Clinicians’
FORUM

From time to time, the editors of Menopause
Management field interesting clinical questions and
dilemmas. In this forum, our Editorial Advisory
Board members and guest commentators,* experts
in a range of fields related to midlife women’s
health, tell readers how they handle these situations.

The viewpoints expressed in “Clinicians’ Forum”
are those of the contributors, and not necessarily
those of Menopause Management or The North
American Menopause Society (NAMS).

Question: Is there a place for con-
tinuous estrogen-only therapy in the
symptomatic postmenopausal
woman with an intact uterus?

Answers:
My answer is “maybe.”

There can be no doubt that what goes
around, comes around—and estrogen-only
therapy for a symptomatic postmenopausal
woman with a uterus certainly falls into this
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category. Cyclical use of estrogen without
progestin was advocated up through the 1970s.
Although some physicians
suggested that giving pro-
gesterone for 5 to 10 days
periodically was desirable
when using estrogen thera-
py (ET)—as a progestin
promoted complete en-
dometrial shedding and
limited prolonged and ir-
regular bleeding—this was
not the standard of prac-
tice.'! Early reports sug-
gested minimal, if any, increase in endometrial
hyperplasia with ET. During a 20-year period
at Sloan Hospital for Women in New York,
Gusberg and Hall’ reported only 23 cases of
uterine cancer in women who had taken ET.
However, data that substantiated an increased
incidence of endometrial hyperplasia and can-
cer with unopposed estrogen use changed this
practice in the mid 1970s.**

Turning the clock ahead to the early 2000s,
most physicians didn’t consider estrogen alone
as an option for their postmenopausal patients
with a uterus until data began to emerge that
the benefits of a progestin added to estrogen
for postmenopausal therapy may not outweigh
the risks. Data that Shah et al° recently report-
ed in Menopause supported current thinking
that progestins—although prescribed to pre-
vent endometrial hyperplasia—may not be a
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neutral addition when considering other ef-
fects, especially breast effects. These investiga-
tors did a meta-analysis of 13 large observa-
tional studies, and reported that estrogen
alone was less likely to be associated with
breast cancer than combined estrogen and
progestin hormone therapy (EPT) for post-

menopausal women.*

There can be no doubt that what
goes around, comes around—and
estrogen-only therapy for a

symptomatic postmenopausal
woman with a uterus certainly
falls into this category.

— Gloria Bachmann, MD

I propose the “maybe” answer to the ques-
tion about estrogen-only use for non-hysterec-
tomized postmenopausal women for several
reasons. On the side that estrogen alone may
not be such a bad idea, I refer to data showing
that ultra-low-dose estrogen—such as the dose
used in the transdermal estrogen patch that re-
leases 14 mcg of estradiol daily—does not pro-
duce hyperplasia of the endometrium,” al-
though product labeling still recommends that
a progestin be given for 14 days every 6-12
months. This same rationale—that there may
be minimal if any systemic absorption, and
therefore a progestin may not be needed—ap-
plies to low-dose, vaginally administered estro-
gen. Therefore, with reduced estrogen dosage,
progestin use does not appear to be necessary.

However, in support of the side advocating
progestin use is the fact that low doses of es-
trogen are often not effective for symptom re-
lief in postmenopausal women. Therefore, en-
dometrial protection is still needed in women
who require standard or higher doses of estro-
gen for control of menopausal complaints. Op-
tions that may minimize systemic progestin ex-
posure appear to be a practical compromise.
There are data suggesting that long-cycle EPT
(continuous ET combined with 14 days of

progestin every 3 months® or 6 months’) may
not result in endometrial hyperplasia or cancer.
As well, placement of the levonorgestrel-
releasing intrauterine system also would limit
systemic absorption, but would produce a local
progestational effect on the endometrium."

In effect, progestin use may not be an all-
(continuous progestin with estrogen) or-noth-
ing (estrogen use without any progestin) situa-
tion. Innovative regimens that minimize prog-
estin exposure may be the answer until a
selective estrogen-receptor modulator is devel-
oped that produces both symptom relief and
endometrial protection.

