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Then and Now: Expert Insights on Understanding the
Women'’s Health Initiative Hormone Therapy Trials

Host
‘ Dr. Setty: Prathima Setty, MD
More than a decade after the publication of initial results from the WHI (B)c;a:dt;eft'f'zdd
stetriclan an
trials for hormone therapy in 2002, there is a perception that hormone G s e o
therapy is unsafe for postmenopausal women. Numerous studies of the American College of
subsequently stratify WHI trial data by age and time since menopause, Obstetrics and Gynecology
: o . LANDSDOWNE, VA
and conclude that benefits outweigh risks for many women. Today's °Po
panel will discuss the interpretation of data from the WHI trials, including Rl :
. . JoAnn V. Pinkerton, MD
the place for newer and emerging hormone therapies in the treatment of Director of Midlife Health
postmenopausal women. Center; Professor of

Obstetrics and Gynecology
University of Virginia

a pleasure to have you here today. Health System
CHARLOTTESVILLE, VA

Andrew M Kaunitz, MD,

FACOG

Medical Director of UF

Health Women'’s Specialists
Dr. Lalonde: — Emerson; Associate

=¥ Thank you for inviting us. Chair, Department of

Obstetrics and Gynecology

University of Florida

JACKSONVILLE, FL

Welcome to the program, Dr. Pinkerton, Dr. Kaunitz and Dr. Lalonde. It's

Dr. Pinkerton:
“# \We're really happy to be here. It's a beautiful day in Washington.

, Dr. Kaunitz:

=" It's a pleasure to be here. .
André B. Lalonde, MD

Professor of Obstetrics and

Dr. Setty: Gynaecology, University

-

Well, let's quickly start and review the following case. Carol is a of Ottawa and McGil
University; Professor of

54—ye§r—o|9| tgacher Yvho began menopause at age 52. She has been A .
experiencing increasingly bothersome vasomotor symptoms such as hot University of Ottawa
flashes, night sweats and sleep disturbance, as well as vaginal dryness. OTTAWA, CANADA

She has an intact uterus. However, her clinician is reluctant to prescribe
her hormone therapy due to safety concerns.

As we go through this program, we will gain a
better understanding of the risks and benefits
of hormone therapy for Carol. Let’s start with

Carole

an overview of the purpose and design of the + Carole is a 54-year old teacher whose last
Women's Health Initiative hormone therapy : menstrual period was at age 52
. . - sheh iencing increasi
trials. Dr. Pinkerton, can you start us off? she has been experiencing increasing
bothersome vasomotor symptoms including
flushes, night sweats and sleep disturbance,

as well as vaginal dryness.

Dr. Pinkerton:
“# 1'm going to start, but before we start, | want

¢ She has an intact uterus

. , . * Her clinician is reluctant to prescribe her
to make a point about Carol. She’s having hot hormone therapy due to safety concerns

flashes and she's 54, and as you listen to this
trial, | want you to come back to think about
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that, because we'll talk about it at the end.
But the overview of the WHI, there were
two separate trials: One was an estrogen

trial using a standard dose of oral 0.625 Two trials conducted in >40 clinical centres from 1993-1998

conjugated equine estrogen combined with

/ Overview of the WHI HT Trials

Estrogen + Progestin (EPT) vs. Estrogen (ET) vs. Placebo
a standard dose of progestin, 2.5 milligrams ke 0625 mg/d of conjugated equine
0.625 mg/d of conjugated equine estrogen (CEE)
of medroxyprogesterone acetate. They estrogen (CEE) + 2.5 mg/d of + Postmenopausal women
. medroxyprogesterone acetate ¢ 50-79 years of age
StUdled abOUt 161000 women WhO were ¢ Postmenopausal women * Prior hysterectomy

¢ 50-79 years of age * 10,729 women recruited
Intact uterus

between the ages of 50 and 79, and they
were a|| postmenopausal. They had to have Eligibility: No previous breast cancer and anticipated survival of greater than 3 years
no breast cancer and survival anticipated of

Writing Group for the WHI Investigators JAMA. 2002;288:321-333; WHI Steering Committee. JAMA. 2004;291:1701-1712.

3 years. The second trial was estrogen only,

the same dose and type of estrogen, oral
0.625 of conjugated equine estrogens, but these women had had a hysterectomy, so without a uterus you didn‘t
need a progestin, and so there were about 10,000 women who were enrolled in that trial.

Dr. Setty:
And what were some of the endpoints that this trial was looking at?

