developing colon cancer,
ovarian cancer, and type I endometrial cancer
• Autosomal dominant
• Genetic mutation in one of the mismatch
repair genes (MLH 1, MSH2, PMS2, or MSH6)
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Lynch Syndrome
• Estimated cumulative risk of endometrial
cancer by age 70 variable – ranges from
16-61% depending on individual mutation
• Almost 10% of women diagnosed with
endometrial cancer < 50 have this
syndrome
Barrow E, Hill J, Evans DG. Cancer risk in Lynch syndrome. Fam Cancer 2013;12:229–40.

Summary - Clinical Presentation
• The most common symptoms of endometrial cancer are
abnormal uterine bleeding (including irregular menses and
intermenstrual bleeding) and postmenopausal bleeding.
• Patients who have advanced disease may have symptoms
similar to those seen with advanced ovarian cancer:
abdominal or pelvic pain, abdominal distention, bloating,
early satiety, change in bowel or bladder function.
• At present, no available recommended routine screening
test to identify endometrial cancer.
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AES Question 2. What is the preferred
initial test for a postmenopausal woman
presenting with painless vaginal bleeding?
A. Saline infusion sonohysterography
B. Endometrial sampling
C. Transvaginal ultrasonography
D. Hysteroscopy

Diagnostic Studies
• Type of initial study depends on availability of options
and their level of invasiveness, and patient and
physician preference
–
–
–
–

Transvaginal Ultrasonography
Endometrial Sampling
Saline Infusion Sonohysterography
Hysteroscopy
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Premenopausal Women
• The literature is unclear about when evaluation
with imaging is indicated in premenopausal
women with abnormal uterine bleeding.
• Ultrasound measurement of endometrial thickness
in premenopausal women has no diagnostic value
and should not be performed.
• The decision to histologically evaluate the
endometrium should be based on symptomatology
and clinical presentation.

Postmenopausal Women
• Women with postmenopausal uterine bleeding may
be assessed initially with either endometrial biopsy
or transvaginal ultrasonography; this initial
evaluation does not require performance of both
tests.
• Among postmenopausal women who experience
uterine bleeding, pelvic ultrasonography and
endometrial sampling have shown efficacy.
The role of transvaginal ultrasonography in the evaluation of postmenopausal bleeding. ACOG CommitteeOpinion No. 440.
American College of Obstetricians and Gynecologists. Obstet Gynecol 2009;114:409–11.
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Diagnostic Evaluation of Abnormal Uterine Bleeding
Imaging Evaluation
• Transvaginal ultrasonography (TVUS)
– Helpful for evaluating the myometrium itself
– Sensitivity and specificity for evaluating intracavitary pathology are low.

• Saline infusion sonohysterography (SH)
– Superior (more sensitive and specific) to TVUS in the detection of intracavitary lesions
(eg, polyps, submucosal leiomyomas) [SOR: C]
– Can distinguish between focal versus uniform thickening of the endometrium and
structural abnormalities

• Diagnostic hysteroscopy (DH)
– Numerous recent studies have demonstrated that DH had a significantly better
diagnostic performance than SH and TVUS and was significantly more precise in the
diagnosis of intracavitary masses. Hysteroscopy not only has increased accuracy for
identifying the etiology of AUB, compared with D&C, but also offers the possibility of
in-office use

• MRI - May be useful to guide the treatment of myomas

Postmenopausal Bleeding: An Evidence-Based Workup
H&P, Pap
±CBC, STD testing*

Preferred(?) initial test for a patient with
painless postmenopausal bleeding

Perform EMB or TVUS

EMB

Abnormal
results

Normal
results

Refer for
treatment

Bleeding
continues?

No
Begin
observation
period

TVUS

ET ≤ 4 mm
(˃ 95% sensi vity)

Atrophic
endometrium

ET ˃ 4 mm

Perform SIS, EMB, or
hysteroscopy with
biopsy

Uterine
pathology

Refer for
treatment

Yes

Perform TVUS, SIS,
or hysteroscopy

Can the “content” of the endometrial stripe be reliably assessed
by TVUS?
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Note • Rare cases of endometrial carcinoma
(particularly Type II) can present with an
endometrial thickness of less than 3mm,
persistent or recurrent uterine bleeding
should prompt a histologic evaluation of
endometrium REGARDLESS of thickness

What Are We Looking for
on the Biopsy?
• Cytologic atypia is the SINGLE most important histologic
finding.
• Only ATYPICAL hyperplasia has a significant risk of
developing into endometrial cancer.
– 29% progresses to invasion.
– Need to rule out cancer if atypia is present.
• Endometrial hyperplasia is a BENIGN condition, low
incidence of being a cancer precursor.
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Triage Guidelines
Postmenopausal Women
• No cytologic atypia
– Progestins for 6 months, then rebiopsy
– TAH for recurrent EMHP or bleeding

• Cytologic atypia (substantial risk of deeply invasive
or poorly differentiated cancer)
– Hysterectomy

Treatment
• Surgery
– Hysterectomy
– Debulking

• Adjuvant Radiotherapy
• Systemic adjuvant therapy
– Chemotherapy
– Hormone Therapy
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Follow-up after treatment
• Vaginal cytologic evaluation and annual chest
radiograph are not recommended because
most vaginal recurrences are detected with
clinical examination alone
• Chest radiography is of low utility in detecting
asymptomatic recurrence
Salani R, Backes FJ, Fung MF, Holschneider CH, ParkerLP, Bristow RE, et al. Post treatment surveillance and diagnosis of recurrence in women
with gynecologic malignancies: Society of Gynecologic Oncologists recommendations.Am J Obstet Gynecol 2011;204:466–78

Best Practices in Oncology: Recommendations
from the Choosing Wisely Campaign
Society of Gynecologic Oncology

• Do not perform Papanicolaou tests for
surveillance of women with a history of
endometrial cancer
Source: http://www.choosingwisely.org. For supporting citations and to search Choosing Wisely recommendations
relevant to primary care, see http://www.aafp.org/afp/recommendations/search.htm.
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Best Practice Recommendations
Clinical Recommendation

Evidence
Rating

Evaluate all women with postmenopausal vaginal bleeding for endometrial
cancer

A

Women with abnormal uterine bleeding should be evaluated for endometrial
cancer if they are older than 45 years or if they have a history of unopposed
estrogen exposure.

C

In postmenopausal women, the endometrial thickness on transvaginal
ultrasonography should be less than 4 to 5 mm. With thickness above this level,
biopsy should be considered to rule out endometrial hyperplasia or cancer.

C

Estrogen therapy for the management of menopausal symptoms in the survivors
of early-stage endometrial cancer can be considered after thorough counseling
about the risks and benefits.

A

Do not perform Papanicolaou tests for surveillance of women with a history of
endometrial cancer

A

Best Practice Recommendations
 Use transvaginal ultrasound for the initial study for
patients at low risk for endometrial cancer, and
endometrial biopsy for those at higher risk [SOR:B].
 Use saline infusion sonography as a second step in
the evaluation of postmenopausal bleeding if the
diagnosis remains unclear after a biopsy or the
bleeding persists despite a normal initial workup
[SOR:B].
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Ovarian Cancer
• The most lethal of the gynecologic malignancies
– Epithelial ovarian is the most common type (90%)
– Most commonly diagnosed in those 55 to 64 years of age
– 10-12% of cases are genetically predisposed

• Majority have no identifiable risk factors (90%)
– Lifetime risk of 1.3%

• Highest risk factor: genetic predisposition
– 90% are inherited mutations in either BRCA1/2 genes

• Assess response to treatment by serial Ca-125 levels
– 90% correlation with disease progression

Ovarian Cancer

Risk Factors Summary
Increased Risk
•
•
•
•
•
•
•
•
•
•

Delayed childbearing
Early menarche
Endometriosis
ERT > 5 years
Family history suggesting genetic
predisposition
Genetic syndromes
High-fat diet
Late menopause
Low parity
Obesity or weight gain

Decreased Risk
• Breastfeeding > 18 months
• Early menopause
• Multiparity (risk decreases with each
additional pregnancy)
• Salpingectomy
• Late menarche
• Low-fat diet
• OCP use
• DMPA
• Tubal ligation

BEST EVIDENCE
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Ovarian Cancer Prevention
•

•
•
•

•
•
•

OCPs (Combined Hormonal Contraception) and a decreased incidence
– 40% reduction among all users
– 50% reduction with use > 5 years
– Up to 80% reduction with use > 10 years
– Protective effect persists up to 15 years after discontinuation.
– 50% in BRCA-mutation carriers with long-term use (> 4 years)
DMPA use
Breastfeeding
– Each month of breastfeeding results in a 1-2% decrease.
Tubal sterilization
– Decreases risk by ~ 18-40%; mechanism for the protective effect is unknown; some experts
theorize it stops carcinogens from reaching the ovaries after they enter the body via the vagina.
Avoid talc powders in genital hygiene.
Greater than one full-term pregnancy prior to age 35
Prophylactic oophorectomy

Presentation
• Survey of 1709 women
– 72% reported having back pain, fatigue, abdominal pain/bloating, constipation
or urinary symptoms for 3 months or more before diagnosis; 35% for 6 months
or more