— Gloria Bachmann, MD
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I believe the answer is a resounding “yes,” but
only for the right people—for those we can be
sure we are not increasing the risk for endome-
trial cancer. Let us examine some facts.

The desire to reduce or, in this scenario,
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Steven R. Goldstein, MD

eliminate the progestogen component of hor-
mone therapy (HT) is not new. In fact our es-
teemed editor-in-chief, Dr. Utian, talked of us-
ing “the smallest dose required to prevent
endometrial cancer” in an editorial as early as
1989." Initially, the impetus for this was to
eliminate cyclical bleeding, water retention,
breast discomfort, mood alterations and ad-
verse lipid effects.” More recently, the motiva-
tion has come from the widely publicized
Women’s Health Initiative (WHI) results. The
use of 0.625 mg/day unopposed conjugated
equine estrogens (CEE) in hysterectomized
women resulted in no increase in breast can-
cer.* However, the addition of medroxyproges-
terone acetate (MPA) 2.5 mg daily in women
with a uterus resulted in a statistically signifi-
cant increase in breast cancer.* Thus, it is clear
why, as physicians, we would like to eliminate
or even reduce progestogen exposure in
women on HT.

Protecting a Small Minority

One might ask why we give such women
progestogen in the first place. Everyone
reading this knows that it is because we want
to prevent endometrial cancer. But how
many are aware that in
the unopposed estrogen
arm in a double-blind
study of women on 0.625
mg of CEE there was an
incidence of simple hy-
perplasia of only 7%
(21/298) at 6 months?® A
similar study resulted in
18% hyperplasia after 15
months of unopposed es-
trogen.® Thus, we are cur-
rently treating 100% of women with a uterus
to protect a small minority who may be
prone to developing simple hyperplasia, and
eventually complex atypical hyperplasias,
and even malignancies.

Transvaginal ultrasound (TV U/S), intro-
duced in the mid-1980s, allows a degree of im-
age magnification as if we were doing ultra-
sound through a low-power microscope
(sonomicroscopy).” Numerous studies in
women without bleeding have consistently

shown that a distinct endometrial echo < 5 mm
has a negative predictive value of 99%.* In
fact, in one study of 1,926 asymptomatic
postmenopausal women, a TV U/S finding of
< 5mm had a 99.94% negative predictive value
for excluding cancer and a 99.77% negative
predictive value for excluding hyperplasia!®
(Unfortunately, the positive predictive value of
an echo >5 mm is not so helpful, but that is a
story for another time.)

Using Transvaginal Ultrasound

In a paper titled “The Case for Less-than-
Monthly Progestogen in Women on HT: Is
Transvaginal Ultrasound the Key?” I sug-
gested that some women with an initial, thin,
distinct endometrial echo <5 mm could be
monitored with TV U/S. If, after an initial
progestogen withdrawal, their echo was still
< 5 mm (remembering the high negative pre-
dictive value just discussed), the intervals be-
tween progestogen withdrawals could be in-
creased. If they continue to have withdrawal
bleeding, I have empirically gone no longer
than 6 months. Thus far, however, 56% of the
patients in this pilot study have had no initial
withdrawal bleeding, and rather than any
additional progestogen, have had ongoing
endometrial echo surveillance with TV U/S.
As long as the endometrial thickness remains
<5 mm they are continued on unopposed
estrogen. The interval of ultrasound surveil-
lance has been increased, such that some are
now scanned only every 6 months. Some of
the patients have gone as long as 30 months
on unopposed estrogen with no bleeding and
no increase in endometrial thickness.

There are some limitations that should be
stressed. These women are on varying doses
and routes of administration of estrogen con-
sistent with personal preference and the con-
cept of “lowest effective dose.” Second, not all
patients are candidates for a meaningful TV
U/S exam in which there is an adequate depic-
tion of the endometrial echo. Previous surger-
ies, obesity, axial uterus and coexisting my-
omas can all diminish the capability of TV
U/S. But, clearly, a significant number of post-
menopausal women can reduce or even elimi-
nate progestogen, and can be managed with
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unopposed estrogen using TV U/S surveil-
lance and its high negative predictive value to
ensure patient safety.