Dr. Pinkerton:

You have to remember that back when this trial was started, we really thought that hormone therapy could
prevent heart disease, prevent Alzheimer’s disease, decrease the risk of fractures, colon cancer, even breast
cancer, so they developed this trial as a prevention trial with a primary outcome to say, “Does it prevent heart
disease?” and the primary safety analysis was, “What was the risk on breast cancer?” And so what happened
was that unexpectedly in 2002 they ended the estrogen and progestin trial because they found an unfavorable
overall global ratio that emerged after 5.6 years, and in the estrogen-only arm, it went 2 years longer—it ended
in 2004—so women without a uterus had about an average of 7.2 years in that trial, because again, there was
an increased stroke risk and no overall favorable global risk. Again, we weren't looking at specific hot flash
treatment. We were looking at prevention of heart disease.

Dr. Setty:
Dr. Lalonde, can you please define for the

' Objectives and Endpoints of the
WHI HT Trials

audience absolute and relative risk, and what

does this mean for the patient? :
Obijectives: To assess major health benefits and risks of the most commonly

used hormone therapy in the United States

Dr. Lalonde:
This is an extremely important concept,

Primary Efficacy Outcome: Coronary heart disease
Primary Safety Outcome: Invasive breast cancer

because if it is not proper|y understood by Estrogen + Progestin vs. Placebo Estrogen vs. Placebo

. Trial ended in July 2002 Trial ended in Febi 2004
the clinician, then what he tells the patient I b e e 22 yenrs med)
iS rea”y dlfflcu|t for them to realize. FOT' ¢ Unfavorable risk to benefit global ¢ Increased stroke risk and no overall

ratio emerged favorable risk to benefit global ratio

example, if you have a 26% increase in risk

of breast cancer, th isis are | ative risk' Th at Writing Group for the WHI Investigators JAMA. 2002;288:321-333; WHI Steering Committee. JAMA. 2004;291:1701-1712.

means you're comparing a treatment or a
medication against a group of people who don’t get that same treatment, and that gives you what we call the
relative risk, but if you look at absolute risk, then it tells you how many patients per 10,000 cases or patients will
get that side effect from that medication. So, it turns out that if you say that you have a 26% risk of breast cancer,
in actual fact it's 8 patients per 10,000. This translated at 0.8 patients per thousand. And even more it translates
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at 0.08 patients per hundred, therefore not
even 1 patient, and that is considered a very
rare risk by the World Health Organization.

Dr. Setty:

Dr. Kaunitz, can you tell us about the overall
initial results from the estrogen-progestin
hormone therapy trial?

Dr. Kaunitz:

Okay, so in the 2002 headline-generating
publication in JAMA, based on the initial
findings of women in the larger estrogen-

'Relative Risk vs. Absolute Risk

A

8 more breast cancers per
10,000 women using
combined hormone

therapy (0.08% per year)

26% increase in breast
cancer risk with combined =
hormone therapy

This is considered a “rare” risk by the World Health Organization
¢ Rare = Less than or equal to 10 per 10,000 per year
* Very rare = Less than or equal to 1 per 10,000 per year

Writing Group for the WHI Investigators JAMA. 2002;288:321-333; World Health Organization.

progestin therapy versus placebo group—the group that Dr. Pinkerton explained are women with an intact

uterus, like our case—small elevations in risk of invasive breast cancer, coronary heart disease and stroke were

noted, so these were small or rare elevations using the WHO criteria that Dr. Lalonde just reviewed with us. It's

also important to recognize that in terms of overall mortality, with the initial publication there was no impact:
There was no elevation or reduction in risk of overall death. That's an important observation. And then some
important protective components of estrogen-progestin therapy were noted. Something that we expected, and

this initial analysis confirmed, was a substantial reduction in overall risk of osteoporotic fractures, and we did
anticipate this from earlier literature looking at the impact of hormone therapy on skeletal health, but a finding,
a protective finding, that we didn’t anticipate was a reduced risk of colorectal cancer.

In terms of overall initial conclusions in this
2002 heavily publicized analysis in JAMA—
just to summarize what Dr. Pinkerton said
earlier—the overall risk-benefit ratio was felt
to be unfavorable, and it was on this basis
that the estrogen-progestin therapy, as you
heard from Dr. Pinkerton, was prematurely
discontinued.

Dr. Setty:

Dr. Lalonde, what about the overall results
from the initial results of the estrogen-only
trial?