• 60% of women with ovarian cancer have metastatic disease at the
time of diagnosis
• Late-stage ovarian cancers often have symptoms, but they are
usually non-specific and not recognized as symptoms of cancer
– Pelvic pain, abdominal pain, increased abdominal size, bloating, difficulty
eating, or early satiety
Goff BA, et al. Frequency of symptoms of ovarian cancer in women
presenting to primary care clinics. JAMA. 2004;291(22):2705-2712.
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Pathogenesis
• Epithelial ovarian cancer
– 90% of ovarian cancers
– 90% of deaths from ovarian cancer
• Traditional view – epithelial ovarian cancer derives from elements of
the ovary
• New view – epithelial ovarian cancer derives form elements of the
fallopian tube and endometrium
• Research has also pointed to a protective effect of tubal ligation
against endometroid and clear cell carcinomas, suggesting these
tumors may arise from retrograde menses

Pathogenesis
• Lim and Oliva – 2013
– Lining epithelium of the adjacent fallopian tubes - especially
their fimbriated ends – can give rise to pre- and then fully
malignant transformation with sloughing, seeding, invaginations,
and cyst formation within the adjacent ovary
– Bilateral salpingectomies prior to the full fruition of this fallopian
epithelial process, most serous ovarian cancers can be
prevented before they begin
Lim D, Oliva E. Precursors and pathogenesis of ovarian carcinoma. Pathology. 2013;45:229-242.
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ACOG Opinion
Committee on Gynecologic Practice
Obstet Gynecol. 2015;125:279-281

• Opinion specifically addresses women at “population risk”
for ovarian cancer – women without a genetic risk – but
who are having routine pelvic surgery for benign disease
• “Salpingectomy at time of hysterectomy or as a means of
tubal sterilization appears to be safe, without an increase in
complications…compared with hysterectomy alone or tubal
ligation.”

ACOG Recommendations - 2015
• In women at population risk for ovarian cancer, surgeons
should discuss the potential benefits of salpingectomy
• In women considering laparoscopic sterilization, physicians
can discuss the fact that bilateral salpingectomy provides
effective contraception, while pointing out that this
procedure eliminates the option of tubal reversal
• Prophylactic salpingectomy may prevent ovarian cancer in
some patients
• More RCTs are needed to support the use of salpingectomy
in reducing ovarian cancer
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Evaluation
• Transvaginal ultrasonography
– Test of choice for suspected adnexal mass
– Looking for: evidence of metastatic disease, suspicious or
persistent complex adnexal mass, increased ovarian
volume (>20 mL in premenopausal; >10 after menopause)

• Consider CA 125
– > 200 U per mL in premenopausal woman
– Any elevation in postmenopausal woman

Treatment
• Surgery
• Chemotherapy
– Postsurgical adjuvant chemotherapy (intraperitoneal and
intravenous) for late stage disease; not indicated for
disease confined to the ovary
– Neoadjuvant chemotherapy has no advantage over
postsurgical initiation

• Evidence does not support routine maintenance
chemotherapy following the primary course

44

Screening
• USPSTF recommends AGAINST screening (2018)*
– (Ultrasound and CA-125)

• High-risk family history (two or more first- or second degree
relatives with a history of ovarian cancer or a combination of
breast and ovarian cancer, or a woman of Ashkenazi Jewish
descent with a first-degree relative) (or two second-degree
relatives on the same side of the family) with breast OR
ovarian cancer
– Offer referral for genetic counseling and, if appropriate, genetic testing
*Jin J. Screening for Ovarian Cancer. JAMA. 2018;319(6):624. doi:10.1001/jama.2017.22136

Best Practice Recommendations
Clinical Recommendation

SOR

Women should undergo diagnostic imaging with transvaginal
ultrasonography if there is strong clinical suspicion for ovarian cancer
based on clinical presentation or a pelvic mass.

C

The USPSTF and the AAFP recommend against routine screening for
ovarian cancer in asymptomatic women.

C

The USPSTF and the AAFP recommend that women with a family history
associated with an increased risk of harmful BRCA mutations be referred
for genetic counseling.

A

The American College of Physicians and the AAFP recommend against
routine screening pelvic examinations in asymptomatic women.

C
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Background to HPV
• More than 120 HPV types
– Cutaneous epithelial cells: Common warts; majority
– Mucosal epithelial cells: genitals, mouth, throat; 40 types

• Most HPV infections are asymptomatic; resolve
spontaneously or become undetectable
• Persistent infections with high-risk (oncogenic) HPV types
– Cancers of the anus, cervix, penis, vulva, vagina;
oropharynx
– Most common high risk types are 16 and 18

Cervical Cancer
Cervical cancer is an STD caused by HPV!
• Worldwide – the fourth leading cause of cancer deaths in
women
– Developing countries (Majority world) – second most common cause
of cancer deaths in women

• Screening programs have dramatically reduced the rate in
screened population
– 70% reduction in the US over the past five decades

• 14 million US HPV infections per year
– Condoms appear to be an effective barrier against HPV transmission
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AES Question 3. Which of the following is
a risk factor for cervical cancer?
A. Cigarette smoking
B. Family history of cervical cancer
C. Combined hormonal contraception
D. Talc exposure
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Assessing the patient’s risk for cervical cancer
• Risk Factors

• NON-risk factors

– Onset of sexual activity
before age 20
– Multiple sexual partners
– Low SES

–
–
–
–

Family history
Menstrual history
Exogenous hormones
Pregnancy

• Co-Factors
– Other STIs
– HIV infection
– Smoking*
– Nutritional deficiency

* Cigarette smoking is the only non-sexual
behavior consistently and strongly correlated
with cervical dysplasia and cancer, independently
increasing the risk two-to four-fold

Epidemiology
HPV
• Infection with high-risk strains of HPV is the most important
risk factor for cervical cancer.
– HPV DNA is detectable in (SOR B)

• 95%–100% of squamous cell cervical cancer
• 75%–95% of high-grade CIN lesions
• HIV infection leads to immunosuppression, making a
woman more susceptible to HPV infection, and thereby
leading to cervical dysplasia and cancer (SOR C)
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HPV-related Cancers in the US
from 2009-2013
• 39,800 cases
– 23,300 were in females (Cervical most common)
– 16,500 were in males (Oropharyngeal most
common)

Source: https://www.cdc.gov/cancer/hpv/statistics/index.htm; CDC 2017
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So who is getting cervical cancer?
• Median age is 45-50 years
–Older women from lack of screening
–Younger women from rapidly progressing disease

• Profile of woman with invasive cancer:
–50% have never had a pap smear
–another 10% have not been screened within 5 years prior
to their diagnosis

Head and Neck Cancers
• Probably 70% caused by HPV, likely spread by
oral sex.
• Oropharyngeal cancer is now the most common
HPV-associated cancer and is rising in males
(ACIP – February 2018)
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HPV and Risk of Head and Neck
Squamous Cell Carcinoma (HNSCC)
• Case Control Study; 96, 650 participants
• Incident cases of HNSCC (n=132); controls
(n=396)
• Results
– Oral HPV-16 detection was associated with incident HNSCC (OR 7.1;
95%CI, 2.2-22.6
– Oropharyngeal SCC (OR 22.4; 95% CI, 1.8-276.7)
Agalliu et al. Associations of Oral α-, β-, and γ-Human Papillomavirus Types with risk of Incident Head and Neck Cancer.
JAMA Oncol. Published online January 21, 2016. doi:10.1001/jamaoncol.2015.5504

CONCLUSIONS
• HPV-16 detection precedes the incidence of
oropharyngeal SCC
• Association of other HPV’s, including γ11- and
γ12-HPV species and β1-HPV-5 type suggest a
broader role for HPVs in HNSCC etiology
Agalliu et al. Associations of Oral α-, β-, and γ-Human Papillomavirus Types with risk of Incident Head
and Neck Cancer. JAMA Oncol. Published online January 21, 2016. doi:10.1001/jamaoncol.2015.5504
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Screening for Cervical Cancer
Group

USPSTF – 2012*

ACS, ASCCP, ACCP – 2012*;
ACOG 2013*

Women ages 21-29

Screen with cytology q 3 years. (A)

Screen with cytology q 3 years. (A)

Women ages 30-65

Screen with cytology q 3 y OR cotesting (cytology/HPV) testing q 5
years. (A)

Screen with co-testing
(cytology/HPV) q 5 years (preferred)
or cytology q 3 y. (A)

Women < age 21

Do not screen. (D)

Women > 65 who have had
adequate prior screening and are
NOT at high risk

Do not screen. (D)
The ACS/ASCCP/ASCP/ACOG guidelines define adequate prior screening: 3
consecutive (-) cytology results or 2 consecutive (-)HPV results within 10 y
before cessation of screening, with the most recent test occurring within 5 y.