— Steven R. Goldstein, MD
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There is a large and consistent body of litera-
ture demonstrating that HT is associated with
the reduction of atherosclerotic coronary heart
disease. As data from randomized controlled
trials accumulate, the results look more and
more like the findings from the 20-plus obser-
vational studies that indicate that young, symp-
tomatic postmenopausal women who use HT
for long periods of time have lower rates of
coronary heart disease than postmenopausal
women who do not use HT.!

Support from the Literature
Consistent with the accumulated literature,
recent findings from the WHI support two

important modifying factors of HT in the re-
duction of coronary heart disease: timing of
initiation and duration of use. In the WHI es-
trogen trial, hysterectomized women who
were randomized to CEE therapy between
the ages of 50 and 59 years had less frequent
coronary heart disease events than women
randomized to placebo, whereas coronary
heart disease events in women who were ran-
domized between the ages of 60 and 69 years
and 70 and 79 years did not differ between
treatment groups (P = 0.07 for trend).” The
composite end point of myocardial infarction,
coronary death, coronary artery revasculariza-
tion and angina was significantly reduced by
34% in the CEE group
relative to placebo (RR,
0.66; 95% CI, 0.45-0.96).”
This beneficial effect of
CEE alone in younger
postmenopausal women is
similar to the significant
reduction of coronary
heart disease seen in
women taking CEE +
MPA, an effect that ap-
pears to be associated with
time since menopause at HT initiation. In the
WHI EPT trial,> women who were random-
ized to CEE + MPA within 10 years of
menopause had an 11% reduction in coronary
heart disease events, whereas women random-
ized between 10 and 20 vyears after
menopause had a 22% increased risk of
coronary heart disease, and women random-
ized more than 20 years after menopause had
a 71% increased risk of coronary heart dis-
ease (P = 0.036 for trend).* On a pathophysi-
ologic level, these clinical event data are con-
sistent with the beneficial effect of estradiol
therapy in reducing the progression of sub-
clinical atherosclerosis in relatively healthy
arteries (as measured by carotid intima-me-
dia thickness),” and with HT’ lack of effect
on atherosclerosis progression in diseased
arteries (measured as late disease by quanti-
tative coronary angiography).® Recent data
from the WHI confirm findings from previ-
ous studies, including the statistically signifi-
cant trend in the reduction of coronary heart

Howard N. Hodis, MD
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disease events seen with CEE + MPA in the
WHI EPT trial (P < 0.02)" and the Heart and
Estrogen/progestin Replacement Study (P =
0.009),* both of which show that duration of
therapy is important in reducing coronary
heart disease events. Consistent with the WHI
estrogen and WHI EPT randomized trials,
data from the WHI observational study sug-
gest that more than 5 years of HT is necessary

...a large body of data strongly
suggests that early initiation
(within 6 years of menopause)
and prolonged administration
(for more than 5 to 10 years)

of HT are important for
maximizing the reduction of
coronary beart disease.

— Howard N. Hodis, MDD

before reduction of coronary heart disease
events becomes evident.”"” Previous studies al-
so show a significant reduction of coronary
heart disease after 5 to 10 years of HT."""

A Viable Consideration

In sum, a large body of data strongly sug-
gests that early initiation (within 6 years of
menopause) and prolonged administration
(for more than 5 to 10 years) of HT are im-
portant for maximizing the reduction of
coronary heart disease.! A recent meta-
analysis of 23 randomized controlled trials
confirms the importance of initiating HT
early in the postmenopausal period for the
reduction of coronary heart disease." These
data are similar to the well-understood pri-
mary prevention effects of HT on osteo-
porotic bone fractures. Combined with da-
ta indicating that estrogen alone may not
increase the incidence of breast cancer (and,
in some cases—such as in estrogen-adher-
ent individuals—may significantly reduce
breast cancer [RR, 0.67; 95% CI, 0.47-

0.97], especially ductal carcinoma, the most
common breast cancer [RR, 0.71; RR, 0.52-
0.99])," ET remains a viable consideration
for the primary prevention of coronary
heart disease in postmenopausal women.

