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This clinical e-newsletter from The North American Menopause Society (NAMS) presents questions
and cases commonly seen in a menopause specialist’s practice. Recognized experts in the field
provide their opinions and practical advice. Mindy S. Christianson, MD, the Editor of Menopause
e-Consult, encourages your suggestions for future topics. The opinions expressed in the
commentaries are those of the authors and are not necessarily endorsed by NAMS or by

Dr. Christianson.

Question

A 65-year-old nulliparous divorced woman
presents for her annual examination. She
reports that she has been in a new sexual
relationship for the past year. Her gynecologic
history is notable for uterine fibroids. She has
no history of abnormal Pap tests or human
papillomavirus (HPV) infections. She is not a
smoker, has had three total lifetime partners,
and has no history of sexually transmitted
infections. At the woman’s insistence, a Pap
test was performed and showed a high-grade
intraepithelial lesion with high-risk HPV
detected. Subsequent Pap tests showed
cervical dysplasia, and she eventually opted to
proceed with a hysterectomy. Although this
situation is extreme in terms of the woman’s
age, what are the guidelines for Pap tests and
the HPV vaccine for midlife women and
beyond? How old is too old for cervical cancer
screening?
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his question is very interesting because it
reflects issues of both screening and
prevention.

Per screening guidelines in both the United
States and Canada, this patient could be
offered routine screening up until the age of
65 or 70 years. The US Preventive Services
Task Force, in their 2018 recommendation
statement, recommends against screening for
cervical cancer in women aged 65 years and
older who have had adequate prior screening
and are otherwise not at high risk for
developing cervical cancer (grade D).t

The Canadian Task Force on Preventive Care
advises that screening Pap tests may stop at
age 70 years after three successive negative
PAP results.? However, the Canadian
guideline does say that for women aged older
than 70 years who have not been adequately
screened, there is a recommendation to
continue screening until three negative tests
have been obtained (weak recommendation;
low-quality evidence).

The Canadian guideline states that

e There is little evidence regarding at what
age to stop screening, although other
countries have a policy to stop screening
women aged older than 65 or 70 years
given adequate previous screening.®®

e Evidence for the definition of adequate
previous screening is unclear. The US



combined societies: the American Cancer
Society, the American Society for
Colposcopy and Cervical Pathology, and
the American Society for Clinical
Pathology (ACS/ASCCP/ASCP) report
acknowledged lack of evidence and used a
modeling study that suggested that for
women who had not undergone screening,
“a few” screens resulted in extra life
expectancy.®

e European policy advises that two tests
with negative results are sufficient.’

e There is limited evidence for the benefits
of screening older women, largely because
of the exclusion of this age group from
most of the studies reviewed.

e Given these possibilities, healthy women
in this age group may derive some benefit
from screening if they have not undergone
adequate screening previously.

e Where recommendations are weak,
healthcare providers should discuss the
balance between potential benefits and
harms of screening with PAP tests to help
each woman make an informed decision
that is consistent with her values and
preferences.

And what is adequate screening? From the
American societies:
e Adequate prior screening. ACS/ASCCP/

ASCP define adequate prior screening as

— Three consecutive negative cytology
results or two consecutive negative
cotesting results within 10 years
before stopping screening, with the
most recent test occurring within
5 years.

— Furthermore, even though our patient
now has a new partner, routine
screening is not recommended in her
age group. “Once screening has
stopped, it should not resume in
women older than 65 years, even if
they report having a new sexual
partner.”®

It is reasonable to review when this woman
last had routine negative screening because
this is not clear from the history, and that
timing is very important. Given her personal
concern, her understanding of exposure to a
new partner, and her clear preference, the
clinician agreed and did a PAP test, with
worrisome results.

In terms of prevention, the HPV vaccine is a
major factor to consider and is a common
clinical question. Both in the United States
and Canada, the product monograph for HPV
immunization has the upper age limit as 45
years. Any use of the vaccine after that would
be considered off-label use. In Canada, the
National ~ Advisory ~ Commission  on
Immunization advise immunization for those
“age 26 and above,” essentially not giving an
end age for usage.’

The Centers for Disease Control and
Prevention (CDC) advises that for adults aged
27 through 45 years, clinicians can consider
discussing HPV vaccination with those who
are most likely to benefit.*® Thus, there are no
clear guidelines for this patient, age 64, with
respect to primary prevention.

There are, however, a number of interesting
publications focused on the benefit of
immunization in those patients with identified
disease aimed at reducing risk of recurrence or
de novo infection in another location. This is
now aimed at secondary or even tertiary
prevention. These studies reflect international
assessments, demographics, and variable
underlying criteria for inclusion or exclusion
in the studies.

Joura and colleagues in 2012 showed that
previous vaccination in women who had
surgical treatment for HPV disease
significantly reduced the incidence of
subsequent HPV-related disease.!* Kang and
associates in 2013 published data showing



significant decreased risk of recurrence of
disease in a group of patients after loop
electrosurgical excision procedures (LEEP).12
And in 2018, Ghelardi and colleagues showed
that reduction of risk of recurrent disease in
women with cervical intraepithelial neoplasia
grade 2+ (CIN2+) can reduce the risk of
recurrent disease on the order of 80% in any
location.®

Although there may be variable demographics
and variation in extent and location of disease
in these and other studies, given the high-
grade nature of this woman’s disease, the
ongoing exposure to possible new partners in
a sexually active woman, and her own active
participation in her healthcare decisions, it
seems reasonable to have the discussion with
her about the options around HPV vaccination
so that she can make an informed decision
about her care.
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Case

A 25-year-old woman presents to you for
evaluation of irregular menstrual cycles for
the past 4 years. She also reports associated
hot flashes, night sweats, mood swings, poor
sleep, and hair loss over the last 6 months. She
is planning to get married in 10 months and
would like to conceive within the year.