Women after hysterectomy with
removal of cervix AND no history
of HGSIL or cervical CA

Do not screen. (D)

Women < age 30

Do not screen with HPV testing (alone or with cytology) (D)

*This recommendation statement applies to all women who have a cervix, regardless of sexual history

Best Practices in Oncology:
Recommendations from the Choosing
Wisely Campaign
Society of Gynecologic Oncology

• DO NOT perform Papanicolaou tests for
surveillance of women with a history of
endometrial cancer
Source: http://www.choosingwisely.org. For supporting citations and to search Choosing Wisely recommendations
relevant to primary care, see http://www.aafp.org/afp/recommendations/search.htm.
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Cancer Screening – 2015
CDC – MMWR 2017;66:201-206
• Data from the 2015 National Health Interview Survey
– Cervical Cancer Screening Rate 82.8% (Healthy People 2020
target – 93%)
– Other Cervical Cancer Screening Rates
• No usual source of health care – 65.1%
• No health insurance – 63.8%

– Overall, from 2000 to 2015, a small but significant downward
trend observed in the number of women (21-65) who reported
having had a Pap test within the past 3 years

ASCCP PICSM Conclusions – 2010*
• Data does not support cervical screening girls and young
women < 21 years of age
– Incidence of cervical cancer has NOT changed with the increased
screening of the group that has occurred over time

• Present adolescent management guidelines for cervical cytology
screening (ASCCP 2006) were made to increase observation
watchful waiting by repeat cytology rather than with colposcopy
and treatment of detected CIN; therefore the reasons for
screening anyone in this age group come into question
*Moscicki AB, Cox, JT. Practice improvement in cervical screening and
management (PICSM): symposium on management of cervical abnormalities
in adolescents and young women. J Low Genit Tract Dis. 2010;14(1):73-80.
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Annual Counts, Age-Adjusted Incidence Rates, and Median Age at Diagnosis of Invasive
Cervical Carcinoma Age: United States, 1998-2003
Age, y

Average Annual

Incidence Count
(95% CI) Percent

Incidence Rate

Median Age

All Ages

10,846

8.9 (8-8.9)

100

47

0-14

0

15-19

14

0.2 (0.1-0.2)

0.0
0.1

20-24

123

1.6 (1.5-1.7)

1.1

25-29

543

6.9 (6.7-7.2)

5.0

30-34

1045

12.3 (12-12.6)

9.6

35-39

1350

14.6 (14.3-14.9)

12.5

40-44

1534

16.3 (15.9-16.6)

14.1

45-49

1323

15.4 (15-15.7)

12.2

50-59

1958

14.5 (14.2-14.7)

18.0

60-69

1352

14.8 (14.5-15.1)

12.5

70-79

1008

12.9 (12.6-13.3)

9.3

>80

595

11.2 (10.9-11.6)

5.5

PICSM Key Messages –
Adolescents
• Adolescent prevention programs should focus on prevention of HPV
infection through universal HPV vaccination.
• Screening of women <21 is potentially harmful.
• Some adolescents will continue to be screened outside the
recommendation; protecting these women from unnecessary
procedures requires education about following the recommended
guidelines.
• It is important to have access to family planning and to prevention of
acquisition of harmful sequelae of STIs other than HPV.
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Informed Decision Making
Bellizzi et al. Arch Intern Med. 2011;171:2031-7.
Screening for

Target
population

Age
recommended
to stop
screening

Target
population
screening

Screened and
age 75-79

Screened
and age >
80

Reported
advised by
physician (age
75-79)

Breast

50-74

75

74%

62%

50%

62%

Prostate

50-74

75

40%

57%

42%

62%

Colorectal

50-74

75

48%

57%

47%

65%

Cervix

21-64

65

83%

53%

38%

48%

•

National Health Interview Survey (2005 and 2008); 49,575 adults
– ~50% of these older adults report their physicians recommended the cancer screening.
– Physician recommendation was the strongest predictor of obtaining the screening.

•

Critical role for healthcare providers to make informed screening decisions for
older adults
– Functional status, comorbidities, life expectancy, personal preferences

FDA Panel: HPV DNA Test Before
Pap for Cervical Cancer Screening
• Approval for the cobas human papillomavirus (HPV) test (Roche) alone
for primary cervical cancer screening of women aged > 25 years
– Using a sample of cervical cells, the cobas HPV Test detects DNA from 14
high-risk HPV types; including HPV 16 and 18.
– Previously, FDA-approved (2011) for use along with cervical cytology in
women aged > 30 years to screen for the presence or absence of high-risk
HPV types, 16 and 18; also used as a follow-up test in patients aged 21
years and older with abnormal cytology results

• Recommended indication is for first-line primary cervical screening to
detect high-risk HPV, including genotyping for genotypes 16 and 18
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Next Step…
• ASCCP and SGO developed a a guidance document –
based on the final ATHENA study data being published
– Guidance Report
• http://www.asccp.org/Portals/9/docs/News/HPV%20Guidance%2
0Doc%20Article_main.pdf

– ATHENA Study
• http://www.asccp.org/Portals/9/docs/News/ATHENAarticle_YGYNO_975716.pdf

…and what is the follow-up?
• Women who test negative for high-risk HPV types should be
followed-up in accordance with the physician's assessment of
screening and medical history, other risk factors, and professional
guidelines.
• Women who test positive for HPV genotypes 16 and/or 18 by the
cobas HPV Test should be referred to colposcopy.
• Women who test high risk HPV positive and 16/18 negative by the
cobas HPV Test (12 other [high-risk] HPV positive) should be
evaluated by cervical cytology to determine the need for colposcopy.
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Use of primary high-risk human papilloma virus testing for cervical cancer screening: Interim clinical Guidance
Huh WK, et. al. Gynecologic Oncology. 2015;136:178-182

• Re-screening after a negative primary hrHPV screen should occur no sooner than every 3 years
• Primary hrHPV screening should begin 3 years after the last negative cytology and should not be performed only one
or two years after a negative cytology result at 23 to 24 years of age.

More Sensitive than Cytology?
Ronco G et. al., http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(13)62218-7/fulltext

• Prospective Cohort Study – 47,208 women
– Cobas HPV test (candidate) and Cytology at baseline (comparator)

• Disease evaluation
– Abnormal cytology
– Positive cobas HPV test
– Randomly assigned subset of patients with high-risk HPV negative and normal
cytology results

• The candidate was also tested against the currently recommended
cervical cancer screening algorithm, which includes cytology testing on all
women, and HPV testing on a subset of women according to their age and
cytology results
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Results
Candidate (95% CI)

Comparator (95% CI)

Sensitivity for >CIN3
PPV > CIN3 in women referred to
colposcopy

58.26% (44.02-74.37)
12.25% (10.69-13.91)

42.63% (31.75-55.41)
6.47% (5.54-7.50)

Risk for > CIN3 in those not
referred for colposcopy

0.42% (0.20-0.74)

0.59 (0.36-0.92)

False (+) rate for > CIN3

4.09% (3.89-4.28)

6.04 (5.81-6.27)

 3 very different options that have very potentially different intervals,
different triage trees
 The challenge is now there for professional societies...to put together
data-driven evidence-based algorithms to the extent that there is data,
and then go forward with robust education for providers and for patients

Cervical Cancer Screening*
Population

Recommendation

Grade

Women aged 21-65

• Every 3 years with cervical cytology ALONE in women aged 21 to 29
years.
• Aged 30 to 65 years, screening every 3 years with cervical cytology
ALONE, every 5 years with high-risk human papillomavirus (hrHPV)
testing ALONE, or every 5 years with hrHPV testing in combination with
cytology (cotesting).

A

Women > 65 (with prior
adequate screening)

Do not screen
The ACS/ASCCP/ASCP/ACOG guidelines define adequate prior screening:
3 consecutive (-) cytology results or 2 consecutive (-)HPV results within 10 y
before cessation of screening, with the most recent test occurring within 5 y.

D

Women < 21

Do not screen

D

Women after hysterectomy with
removal of cervix AND no
history of HGSIL or cervical CA

Do not screen

D

*This recommendation statement applies to all women who have a cervix, regardless of sexual history
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AES Question 4.
As part of routine care for a 33-year-old female you obtain a
Pap test for cervical cancer screening. The cytology results are
negative for intraepithelial neoplasia, and the sample is positive
for the presence of HPV but negative for serotypes 16 and 18.
Which one of the following is the most appropriate
management for this patient?
A. Immediate colposcopy
B. Repeat HPV testing in 6 months
C. Repeat Pap and HPV testing in 12 months
D. Repeat Pap and HPV testing in 36 months

Cytology Negative, but HPV Positive
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Resources
• American Society for Colposcopy and Cervical
Pathology: www.asccp.org
• Algorithms
• Applications

Prevention
• Condom use
– May reduce the risk for HPV-associated diseases (e.g., genital warts and
cervical cancer)
– Use associated with higher rates of regression of CIN and clearance of HPV
infection in women; regression of HPV-associated penile lesions in men
– Limited number of prospective studies have demonstrated a protective
effect of condoms on the acquisition of genital HPV.

• Tobacco cessation
– Quit

• Vaccination

60

HPV Vaccine
•

Begin series BEFORE age 15 (well known - antibody response STRONGER in
young children)
– Two dose vaccine series
– Time zero and 6-12 months

•

Routine vaccination at age 11-12
– Can begin as young as age 9 REGARDLESS of whether they have a history of sexual
assault or abuse (Starting at a younger age helps take the question of sexual activity
out of the discussions?)