Further investigation is warranted in deter-
mining the optimum HT regimen and appro-
priate population of women who will maximal-
ly benefit from the reduction of atherosclerotic
coronary heart disease with HT. One such trial,
the NIH-funded Early versus Late Intervention
Trial with Estradiol, is specifically designed to
study the hypothesis of timing of initiation of
ET in the reduction of subclinical atherosclero-
sis progression and cognitive decline in women
less than 6 versus more than 10 years post-
menopause (www.usc.edu/medicine/aru). Until
such results become available, the large and
consistent body of data demonstrating the re-
duction of atherosclerotic coronary heart dis-
ease with HT in primary prevention (particu-
larly in young postmenopausal women) should
be considered (and as with all medications, rel-
ative to the risks and benefits) when treating
women with menopausal symptoms.

— Howard N. Hodis, MD
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A discussion of this question raises many issues,
most of which menopause clinicians have been
struggling with for decades. It comes down to
this question: What are the risks and benefits of
ET? Would that the answer to that question
were clear, or even stayed in a stable state of
uncertainty for a few years! That said, here are
some relevant comments, I hope.

The side effects of progestogens
are one of the main reasons
many clinicians wish they could

be comfortable prescribing
unopposed estrogen.
— Marcie K. Richardson, MD

PMS in a Bottle
One of my colleagues warns patients that
MPA is like “PMS in a bottle.” The side ef-

fects of progestogens are one of the main rea-
sons many clinicians wish they could be com-
fortable prescribing unopposed estrogen.

Endometrial Cancer

Both observational and randomized con-
trolled studies'” conclusively demonstrate
the risk of endometrial malignancy in a
woman with an intact uterus who uses estro-
gen-only therapy at what
used to be standard dos-
ing. A recent observa-
tional study' suggests
that this risk is for both
aggressive and indolent
forms of this common fe-
male cancer. Very little
information exists to
help quantify the endo-
metrial cancer risk with
low-dose estrogen regi-
mens, although short-term studies are reas-
suring.” Nevertheless, very few clinicians
have been comfortable prescribing unop-
posed estrogen since the 1970s.

Breast Cancer

As was hinted at in the original WHI publi-
cation in 2004, new data from the estrogen-
only arm of the WHI confirms the finding
that an estrogen-only regimen may have a
mild protective effect against breast cancer
in women who have had hysterectomies.*
This not entirely expected result, along with
concerns that progestogens may increase the
incidence of heart disease, suggests to me
that we should be reconsidering estrogen
alone—especially as we prescribe lower and
lower doses. Not only should it be contem-
plated, but it must be investigated.

Local Estrogen

The safety of long-term local estrogen to treat
vulvovaginal symptoms of menopause is an-
other topic that has not been adequately stud-
ied. A recent, very small study’ suggests that
more estrogen may be absorbed from vaginal
tablets than was previously thought. Never-
theless, in Dennerstein and colleagues’ longi-
tudinal study of menopausal women,® 37%

Marcie K. Richardson, MD
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I confess that 1 prescribe
estrogen-only therapy—not
only locally but also

systemically—for women who

don’t tolerate progestogens.
— Marcie K. Richardson, MD

had genital symptoms, so this is an important
area for research. In their systemic Cochrane
review comparing the three available delivery
systems for local estrogen, Suckling et al’
point out that there is less systemic absorption
and more patient satisfaction reported with
use of the estradiol ring. I encourage my pa-
tients to use the estradiol ring when they opt
to use local estrogen to minimize systemic ex-
posure, and do not currently use progestogens
in this setting of estrogen-only therapy.