Dr. Lalonde:

Well, there were some substantial
differences, and you remember at the
beginning we talked that that trial lasted
longer, over 2 years longer, and one of the
big differences was that there were less
complications, such as pulmonary emboli
and deep venous thrombosis, but there was
a protective effect on breast cancer, which
was totally unexpected. Expected was a
benefit on reduction of total fractures. So, |

'Initial Overall Results from the WHI
Combination EPT Trial

Absolute Risk Relative Risk

(# of cases per 10,000 patients vs. placebo) Overall Initial Conclusions
Invasive Breast Cancer 8 126% Unfavorable risk/benefit
Coronary Heart Disease 7 N29% profile
Stroke 8 MN1% » CEE/MPA should not be
VTE 18 M11% initiated or continued for
Cardiovascular Disease 25 N22% primary prevention of
All-cause Mortality 0 0% coronary heart disease
Hip & Vertebral Fractures -6 1 34%
Osteoporotic Fractures -5 123%
Total Fractures -39 124%
Colorectal Cancer -44 437%

CEE, conjugated equine estrogens; MPA, medroxyprogesterone acetate
Writing Group for the WHI Investigators JAMA. 2002;288:321-333.

'Initial Overall Results from the WHI
Monotherapy ET Trial

Relative Risk

Absolute Risk
Overall Initial Conclusions (# of cases per 10,000 patients vs. placebo)
* No overall benefit
CEE should not be Stroke 139%
recommended for chronic VTE 133%
disease prevention in Pulmonary Embolism 134%
postmenopausal women Cardiovascular Events MN12%
Coronary Heart Disease 0%
All-cause Mortality 0%
Hip Fractures 139%
Vertebral Fractures 138%
Total Fractures 4 30%
Invasive Breast Cancer $23%"

CEE, conjugated equine estrogens.

*p=0.06
P Writing Group for the WHI Investigators JAMA. 2004;291:1701-1712.
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think it's important, although the study stated that it was not recommended for chronic disease prevention, many

clinicians felt that the estrogen alone was reassuring.

Dr. Setty:
Dr. Pinkerton, do you have anything to add?

Dr. Pinkerton:

| think that the differences in these trials over
time become even more important, that if
you have a uterus and we needed to add

a progestin, that you saw an increased risk
of breast cancer. In the estrogen-only arm
we see a decreased risk, and so, therefore,
not only do we have to think about the fact
that these women were average age 63, so
they were older than Carol, but the women
who had a uterus who added a synthetic
progestin had more risk than those who
didn't.

Dr. Kaunitz:

74

'Initial Overall Results from the WHI
Monotherapy ET Trial

* CEE should not be

*p=0.06

Absolute Risk Relative Risk

Overall Initial Conclusions (# of cases per 10,000 patients vs. placebo)

* No overall benefit Stroke 139%
recommended for chronic VTE 133%
disease prevention in Pulmonary Embolism 134%
postmenopausal women Cardiovascular Events ™N12%

Coronary Heart Disease 0%
All-cause Mortality 0%
Hip Fractures 1 39%
Vertebral Fractures 138%
Total Fractures 130%
Invasive Breast Cancer $23%"

CEE, conjugated equine estrogens.
Writing Group for the WHI Investigators JAMA. 2004;291:1701-1712.

And I'll underscore a point made by Dr. Lalonde. Although the WHI lead investigators concluded, based on

all the findings you've just heard, that hormone therapy should not be used to prevent chronic disease—and

perhaps that's true for when we are referring to the chronic disease, cardiovascular diseases—in terms of skeletal

health, there was a consistent finding, both with the estrogen-progestin arm and the estrogen-only arm, of

reduction, an important reduction, of osteoporotic fractures. So, in my mind, prevention of fractures represents

an evidence-based, important, consistently-found benefit of hormone therapy for menopausal women.

Dr. Setty:

Yes, that's a very good point. Dr. Pinkerton, what was the unexpected response to the WHI trial?

Dr. Pinkerton:

Fear, fear for women, fear for the
practitioners, and what we found was that

in 1999, 2000, about 22.4% of women were
using hormone therapy. Following the highly
publicized release of the estrogen-progestin
arm, that number went down to about
11.9%. And then by 2009, 2010, about 4.7%
of women had been using hormone therapy.
What we found in a consumer survey that
was published in Menopause was that the
unintended consequences, many women
stopped using FDA-approved hormone
therapy and may be using non FDA-
approved therapy, because symptomatic
women still need help.