•
•

To be considered immunized, 5 or more months MUST have passed between
the first and second doses, other wise third dose should be given at 6 months
Immunocompromised persons (regardless of age) and ANYONE starting series
AFTER age 15, 3 doses (Time 0, 1-2 months, six months)
Dobson SR, McNeil S, Dionne M, et. Al. Immunogenicity of 2 doses of HPV vaccine in younger adolescents
vs 3 doses in young women: a randomized clinical trial. JAMA. 2013;309:1793-1802.

Age of Sexual Debut

Kaplan–Meier curves: probability of surviving free of sexual debut, according to race and
gender.

Cavazos-Rehg PA, et. al. Age of sexual debut among US adolescents. doi:10.1016/j.contraception.2009.02.014
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Safety of Vaccine
• Evaluated
– 15,000 subjects in the 9vHPV clinical development
– 13,000 in the 4vHPV clinical development

• Well tolerated
– Injection site-related pain, swelling, erythema
– Rare - syncope

COST
• $360 for 3 doses
– Covered by Vaccine for Children Program
– Cost prohibitive for uninsured adults

• HPV-related diseases cost at least $4 billion in
direct medical expenses
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Cost “Effectiveness”
• 9vHPV $13 more per dose than 4vHPV
• Cost per quality-adjusted life years gained did not
exceed $25,000 in any scenario

Current Immunization Rates
• < 18 years of age
– 60% of girls have received more than one
vaccine
– 40% of boys have received more than one
vaccine
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Increasing uptake
• Two-dose series 9-14 years
• One of the vaccines “routinely recommended”

“Mixed Messages?”
•

Communication approach and agreement to same-day HPV vaccination
– Analysis of audio recordings – Pediatrician, 11- to 12-year old patient and caregiver

•

Acceptance
– 73% WITH presumptive language (HPV vaccine at the end of the list for which the child
was “due”
– Only 22% when presumptive language was NOT used

•

Caregivers agreed to vaccinate
– 82% of time when delay was not mentioned
– Only 6% when delay was offered or recommended

•

Conclusions
– Unambivalent recommendations could help to reduce mixed messages
– Providing skills from motivational interviewing for talking with hesitant parents may be
helpful
Sturm et. Al., J Adolescent Health, 25 April 2017
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Increasing uptake
• Two-dose series 9-14 years
• One of the vaccines “routinely recommended”
• Prevents HPV-related cancers

HPV Vaccination protects high-risk girls
from cervical cancer
• Hofsetter et al., JAMA Pediatr. 2016 March
14.doi:10.1001/jamapediatrics.2016.3926
– Retrospective Cohort: 4,127 high-risk girls and young adult women
– Full or partial vaccination with the quadrivalent HPV Vaccine
reduced overall risk of abnormal cervical cytology by 36%.
– (Early vaccination (ages 11-14) was the most protective; reductions
in risk of abnormal cervical pathology
– One dose - 64% (hazard ratio 0.64)
– Three doses – 73% (hazard ratio 0.48)
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HPV Vaccination and Population-Level Drop
in Cervical Neoplasia Rates
• Data from New Mexico HPV Pap Registry
– Established just before HPV Vaccine was licensed in US
to examine population-based trends in cervical screening
and to estimate effect of HPV vaccination
– Registry received MANDATORY reporting of ALL cytologic
and HPV testing and any cervical, vulvar, and vaginal
histopathological findings for ALL women living in New
Mexico.

Benard et al. JAMA Oncology 2016. doi: 10.1001/jamaoncol.2016.3609

Results
• Adjusted for decreases in cervical screening
• Incidence of ALL grades of CIN decreased
significantly among individuals ages 15-19

Benard et al. JAMA Oncology 2016. doi: 10.1001/jamaoncol.2016.3609
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Results
CIN Trends 1 January 2007 – 31 December 2014
Incidence per 100,000 ages 15-19
Dysplasia
grade

Before

After

Annual percentage
decrease

P

CIN I

3468.3

1590.6

9%

<.001

CIN II

896.4

414.9

10.5%

0.3

CIN III

240.2

0

41.3%

0.5

6.3%

.02

Incidence per 100,000 ages 20-24
CIN II

1027.7

627.1

Benard et al. JAMA Oncology 2016. doi: 10.1001/jamaoncol.2016.3609

Conclusions
• Vaccination tied to Population-Level drop in CIN
rates
• Greater-than-anticipated impact
• Herd immunity – decreasing likelihood of being
infected
• Effect –
– Rational integration of vaccination and cervical screening - ? Increasing age
and decreasing frequency of screening
Benard et al. JAMA Oncology 2016. doi: 10.1001/jamaoncol.2016.3609
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NCI-Designated Cancer Centers
January 11,2017

• 69 Cancer Centers
“We feel that HPV Vaccination represents a rare opportunity to
prevent the nearly 40,000 cases of HPV-associated cancers
diagnosed annually in the US…as national leaders in cancer
research and clinical care, we are compelled to collectively call
upon parents and health care providers to increase vaccination
rates so our nation’s children don’t grow up to become cancer
patients…HPV vaccination is CANCER PREVENTION.”
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Reduced Oral HPV Infections with Gardasil
American Society of Clinical Oncology - 2017
• > 90% of oropharyngeal cancers are caused by HPV-16
• Cross Sectional Study (NHANES 2011-2014)
– Comparing individuals who had received the HPV vaccine (29.2%
women and 6.9% men) to those who had not
– Prevalence of oral HPV infections covered by vaccine was
significantly lower in the vaccinated group (0.11% vs. 1.61%;
p=0.008)
– Most significant reduction seen in men
• None who had been vaccinated had an HPV infection
• 2.1% of unvaccinated men were infected (p=.007)
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What does this mean?
• Estimate – in an unvaccinated population
about a million young adults would have
oral HPV infection by types 16, 18, 6 or 11.
• Universal vaccination would prevent
>900,000 of the infections

The issues…
• Discussion of the HPV vaccine as a referendum on
teenage sex
• Failure of health care personnel to ask at every
teenage/young adult visit about getting the HPV
vaccine
• National Registry
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Best Practice Recommendations
 Data does not support cervical cancer screening in girls and young women
< 21 years of age.
 Do not screen women for cervical dysplasia after hysterectomy with
removal of cervix AND no history of HGSIL or cervical CA.
 Do not perform Papanicolaou tests for surveillance of women with a history
of endometrial cancer.
 Adolescent prevention programs should focus on prevention of HPV
infection through universal HPV vaccination.
 The nonavalent human papillomavirus vaccine may be considered in
males and females 9 to 26 years of age to prevent genital warts and
cervical and anal cancers.

Thank you
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Questions

Contact Information
David Glenn Weismiller, MD, ScM, FAAFP
Email: david.weismiller@unlv.edu
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First Trimester Bleeding:
Evaluation and Management
Martha A. Simmons, MD, FAAFP
Lael Samuels Greenstein, MD

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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DISCLOSURE
It is the policy of the AAFP that all individuals in a position to control content disclose any
relationships with commercial interests upon nomination/invitation of participation.
Disclosure documents are reviewed for potential conflict of interest (COI), and if identified,
conflicts are resolved prior to confirmation of participation. Only those participants who had
no conflict of interest or who agreed to an identified resolution process prior to their
participation were involved in this CME activity.
All individuals in a position to control content for this session have indicated they have no
relevant financial relationships to disclose.
The content of my material/presentation in this CME activity will include discussion of
unapproved or investigational uses of products or devices as indicated:
• We will discuss the use of Mifepristone for management of early pregnancy loss.
Mifepristone is not FDA approved for this use, but we will cite a recent large study that
showed efficacy when combined with Misoprostol.

Martha A. Simmons, MD, FAAFP
Medical Director Planned Parenthood of Delaware, Wilmington, Delaware
Dr. Simmons currently provides reproductive health to under-served
patients in Delaware as Medical Director of Planned Parenthood of
Delaware. She earned her medical degree from Tufts University School of
Medicine in Boston, Massachusetts. She completed her family medicine
residency at the Hospital of the University of Pennsylvania in Philadelphia
and a reproductive health and advocacy fellowship at the Reproductive
Health Access Project and The Institute for Family Health in New York,
New York. Dr. Simmons holds a leadership position with the AAFP’s
Reproductive Health Care Member Interest Group and is an active
advocate for women’s health and reproductive health issues.
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Lael Samuels Greenstein, MD
Family physician, Cambridge Health Alliance Revere Care Center, Revere, Massachusetts
Dr. Greenstein currently practices full-spectrum family medicine in a community health
center in the greater Boston area. She serves on the clinical faculty at the Tufts Family
Medicine Residency, Cambridge, Massachusetts, where she precepts residents at the
primary residency and reproductive health clinics. Dr. Greenstein earned her medical degree
from Jefferson Medical College, Philadelphia, Pennsylvania, and completed her residency at
Crozer-Keystone Family Medicine Residency, Springfield, Pennsylvania. She completed a
Reproductive Health and Advocacy Fellowship at the Tufts University Family Medicine
Residency at Cambridge Health Alliance, which provided training in provision and teaching
of full-spectrum reproductive health, including abortion care, within family medicine. Her
areas of interest are underserved medicine, women’s health, and ways to improve access to
full-spectrum reproductive health within the community health care setting.