Estrogen-Only Therapy

I confess that I prescribe estrogen-only ther-
apy—not only locally but also systemically—
for women who don’t tolerate progestogens.
I warn these patients of the risks associated
with the therapy, and monitor the en-
dometrium in these patients.

I wish I could be sure I knew how to bal-
ance the risk-benefit equation of progesto-
gen/estrogen use as I taper a woman’s estro-
gen dose and discover that lower and lower
doses of estrogen provide her with sufficient
symptom relief.

— Marcie K. Richardson, MD
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I rarely use continuous estrogen-only therapy
for symptomatic postmenopausal women with
an intact uterus. However, there are some pa-
tients who simply cannot tolerate a progestin. In
those instances, I make an exception—as long as
the woman is fully informed of the risks of en-
dometrial hyperplasia and possible endometrial
cancer. The patient is told that she should call
me if she has any irregular bleeding or spotting.
I perform a transvaginal ultrasound to meas-
ure the endometrial stripe, and routinely do an
endometrial biopsy (once per year). A 6-month
interval separates the ultrasound and biopsy.
Finally, even if the patient is on extremely low-
dose ET, my practice is to evaluate the en-
dometrium; despite some recent papers sug-
gesting that this is unnecessary, I believe this to
be the most prudent course of action until we
have more data. In cases of irregular bleeding,
I do an ultrasound evaluation, and may follow
with a biopsy within a short time interval.

— Isaac Schiff, MID

There is a small place for continuous unop-
posed ET in women who still have a uterus, in
as much as treatment should be individualized
depending upon patients’ clinical needs. Al-
though this sounds like a clinical platitude, the
concept of individualization is actually not well
appreciated and was certainly beyond the un-
derstanding of the investigators of the clinically
unsatisfactory WHI study, who seemed to be-
lieve that one dose of Prempro suited all
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women even though they were asymptomatic.

The Key Word: “Different”

In practice, different women of different ages
with different problems, symptoms and surgi-
cal statuses require different doses of different
hormones—and in different combinations by
different routes. Some of these women will be
best served by low-dose estrogens without
progestogen, but it should not become the
norm because of the current anxiety about
possible side effects of progestogens.

In the 1970s there was a virtual epidemic of
endometrial cancer in North America because of
the failure to use cyclical or continuous
progestogen to protect the endometrium from
overstimulation. Subsequently, 14 days of
progestogen each month became the orthodox
standard regimen, although the original re-
search papers did indicate that 7-day cycles were
almost as effective, producing a hyperplasia rate
of 3% compared with a 10-50% incidence with
unopposed therapy (depending on the dose and
duration of the estrogen stimulation). This
shortened course is of value for the many
women who are progestogen-intolerant, as the
14-day course produces a recurrence of fatigue,
loss of libido, depression, anxiety and irritability;
this also occurs in patients with a history of pre-
menstrual syndrome. The side effects are both
dose- and duration-dependent. These women
would also benefit from estrogen-only therapy if
it is shown to be effective and safe.

Déja Vu

Continuous progestogen with estrogen pro-
duces amenorrhea, with a virtually zero risk
of endometrial pathology, but the progesto-
gen component of this treatment is believed
to be responsible for the increase in breast
cancer associated with HT. Hence, there is a
move, particularly in the United States, to-
ward low-dose estrogen-only therapy—as if
we haven’t been there before!

Certainly, low-dose unopposed estrogens are
appropriate for a test period of about 6 months
in the older woman (those past age 60) with os-
teoporosis or symptoms of pelvic atrophy, as
this dose and this duration should not be suffi-
cient to produce endometrial overstimulation.

Younger postmenopausal women who are
progestogen-intolerant and have problems with
estrogen-responsive loss of
libido and energy will also
benefit from this regimen,
which can be continued in
these exceptional cases if
there are no bleeding
problems and no ultrasonic
evidence of hyperplasia.
They might be better off
with the Mirena Intrauter-
ine System (Berlex), with
tibolone (Livial), which is
not yet approved for use in the United States,
or even with a hysterectomy, but that is anoth-
er issue.