Her menarche was at age 11. Her cycles
occurred every 27 days with a moderate flow
that lasted 4 to 5 days. She began to skip
monthly cycles when she was 21 until the last
year when she skipped 5 to 6 months and
started to experience her symptoms.



Her physical examination shows a well-
nourished woman with a height of 65 in and
weight of 128 Ib. Her examination is
unremarkable except for evidence of
vulvovaginal atrophy. She brought her labs to
the visit, which were notable for follicle-
stimulating hormone of 49, luteinizing
hormone of 42, estradiol of 15, and
antimallerian hormone of 0.01.

She tried to investigate her symptoms online
and found a possible association between
HPV and primary ovarian insufficiency. She
remembered that she had two doses of the
HPV vaccine over the last 6 months. What
information can you give her about the HPV
vaccine, and how do you advise her about her
current situation?
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I t’s not uncommon for women to ask about
the human papilloma virus (HPV) vaccine
and ovarian failure. This often stems from
antivaccination material they’ve read on
social media or even from coverage in the
popular press. It’s critical for women’s health
providers to know that this association is not
warranted and to tell their patients that we
currently do not have any substantive data that
suggest or support that the HPV vaccine can
cause primary ovarian insufficiency (POI).1

Each year, approximately 500,000 women
worldwide are diagnosed with cervical cancer,
and high-risk strains of HPV cause 70% of
cervical cancers.>® Fortunately, an HPV
vaccine exists that can prevent most cervical
cancer cases. The Centers for Disease Control
and Prevention (CDC) recommends HPV
vaccination for adolescents and adults, with
routine vaccination starting at age 11 to
12 years and catch-up vaccination through age
26 years. Vaccination for persons aged 27 to
45 years that are not adequately vaccinated is
also recommended, with shared decision-
making.*

Even though the HPV vaccine has been
available for more than 10 years, its
vaccination rate lags behind other vaccines,
with public safety fears identified as a major
barrier.>® Concerns about the HPV vaccine
causing POI is a myth with no supporting
data. Unfortunately, a few case reports of
young women being diagnosed with POI after
receiving the vaccine has provided fuel for
antivaccination proponents to scare women
from receiving the vaccine.

The woman in our case has a presentation
consistent with POI, defined as loss of ovarian
function in women aged younger than
40 years and characterized by amenorrhea or
irregular menses and menopause-level serum
follicle-stimulating hormone levels. It is
relatively rare in younger women, affecting
1in 10,000 women aged younger than
20 years and 1 in 1,000 women aged younger
than 30 years. Primary ovarian insufficiency
affects approximately 1% of women aged
younger than 40 years.”®

There are multiple etiologies for POI,
including prior chemotherapy or radiation
treatment, X chromosome abnormalities such
as Turner syndrome or Turner syndrome
mosaicism, the Fragile X permutation, and



autoimmune issues such as antiadrenal
antibodies. However, in most cases, a cause is
not identified even after an extensive
evaluation.’

The standard-of-care treatment for women
with POl is physiologic estrogen and
progestin treatment up until the age of natural
menopause. In terms of fertility, the chance of
spontaneous pregnancy is less than 5% for
women with POI, and a donor egg is typically
the recommended option to have a baby.® For
young women, POI is obviously in most cases
a devastating and shocking diagnosis.

Many women diagnosed with POI are eager to
find a cause. It’s important to reassure the
woman that the HPV vaccine most likely did
not cause her POI, and it may be helpful to
know about the handful of cases that triggered
the public fears in some.

In 2012, a case report was published in which
a 14-year-old received the HPV vaccine and
2 years later was diagnosed with POL In
2014, a published case series by the same
author reported on three young women with
POI diagnoses temporally associated with the
HPV vaccine. One of the women was the
patient in the original case report.!! In 2013,
another case series reported on three young
women who developed POI 1 to 2 years after
receiving the HPV vaccine.?

Since the case reports and case series,
published epidemiologic studies have refuted
an association between the HPV vaccine and
POL. In 2014, Pellogrino and colleagues
analyzed national surveillance databases for
adverse events after vaccine administration.
Regarding POI, they found one case in
Australia, two cases in Europe, and four cases
in the United States. They estimated the
reported rate of POl as 0.065 cases per million
doses of HPV vaccine in the United States.*®

In 2018, a postlicensing safety analysis of the
HPV vaccine in the United States evaluated
the Adverse Reporting System. They
calculated a rate of 0.28 reported cases of POI
per million HPV vaccines given.!* A final
epidemiologic study examined the US
Vaccine Safety Datalink to estimate the risk of
POl in females who received the HPV
vaccine. Of approximately 60,000 females
who received the HPV vaccine, they
identified 28 women with confirmed POI, yet
only one had received the HPV vaccine before
symptom onset. The authors did not find an
increased risk of POI after the HPV vaccine,
and the age-adjusted hazard ratio of POI after
the HPV vaccine was 0.30.%°

From the six reported cases of POI after the
HPV vaccine, there was no evidence other
than the timing of symptom onset after the
vaccine to suggest a causal association. The
American College of Obstetrics and
Gynecology, the CDC, the American Cancer
Society, and other professional organizations
strongly recommend the HPV vaccine for
both male and female patients. At this point,
with the information we have to date,
healthcare providers can confidently counsel
their patients that there is no significant data
that suggest the HPV vaccine can cause POI.!
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