Learning Objectives
1.

Detect abnormalities during the first trimester of a patient, that vary from the normal
progression of pregnancy.

2.

Differentiate between possible causes of first trimester bleeding, including ectopic
pregnancy and miscarriage.

3.

Identify when a woman experiencing a miscarriage may require the dilation and
curettage procedure.

4.

Provide appropriate follow-up care and make referrals to mental health
professionals when necessary.

5.

Recommend appropriate doses of Rhogam and/or folic acid following a miscarriage
and prior to further attempts at conception.
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Audience Engagement System
Step 1

Step 2

Step 3

Acknowledgements
Thank you to Linda Prine, Honor
Macnaughton, and Erin Hendricks as well as
the Reproductive Health Access Project.
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Test of ARS
Is everyone ready to get started?
A. Yes!
B. Yes

Definitions
• Spontaneous Abortion: spontaneous loss of a
pregnancy less than 20 weeks gestation
• Threated Abortion: Bleeding prior to 20 weeks
gestation with a closed cervix
• Missed Abortion: nonviable pregnancy without passage
of products of conception (POC)
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Definitions Continued
• Anembryonic Gestation: pregnancy in which a
gestational sac develops without any other structures

Definitions Continued
• Complete Abortion: All products of conception have
passed
• Incomplete Abortion: Cervix is dilated; some but not all
POCs have passed.
• Ectopic Pregnancy: any pregnancy outside of the
endometrium.
• Early Pregnancy Loss (EPL): spontaneous abortion at
less than 13 weeks gestation, miscarriage
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https://www.reproductiveaccess.org/miscarriage/

Case 1: Maria
26 G2P1
• Vaginal Bleeding x 2 hours
• ~6 weeks based on LMP
• Has an appointment for her initial
prenatal visit next week
Do you need to see her in the office?
YES!
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Maria
Physical Exam:
• BP: 113/75, P: 80, R:14, Pox: 100%
• Speculum: closed cervix, some brown blood
in vaginal vault
• Bimanual exam: uterus 5–6 weeks size. No
uterine or adnexal masses. No tenderness.
What do you do next?

AES Question
What should you do next?
A. Provide reassurance and follow up in 1
week
B. Check serum ꞵ-hCG
C. Check ultrasound
D. Both B and C
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Answer
What should you do next?
A. Provide reassurance and follow up in 1
week
B. Check serum ꞵ-hCG
C. Check ultrasound
D. Both B and C

Initial Workup of Bleeding in Pregnancy
•
•
•
•
•

Confirm Urine Pregnancy Test
Hemoglobin/Hematocrit
RH Typing
Quantitative Beta hCG level (ꞵ-hCG)
Refer for or Perform Ultrasound
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AES Question
What is Maria’s Diagnosis?
A. Ectopic Pregnancy
B. Threatened Abortion
C. Complete Abortion
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Answer
What is Maria’s Diagnosis?
A. Ectopic Pregnancy
B. Threatened Abortion
C. Complete Abortion

How Do We Counsel Her?
Threatened Abortion
• 1 out of 4 patients
experience bleeding in 1st
trimester of pregnancy
• ~ 50% will go on to have
a normal pregnancy
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Plan for Maria
• Repeat ultrasound in 1 week
• May Follow serial β-hCGs
• Bleeding precautions
• Rhogam if RH negative

Maria’s Follow Up
• Blood type O+
• Initial ꞵ-hCG 2,511  48 hours later 4,012
– ≥53% rise in ꞵ-hCG suggestive of normal IUP
• Returns to the office a week later and her only
complaint is nausea. She has had no further
bleeding.
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Take Home Points
• Bleeding in first trimester of pregnancy is common
but never normal
• Follow-up for threatened abortion depends on
patient preference: U/S in 7-10 days is preferred
• Counseling includes that this is not patient’s fault.
No evidence for bed rest
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Case 2: Denise
Denise is a 35 yo G3P1
presents for initial prenatal
• Uncomplicated NSVD 18
months ago
• One medication AB
• No significant PMHx
• Light vaginal bleeding
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AES Question
What’s Denise’s Diagnosis?
A. Ectopic Pregnancy
B. Threated Abortion
C. Missed Abortion

Answer
What’s Denise’s Diagnosis?
A. Ectopic Pregnancy
B. Threated Abortion
C. Missed Abortion

15

What Are Denise’s Options?
• Expectant Management
• Medical Management (Misoprostol +/Mifepristone)
• Surgical Management (Uterine Aspiration)
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Use of Mifepristone for Miscarriage
Mifepristone 200 mg orally
24 hours later Misoprostol 800 µg vaginally

83.8% success rate vs 67.1% Miso alone

Uterine Aspiration
• Preferred over traditional sharp D&C
• Can be done in the office or ED using
handheld suction device (MVA)
• Preferred for patients who are unstable
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What Follow-up Does She Need?

AES Question
Do we need to follow serial ꞵ-hCGs?
A. Yes
B. No
C. Depends
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Answer
Do we need to follow serial ꞵ-hCGs?
A. Yes
B. No
C. Depends

Serial ꞵ-hCG in EPL
• Serial ꞵ-hCG’s required if intrauterine
pregnancy not confirmed with Ultrasound
• ≥50% drop in ꞵ-hCG over 48 h suggestive of
EPL
• ≥80% drop within 1 week after passage of
tissue diagnostic of EPL
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Take Home Points
• A missed AB is diagnosed when a
pregnancy remains in the uterus, but is
nonviable
• Stable patients can choose management
options based on preference
• Unstable patients should have uterine
aspiration

Case 3: Lauren
25 yo patient who has never
been pregnant
• Cu-IUD in place for
contraception
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Lauren
• Need to Rule out Ectopic Pregnancy
• Send stat quantitative ꞵ-hCG
• Refer or perform same day ultrasound

Beta HCG = 4100
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AES Question
What’s Lauren’s Diagnosis?
A. Ectopic Pregnancy
B. We need more information
C. Complete Abortion

Answer
What’s Lauren’s Diagnosis?
A. Ectopic Pregnancy
B. We need more information
C. Complete Abortion

22

Treatment Options for Ectopic
Pregnancy
• Medical Treatment (Methotrexate)
• Surgical Treatment

Take Home Points
• Ectopic pregnancy is a life-threatening
diagnosis and should be identified as soon
as possible
• IUDs overall reduce ectopic risk, but when
a pregnancy occurs with an IUD in place it
is highly concerning for ectopic
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Recommended Practice Changes
• Interpret ꞵ-hCG levels & U/S in conjunction to determine
causes of first trimester bleeding
• Offer stable patients EPL management based on
preference.
• Surgical or medical management are more often
required for patients with missed AB or Anembryonic
Gestation while incomplete AB often requires expectant
management only.
• Recommend uterine aspiration over sharp D&C

Resources
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Questions

Contact Information
Martha Simmons, MD, FAAFP
Martha.A.Simmons@gmail.com
@MarthaAyre
Lael Greenstein, MD
laelgreenstein@gmail.com
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Pelvic Pain

Julie Johnston, MD, FAAFP
Lucia McLendon, MD, 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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DISCLOSURE
It is the policy of the AAFP that all individuals in a position to control content disclose any relationships with commercial
interests upon nomination/invitation of participation. Disclosure documents are reviewed for potential conflict of interest
(COI), and if identified, conflicts are resolved prior to confirmation of participation. Only those participants who had no conflict
of interest or who agreed to an identified resolution process prior to their participation were involved in this CME activity.
The following individual(s) in a position to control content for this session have disclosed the following relevant financial
relationships
Julie Johnston, MD, FAAFP
•
Stock/Bond Holdings: Merck (general pharma)
All other individuals in a position to control content for this session have indicated they have no relevant financial
relationships to disclose.
The content of my material/presentation in this CME activity will include discussion of unapproved or investigational uses of
products or devices as indicated:
–
–

Will discuss off label uses of medications for cyclic pelvic pain. None of these have been approved for pelvic pain. All are evidence
based.
Cyclical Pain
•
•

OCPS, Depo, Progesterone IUD, etc.
Gonadotropin-releasing hormone agonist (Consider injectable – goserlin)

Julie Johnston, MD, FAAFP
Medical Director, Health Quarters, Lawrence, Massachusetts; Faculty, Lawrence Family
Medicine Residency, Massachusetts
Dr. Johnston is a graduate of Brown University’s Alpert Medical School in Providence, Rhode
Island. She completed her residency at Lawrence Family Medicine Residency, Massachusetts,
and participated in the Physicians for Reproductive Health Leadership Training Academy. At
Lawrence Family Medicine Residency, she coordinates the women’s health rotation and the
women's health area of concentration. Her areas of interest include the empowerment of
women, reproductive health access, immediate postpartum long-acting reversible
contraception provision, and political action. Dr. Johnston served as the 2018 women's
delegation co-convener and delegate for the National Conference of Constituency Leaders
(NCCL). In addition, she has leadership roles at the state level, including serving as the family
medicine representative on the Massachusetts Department of Public Health Perinatal Advisory
Committee and the Special Legislative Commission on Postpartum Depression.
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Lucia McLendon, MD, FAAFP
Associate Program Director, Harlem Residency in Family Medicine, Institute for
Family Health, New York, New York; Assistant Professor, Icahn School of
Medicine at Mount Sinai, New York, New York
Dr. McLendon practices full-spectrum family medicine at the Family Health
Center of Harlem in New York City, where she has a busy continuity practice,
runs the colposcopy clinic, and teaches medical students and residents. Board
certified in family medicine, she earned her medical degree at St. George’s
University School of Medicine in Grenada, West Indies; completed her Master
of Public Health (MPH) degree at Emory University in Atlanta, Georgia; and
completed a family medicine residency at Beth Israel Residency in Urban
Family Medicine, New York, New York. She completed a reproductive health
fellowship and continues to train fellows, residents, and medical students in
reproductive medicine in New York City.