Exchanging One Extreme for Another

It would be a mistake to exchange one ex-
treme for another. The former zeal for con-
tinuous combined estrogen and progestogen
therapy should not be replaced by an enthu-
siasm for unopposed low-dose or ultra-low-
dose estrogens (despite the current environ-
ment of “pharma-hype”) as neither the
medium-term efficacy nor safety are yet es-
tablished. Even the logic of this suggestion is
hard to comprehend.

Perhaps it is time for a safe compromise of a
shorter duration of progestogen in the form of
continuous estrogens by whichever route is de-
sired. Progestogen should be taken for the first
7 days of each calendar month, which will pro-
duce a withdrawal bleed on about day 10 of
each calendar month.

Despite being the principal investigator in
the original endometrial studies 25 years ago—
which recommended a 14-day course of
progestogen—it has become my almost-rou-
tine practice to recommend a 7-day course of
progestogen in order to avoid the premenstru-
al syndrome-type side effects of this hormone.
The current anxiety about breast cancer rein-
forces that view. Unopposed E'T; except in spe-
cial situations, is not the answer.

— fobn Studd, DSc, MID, FRCOG
Please visit Dr. Studd’s Web site (www.studd.co.uk)
for pertinent references.
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lan H. Thorneycroft, PhD, MD

It is well known from observational studies that
unopposed estrogen increases the risk of en-
dometrial carcinoma. Estrogens do this
in a dose- and time-dependent fashion; the
higher the dose and the longer the period of
treatment, the greater the probability of en-
dometrial carcinoma.' Randomized clinical tri-
als have found that unop-
posed estrogen increases
the probability of develop-
ing endometrial hyperpla-
sia, considered a precursor
to endometrial carcinoma.'
Randomized, clinical stud-
ies have demonstrated that
progestin use eliminates
the increased endometrial
hyperplasia.”* Observation-
al studies have demonstrat-
ed that the addition of a progestin for at least 2
weeks out of the month, or continuously, pro-
tects the endometrium from endometrial carci-
noma.* It has, therefore, become standard prac-
tice not to give unopposed estrogen to women
with a uterus.

It is noteworthy that two randomized trials
did not demonstrate a statistically significant in-
crease in endometrial hyperplasia with 0.3 mg
of either CEE or esterified estrogens.’ Observa-
tional studies, including a meta-analysis, did
demonstrate increased risks of endometrial car-
cinoma with 0.3 mg of CEE. It is not clear,
however, in these observational studies if pa-
tients had also received higher doses of estrogen
in the past. It would appear that until further
evidence is available, CEE at a dose of 0.3 mg
can be associated with endometrial carcinoma.

Most of the recent breast cancer literature
shows no increased risk of this disease with es-
trogen-only therapy, and an increase with
EPT. In fact, the WHI demonstrated a barely
statistically significant increase in breast can-
cer in those patients who used EP, whereas
those who used estrogen alone and were com-
pliant had a statistically significant reduction
in breast cancer.” The authors of the Million
Women Study*® propose that it may be better
to treat with estrogen alone and accept the in-
creased endometrial cancer risk in order to

reap the benefit of a lower breast cancer risk.

At this time, I believe that we still need to
oppose estrogen with a progestin. It's quite
possible that at some time in the future, estro-
gen-only therapy may be preferred to lower the
risk of breast cancer. Perhaps a compromise at
the present time would be to use a low-dose es-
trogen, and oppose it with a progestin every 3-
6 months. Another possible approach would be
to use estrogen alone and perform an endome-
trial ultrasound or biopsy every year.”"

An important issue to keep in mind with es-
trogen-only therapy is that patients have
breakthrough bleeding, which gets worse
rather than improving over time. This trou-
blesome side effect limits the usefulness of
estrogen-only therapy.

— Ian H. Thorneycroft, PhD, MD
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