Learning Objectives
1.

Classify acute and chronic etiologies of pelvic pain.

2.

Educate patients on the use of a pain journal to aid in the diagnosis of pelvic pain.

3.

Perform a differential diagnosis using evidence based guidelines and tools.

4.

Outline recommended management strategies for the common sources of pelvic
pain.

5.

Evaluate FDA approved therapies for the treatment of pelvic pain, including safety,
efficacy, tolerance, and cost considerations relative to currently available options.
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Audience Engagement System
Step 1

Step 2

Step 3

Emily
21 yo female presents with worsening of dull
pelvic pain over the past 2 days. Has a new
male partner who refuses to wear a condom.
She had an IUD placed 1 year ago.

https://www.pexels.com/photo/photo-ofwoman-using-her-laptop-935756/
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Emily
• ROS: + dysuria, increased vaginal discharge,
subjective fever, + nausea
• PE
– T 101
– Pelvic: increased discharge, friable cervix, diffuse
uterine tenderness
– Labs: HCG negative, GC/Chl pending, wet prep
with copious WBCs

PID Diagnosis
• 1 or more findings prior to
empiric treatment:
– CMT
– Uterine tenderness
– Adnexal tenderness

• 1 or more enhance the
diagnosis
– Oral temp>101 F
– Mucopurulent discharge or
cervical friability
– Increased WBCs on Wet
mount
– Increased CRP or ESR
– Lab documentation of GC
or Chlamydia
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PID treatment
• Usually outpatient:
• Ceftriaxone 250mg IM +
• Doxycycline 100mg orally 2x daily for 14 days
• +/- Metronidazole 500mg 2x/day for 14 days

• In-patient if tubo-ovarian abscess
• Cefotetan 2g IV q12 hours+
• Doxycycline 10mg IV or orally q 12 hours

AES Question #1?
Should the IUD come out today?
1. Yes, she has PID
2. Yes, if she would like it out
3. No, treat the infection for at least 24 hours
4. No, the removal would not be covered at this
visit
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Free Evidence Based App

Common causes of acute pelvic pain
• Non-gynecologic
– Appendicitis
– Constipation
– Acute cystitis
– Diverticulitis
– Urinary tract calculi
– Musculoskeletal

• Gynecololgic
– Endometriosis
– Dysmenorrhea
– Endometritis
– Ovarian hyper stimulation
– Ovarian Cyst rupture
– PID
– Sexual trauma
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Emergencies not to miss!
•
•
•
•
•
•

Appendicitis
Ovarian torsion
Ectopic pregnancy
Pyelonephritis
Tubo-ovarian abscess
Aortic aneurysm

Helpful Exam findings
• Rovsing sign
– Palpating the LLQ causes pain in the RLQ
– >90% sensitive for appendicitis

• Carnett sign
– Increased pain on palpation of a contracted
lower abdominal wall
– Likely a musculoskeletal cause
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Evaluation of Acute pelvic pain
1. History
2. Physical exam
3. Labs
– HCG, UA, CBC, GC/Chl

4. Imaging-ultrasound is first line
– Followed by CT if not pregnant
– MRI for pregnant women

Laura
• 45yo G1P1 with 1 year history of pelvic pain.
Hx of emergency c-section and hysterectomy at
age 35.
– Pain non-cyclic and not relived with NSAIDs.
– Not currently sexually active.
– No pain with urination or defecation. Regular bowel
movements
– She is up to date on routine health maintenance
https://www.pexels.com/photo/shallow-focus-photographyof-a-woman-in-green-top-wearing-white-coat-1056556/
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Chronic Pelvic Pain Work-Up
• History and physical
– IPPS Pelvic Pain Assessment Form

• Labs
– CBC with diff, ESR, UA, GC/Chl, hCG

• Imaging
– Endoluminal vaginal ultrasound
– Pelvic ultrasound, +/- MRI

• Laparoscopy (Only if severe)

Symptom Tracker
• Pain Journal
• Symptom App

https://www.pexels.com/photo/person-uses-pen-on-book-1061576/
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Chronic Pelvic Pain
Differential Diagnosis

• GYN

– Dysmenorrhea
– Endometriosis
– Ovarian cyst, ovarian remnant (post
surgery)
– Fibroids
– Vulvodynia
– Cancer
– Pelvic floor dysfunction

Differential Diagnosis Continued
•
•
•
•
•

GI – IBS, Constipation
GU – Interstitial cystitis/Bladder syndrome
Surgical – Adhesions
Sexual and/or physical trauma
Idiopathic pelvic pain
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Trauma Informed Care
• National Co-morbidity Study: N=5,877
– Lifetime trauma exposure >60% men; >50%
women

• ACE Study: N = 17,377
– 10 Categories of childhood trauma
– 63% at least one; 25% two or more; 20% >3

• Trauma in Urban Primary Care: N=509
– 16 categories of trauma
– 79%; 65% exposed to more than one category;
Kessler et. al. 1995, Felitti et. al. 1997, Dube et. al. 2001, Weigh et. al. 2010, Liebschutz
et. al. 2007, Ehlers et. al. 2007

AES Question #2
Which of the following are considered red
flags in patients with chronic pelvic pain?
1. Postcoital bleeding
2. Postmenopausal bleeding
3. Postmenopausal onset of pain
4. Unexplained weight gain
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Medication Treatment Options
•

Nonsteroidal anti-inflammatory drugs
–
–

•

Cyclical Pain
–
–

•

OCPS, Depo, Progesterone IUD, etc
Gonadotropin-releasing hormone agonist (Consider injectable - goserelin)

Neuropathic Pain
–
–
–

•

Good evidence to treat dysmenorrhea
Not good evidence (Cochrane review) for endometriosis

Gabapentin (neurontin) low NNTT, Pregabalin (lyrica)
Gabapentin + TCA (amitriptyline)
TCA or SSRI alone

Mood disorder +/- depression with pain
–

SSRI (venlafaxine/duloxetine)

AES Question #3
Which of the following is NOT a treatment options for chronic pelvic
pain?

1. Hysterectomy as last resort after all other modalities
have been tried
2. Steroid injections and trigger point injections
3. Botox injections
4. Laparoscopy for severe pain
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Treatment Options Continued
• Pelvic floor physical therapy
• Biofeedback
– More effective than electrostimulation or massage
alone

• Somatocognitive therapy
– Combination of cognitive psychotheray and
physiotherapy

• Promoting resilience

Lily
• 27 yo G0 who presents for a discussion of infertility. She has
been trying to become pregnant with her male partner for 2
years.
• History of dysmenorrhea and intermittent pelvic pain for about 10
years.
• Has never used hormonal birth control
• PE is notable for an retroverted uterus with limited mobility
https://www.pexels.com/photo/close-up-photography-of-a-woman-near-wall-1065084/
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Endometriosis
•
•
•
•
•

Up to 10% women of reproductive age
Estrogen dependent disease
Ages 25-29 highest incidence
Ectopic endometrial glands and stroma
Association with clear cell and
endometrioid ovarian cancer

Risk factors for endometriosis
•
•
•
•
•
•
•
•

Early menarche
Late menopause
Nulliparity
Shorter lactation intervals
Menstrual cycles <28 days
Low body mass
Mullerian anomalies
White race compared with black race
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Endometriosis PE findings
• Limited Uterine mobility
• Adnexal mass
• Uterosacral nodularity

Evaluation
•
•
•
•

History and physical
Ultrasound
CA-125 not routinely recommended
Laparoscopy
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Medical Treatment
• There are many options for continuous
suppression
– OCPs, continuous progesterone, Levonorgestrel
IUD (52mg), Depo, Etonogestrel implant

• Recurrence rates are high when medication
is discontinued
• NSAIDs show little evidence over placebo

2nd line options
• GnRH agonist for 3 months after failure
with OCP and NSAID treatment
• “Add-back therapy” to reduce bone
mineral loss if GnRH agonist is successful.
– Progestin, Estrogen, progestin +
bisphosphonates

• Refer for surgical evaluation
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Hot off the press…
• Elagolix
• FDA approved July 2018
– GnRH antagonist
– Studies included women with a surgical
diagnosis of endometriosis
– Hypoestrogenic side effects

Elagolix
% Clinical
response

Dysmenorrhea

Nonmenstrual
Pelvic pain

Trial 1 placebo

19.6

36.5

Trial 1 low dose

46.4

50.4

Trial 1 high dose

75.8

54.5

Trial 2 placebo

22.7

36.5

Trial 2 low dose

43.4

49.8

Trial 2 high dose

72.4

57.8
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Surgical Treatment
• Short term improvement in pain after
conservative surgical treatment
• Excision of an endometrioma is superior to a
simple cyst drainage and ablation of the cyst
wall
• Hysterectomy is successful in reducing
symptoms and pain (BSO did not improve
pain further)

Infertility
• 21-40% of women with infertility have
endometriosis
• Surgical management of endometriosisrelated infertility does improve pregnancy
rates
• Medical suppressive therapies such as
OCs or GnRH agonists are ineffective
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Coding Tips
• Billing based on time is often the most
appropriate for these longer encounters
• Code based on the problem
(endometriosis) if treating with a
contraceptive rather than Contraceptive
management

Practice Recommendations
1. Treat PID prior to IUD removal. SOR C
2. When pelvic pain remains severe after
treatment, refer for laparoscopy if the diagnosis
is unclear. SOR C
3.Treat endometriosis pain with extended cycle
hormonal contraceptives. SOR A
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Questions

Contact Information
Julie Johnston, MD, FAAFP
juliejohnstonmd@gmail.com
@juliejohnstonmd

Lucia McLendon, MD
luciamclendon@gmail.com
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Well Woman Exam:
The New Well Woman Visit
Heather L. Paladine, MD, MEd, FAAFP
Emily Holt, DO, MPH

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.

1

DISCLOSURE
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nomination/invitation of participation. Disclosure documents are reviewed
for potential conflict of interest (COI), and if identified, conflicts are resolved
prior to confirmation of participation. Only those participants who had no
conflict of interest or who agreed to an identified resolution process prior to
their participation were involved in this CME activity.
All individuals in a position to control content for this session have indicated
they have no relevant financial relationships to disclose.
The content of my material/presentation in this CME activity will not include
discussion of unapproved or investigational uses of products or devices.

Heather L. Paladine, MD, MEd, FAAFP
Residency Director/Director of Women's Health, New York-Presbyterian/Columbia University
Medical Center Family Medicine Residency Program, New York, New York; Assistant
Professor of Medicine, Center for Family and Community Medicine, Columbia University
Medical Center, New York, New York
Dr. Paladine lives and practices full-spectrum family medicine in Manhattan, New York,
where she supervises residents and medical students, and treats a predominantly Latino,
low-income patient population. She focuses on women's health, including maternity care
and reproductive health. In addition to her work as a physician, Dr. Paladine mentors
residents and medical students as a preceptor in clinic and hospital environments. She is a
member of the board of directors of the New York State Academy of Family Physicians and
chair of its Education Commission. She believes that the United States needs a health care
system based on primary care and that the public must learn more about family medicine to
pave the way.
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Emily Holt, DO, MPH
Family physician, Tulane University Student Health Center, New Orleans, Louisiana
Dr. Holt is a board-certified family physician who is transitioning from working with an
underserved, largely Spanish-speaking patient population at the St. Thomas Community
Health Center in New Orleans to the Tulane University Student Health Center. She earned a
medical degree from the Edward Via Virginia College of Osteopathic Medicine in Blacksburg
and completed a family medicine residency at New York-Presbyterian/Columbia University
Medical Center, where she received the residency program’s advocacy award. She earned a
Master of Public Health (MPH) degree in epidemiology and maternal and child health from
Tulane School of Public Health and Tropical Medicine, New Orleans, Louisiana. Following this
training, she completed a yearlong health policy fellowship with the Wounded Warrior Project
in Washington, DC. The analysis she performed with her colleagues was a basis for U.S.
Public Law 111-163. In addition, she served on the Public Health Commission of the New
York State Academy of Family Physicians.

Learning Objectives
1.

Conduct age appropriate screening of female patients
according to current evidence-based recommendations.

2.

Assess patient’s health risks and counsel patients on
necessary lifestyle modifications to maintain health.

3.

Differentiate specific issues, disease processes, and
treatments based on ethnicity, gender, and genetics.

4.

Develop a protocol for well-woman screening that
encompasses the eight priority areas for well-woman care.
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Associated Session
• (PBL) Well Woman Exam: The New Well
Woman Visit
Lecture: Wednesday 10:30, 1:45
PBL: Wednesday 12:30, Thursday 7am

Audience Engagement System
Step 1

Step 2

Step 3
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Key Concepts
Grade A - Folic acid, HIV, syphilis, BP, smoking, cervical cancer, colon cancer
Grade B - Gonorrhea, Chlamydia, diabetes, diet, obesity, statin,
aspirin,mammography age 50- 75, depression, alcohol, IPV, osteoporosis
Grade C - mammography age 40-49
Grade I - pelvic exam, mammography age 75+, clinical breast exam, suicide,
drug use
Grade D - teaching breast self exam

What’s in a Well Woman Visit?
-Evidence-based risk assessment and
counseling
-Exam
-8 priority areas...
https://www.flickr.com/photos/adam_jones/3773579045
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List of useful apps
USPSTF: AHRQ ePSS*
Contraception: CDC Contraception*
Cervical cancer: ASCCP mobile app
ACC cardiac risk: ASCVD plus

8 Priority Areas of the
Well Woman Visit
1) reproductive life planning and sexual health
2) cardiovascular disease and stroke
3) prevention, screening, and early detection of cancers
4) unintended injury,
5) anxiety, depression, substance abuse, and suicidal intent,
6) intimate partner violence, assault, and homicide,
7) lower respiratory disease,
8) arthritis and other musculoskeletal problems.
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ePSS Refresher
https://epss.ahrq.gov/PDA/index.jsp

USPSTF Grades

7

8

9

AES Question
A 40yo woman comes to your office
for a well-woman visit. Which of
the following is not an A or B grade
recommendation from the USPSTF?
a) Cervical cancer screening
b) HIV screening
c) Breast cancer screening with mammography
d) Statin use for ASCVD risk > 10%

1) Reproductive Life Planning and
Sexual Health
- Preconception care/reproductive life plan
- STI screening
- Contraception

10

Reproductive Life Plan
• Consider One Key Question: Would you
like to become pregnant in the next year?
•
Yes/No/Unsure
•
Can be asked by MA
https://beforeandbeyond.org/toolkit/reproductive-life-plan-assessment/

Reproductive Life Plan
• Preconception/Interconception care
–
–
–
–

Risk screening
Physical assessment
Vaccinations
Counseling

Johnson K et al. Recommendations to Improve Preconception Health and Health Care --- United States. MMWR
2006; 55(RR06): 1-23.https://www.cdc.gov/MMWr/preview/mmwrhtml/rr5506a1.htm
Farahi N and Zolotor A. Recommendations for Preconception Counseling and Care. AFP 2013; 88(8): 499-506.
https://www.aafp.org/afp/2013/1015/p499.html
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Preconception Risk Screening
•
•
•
•
•
•
•
•

Teratogens
Substance use
Chronic disease (diabetes, hypothyroidism)
Folic acid (grade A)
Infectious diseases (HIV, hepatitis B, rubella, GC/CT)
Obesity
Genetic risks
Mental health and social issues

STI screening - USPSTF
recommendations
Grade A:
• HIV screening (adults 15-65)
• Syphilis screening (adults at increased risk)
Grade B:
• Chlamydia and gonorrhea (women < 24)
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AES Question
A 33yo woman comes in requesting combination hormonal contraceptives
(CHCs). Her PMH includes migraine headaches without aura. She was told by
her previous doctor that she can’t be on hormonal contraceptives due to the
migraines. She has no other PMH.
Currently, the CDC recommends against CHCs in women with migraines
without aura.
a) True
b) False

CDC Medical Eligibility for
Contraception

https://www.cdc.gov/reproductivehealth/contraception/mmwr/mec/summary.html
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2) Cardiovascular disease and stroke
• Cardiovascular disease disparities for
women
• Unique risk factors for women
• Screening recommendations
Brown HL et al. Promoting Risk Identification and Reduction of Cardiovascular Disease in Women Through
Collaboration With Obstetricians and Gynecologists: A Presidential Advisory From the American Heart Association and
the American College of Obstetricians and Gynecologists. Circulation. 2018;137:e843-e852.
http://circ.ahajournals.org/content/137/24/e843

Cardiovascular disease disparities
• Less adequate BP control in older women
• Women with DM less likely to be treated for ASCVD
risks
• More younger women smoke cigarettes
• Obesity is more prevalent and a stronger ASCVD risk in
women
• Less likely to participate in cardiac rehabilitation
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Unique ASCVD risk factors
•
•
•
•
•

PCOS
Gestational diabetes
Gestational HTN
Menopausal status or hypothalamic amenorrhea
OCP use in women who smoke or have HTN

USPSTF recommendations
Grade A:
•
•

BP screening
Smoking cessation

Grade B:
•
•
•
•
•

Type 2 DM screening (age 40-70)
Healthy diet counseling for adults with ASCVD risks
Obesity screening
Statin use for ASCVD risk >10% (age 40-70)
ASA for primary prevention of CVD and colorectal cancer (balance
w/bleeding risk) in age 50-59 and ASCVD risk > 10%
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3) Prevention, screening, and early
detection of cancers
-Cervical, breast, ovarian and colon cancer screening
updates
-Controversial screening recommendations that conflict
with social norms
-Disparities

Cervical Cancer- HPV Connection
-Cervical CA caused by HPV >99% cases
-Risk of infection peaks in teenage years and early 20s,
decreases with age
-Slow progression to disease (10-20 yrs)
-FDA approved: Gardasil® 9

https://www.maxpixel.net/Think-School-Learn-Board-Student-Thought-Bubble-3069106
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Cervical CA Screening- USPSTF final
recommendations
Grade A:
-Ages 21-29: cytology alone q3 years
-Ages 30-65:
-Cytology alone q3 years, or
-hrHPV test alone q5 years, or
-Cotesting (hrHPV + cytology) q5 years

Grade D:
-Do not screen age <21
-Do not screen for >65 if adequate prior screening
-Do not screen after HYS with cervix removal who do not have h/o high grade
precancerous lesion

Primary HPV screening
-ASCCP/SGO Interim guidance
-Ages 25-65: once q5 years as alternative to cytology or cotesting
-ACOG (under review)
-Ages 30-65 once q5 yrs as alternative to cytology or cotesting
-USPSTF final recommendation:
-Ages 30-65 once q5 yrs as alternative to cytology or cotesting
-Upcoming: HPV self-sampling
-ASCCP app
Huh WK, Ault KA, Chelmow D, Davey DD, Goulart RA, Garcia FA, et al. Use of primary high-risk human papillomavirus testing for cervical cancer screening:
interim clinical guidance. Obstet Gynecol 2015;125:330–7. Available at:
http://journals.lww.com/greenjournal/fulltext/2015/02000/Use_of_Primary_High_Risk_Human_Papillomavirus.8.aspx.
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Primary HPV Screening
Colposcopy

Type 16/18
Positive

> ASC-US
Primary HPV
Screening

12 other hrHPV+

Cytology
NIL
M

Negative

Routine
screening

Follow-up in
12 months

Warner K. Huh et al. Use of Primary High-Risk Human Papillomavirus Testing for Cervical Cancer Screening: Interim Clinical
Guidance. Journal of Lower Genital Tract Disease. 2015; 19 (2).

AES Question
A 32yo female comes in for a well woman exam and mentions that she is
“overdue” for a pap smear. It has been two years since her last normal pap
(cytology only) and she has never had an abnormal one. She says she waited
to come in because the pap is so uncomfortable. You tell her:
a) “Today is your lucky day! You don’t need another pap for 1 more year.”
b) “All we have to do today is HPV screening because you didn’t have that
done last time.”
c) “Today is your lucky day! The HPV test is every 5 years so you don’t need
another pap for three years!”
d) “It’s important to get an annual pap to prevent cervical cancer. I’ll try to
make it as comfortable as possible for you.”
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Ovarian CA Screen - Pelvic Exam
-ACP, AAFP: do not screen
-PLCO trial
-USPSTF: I
-Benefit: finding malignant/infectious disease
-risk of false positive and false neg, anxiety, unnecessary interventions
-ACOG: external exam annually age >21; spec/bimanual should be shared
decision making
Qaseem et al. Screening Pelvic Examination in Adult Women: A Clinical Practice Guideline from the American College of Physicians. Annals of
Internal Medicine. 2014; 161(1):67-72. http://annals.org/aim/fullarticle/1884537/screening-pelvic-examination-adult-women-clinical-practiceguideline-from-american. Accessed July 6, 2018.

Breast CA Detection - Mammography
-The annual letter
-USPSTF:
-Mammo ages 40-49 q2 yrs (C)
-“Individualized decision”
-Mammo ages 50-74 q2 yrs (B)
-Not enough info for ages 75+ (I)
-Disparities
https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/cancer-facts-andfigures-for-african-americans/cancer-facts-and-figures-for-african-americans-2016-2018.pdf
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Breast CA Detection - Breast Exam
-Misinformed educational apps
-Self Exam?
-USPSTF recommends against teaching breast self exam (D)
-AAFP, ACS, ACOG, USPSTF: do not recommend
-Clinical Breast Exam?
-USPSTF (I)
-ACS: do not recommend
-ACOG: q1-3 years for 20-29 yrs; annual for >40
Ginossar T, Shah SF, West AJ, et al. Content, Usability, and Utilization of Plain Language in Breast
Cancer Mobile Phone Apps: A Systematic Analysis. JMIR mHealth and uHealth. 2017;5(3):e20.

Colon Cancer Screening
Grade A:
Screen age 50-75
-Colonoscopy q10 yrs
-CT colonography q5 yrs
-FIT annually
-FIT-DNA q1-3 years
-Flex sigmoidoscopy q5 yrs

Grade B:
Low dose ASA for primary prevention
-Ages 50-59 with a 10yr CVD score of >10% who do not have
increased risk of bleed, and willing to take it 10 years
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5) Anxiety, Depression, Substance
abuse, and Suicidal Intent
-Depression and suicide risk screening
-Substance abuse screening

Depression Screening- USPSTF Recommendations
Grade B:
-Screen for MDD in adults, including pregnant and postpartum women
-PHQ-2 and -9; Geriatric Depression Scale; Edinburgh Postnatal
Depression Scale
-Screen for MDD in ages 12-18
-PHQ-A (http://www.uacap.org/uploads/3/2/5/0/3250432/phq-a.pdf)

Grade I:
-Suicide risk screening in adolescents, adults and older adults
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Substance Abuse Screening and Counseling-USPSTF
Recommendations
Grade A:
-Tobacco: screen all adults and pregnant women, advise to stop,
provide behavioral interventions and FDA-approved pharmacotherapy for
cessation

Grade B:
-Alcohol: Screen >18 yrs for alcohol misuse; provide brief behavioral
counseling interventions prn
-ASSIST, AUDIT, CAGE, T-ACE (pregnant women)

Grade I:
-Illicit drugs (Under review)

6) Intimate partner violence, assault, and homicide
Grade B:
-Screen for intimate partner violence (IPV)
in women of reproductive age
-HITS, WAST (FP Notebook app)
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8) Musculoskeletal Problems-Osteoporosis
screening
-Higher risk: women, early menopause (<45 yrs)
-Assess risk: FRAX score
(https://www.sheffield.ac.uk/FRAX/tool.aspx?country=9)

Grade B:
-Screen with bone measurement testing to prevent osteoporotic fxs in >65
years
-Screen for osteoporosis with bone measurement testing in
postmenopausal women < 65 yrs at increased risk

8 Priority Areas of the
Well Woman Visit
1) reproductive life planning and sexual health
2) cardiovascular disease and stroke
3) prevention, screening, and early detection of cancers
4) unintended injury,
5) anxiety, depression, substance abuse, and suicidal intent,
6) intimate partner violence, assault, and homicide,
7) lower respiratory disease,
8) arthritis and other musculoskeletal problems.
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Key Concepts
Grade A - Folic acid, HIV, syphilis, BP, smoking, cervical cancer, colon cancer
Grade B - Gonorrhea, Chlamydia, diabetes, diet, obesity, statin,
aspirin,mammography age 50- 75, depression, alcohol, IPV, osteoporosis
Grade C - mammography age 40-49
Grade I - pelvic exam, mammography age 75+, clinical breast exam, suicide,
drug use
Grade D - teaching breast self exam

Questions
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Contact Information
Heather Paladine: hlp222@gmail.com
Emily Holt: emily.elder.bruce@gmail.com
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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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disclose any relationships with commercial interests upon
nomination/invitation of participation. Disclosure documents are reviewed
for potential conflict of interest (COI), and if identified, conflicts are resolved
prior to confirmation of participation. Only those participants who had no
conflict of interest or who agreed to an identified resolution process prior to
their participation were involved in this CME activity.
All individuals in a position to control content for this session have indicated
they have no relevant financial relationships to disclose.
The content of my material/presentation in this CME activity will not include
discussion of unapproved or investigational uses of products or devices.

David Glenn Weismiller, MD, ScM, FAAFP
Professor, Department of Family and Community Medicine, University of Nevada, Las Vegas
School of Medicine
Dr. Weismiller is a graduate of Jefferson Medical College of Thomas Jefferson University in
Philadelphia, Pennsylvania, and completed his residency at the University of Virginia Health
Sciences Center in Charlottesville. He practices family medicine at the new medical school of
the University of Nevada, Las Vegas, where he provides full-scope care that includes inpatient
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the country. Dr. Weismiller is the author of numerous publications on issues related to women's
and children's health, and he is an advocate for empowering individuals to make sound health
care choices.
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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
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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.
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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.
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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.

32

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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