20%

15%

10%

5%

0%

Hormone Therapy Use Decline

22.4% 22.4%

11.9%

62%  56% Lo

1999-2000 2001-2002 2003-2004 2005-2006 2007-2008 2009-2010

Sprague BL et al. Obstet Gynecol. 2012; 120(3): 595-603.

Be part of the knowledge:

© 2016 ReachMD, Inc.

Page 6



Then and Now: Expert Insights on Understanding the Women's Health Initiative Hormone Therapy Trials

E

Dr. Kaunitz:

And this explains why our case Carol has found difficulty identifying a provider, a physician, who will treat her
bothersome vasomotor symptoms. | know less about what's happening in Canada, but | can say very clearly

in the US, this decline that Dr. Pinkerton just referred to in the prevalence of hormone therapy use among US
women, it is a radical decline, and it persists to 2016. It has not changed. It remains hard for symptomatic women
to find a clinician who would be comfortable, knowledgeable and willing to prescribe hormone therapy.

Dr. Lalonde:

And what's happened, also, we've seen in our country there was a big divide between primary care physicians
and specialists, such as an obstetrician-gynecologist, and it got the patient confused, because she would see
a primary care physician who'd say, “No, it's too dangerous;” she would see a gynecologist who said, “Wait a
minute, let's study your case, let’s individualize your treatment.” So, that created in the population tremendous
confusion. And even to this day it's not resolved as much as we would like to see it.

Dr. Kaunitz:

Yes, and | think we had that same divide in the US with often internists, family physicians, primary care providers
being globally reluctant to consider prescription hormone therapy, with specialists being more willing to
individualize care and, when appropriate, prescribe. And what happens is that women get caught in the middle.
It's not a good situation for them.

Dr. Setty:
Dr. Kaunitz can you talk a little bit about some of the shortcomings of the WHI trials?

Dr. Kaunitz:

One major shortcoming was the age of ' Shortcomings of the Initial Results

from the WHI HT Trials

participants. The median age at which we
enrolled women in WHI were women older,
Eligibility

actually, than age 63, whereas in clinical « Did not study HT the way it is initiated in practice
. . * Women were older — average age 63.3 years
praCtlce’ as with the case Carol, when ¢ Excluded women with significant vasomotor symptoms

women actually present with symptoms,

Study Design
these are young menopausal women who * Only one drug regimen tested in each trial
are in general in their late 40's or early 50's. 0 DI e CIEINERS RIS S s
Furthermore, WHI excluded women who Study Analysis
had bothersome symptoms at baseline. « Initial results did not stratify by age or time since menopause
Harman SM et al. Ann NY Acad Sci 2005; 1052:43-56; Prentice RL and Anderson GL. Annu Rev Public Health 2007; 29:131-150.
Dr. Lalonde:

Also, there was another problem in the study design. For example, they only used one type of hormone, which
was oral estrogen and oral progestin, and we know there are many types: vaginal, skin, gels, etc. They also did
not evaluate the symptoms that these women have. And further, the biggest problem in the study design was
no stratification of age group. In other words, what happened to women who were between 50 and 60, 60 to 70
and over 70?

Dr. Setty:

Since the original publication of the WHI trials, there have been follow-up studies, including stratified analysis of
the original results and long-term observational studies. They have given us a lot more information about the use
of hormone therapy in women. Dr. Pinkerton, can you comment on some of these studies?

Be part of the knowledge: © 2016 ReachMD, Inc. Page 7
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Dr. Pinkerton:

The most important finding came out in 2007 when they stratified by age and time from menopause, and what
we found was that in the estrogen and progestin arm, there were fewer heart events and a decrease in all-cause
mortality. And then when we look at the estrogen-only arm, the findings were even more robust, that women
who took estrogen only had a 44% decrease in heart events and a 23% almost statistically significant decrease
in breast cancer. And that means that for women who are symptomatic, who are under 60 or within 10 years of
menopause, our patient Carol, she’s falling into that benefit group, not just a risk group.

Dr. Setty:
And, Dr. Lalonde, do you have anything to comment on this?

Dr. Lalonde:

Yes, | think the clinicians should look at the woman’s age and whether she has symptoms or not. And | think
most clinicians used to treat women for menopause when they come in at the age of 45 to 50, 55, if she had
symptoms, and what the study has shown us is that you don’t start a woman at 65 or 70 years old who has no
symptoms on HRT.

Dr. Setty:
So, Dr. Kaunitz, what do some of the long-term follow-up studies to the WHI tell us about the use of hormone
therapy in women?

Dr. Kaunitz:

So, in 2013, Dr. JoAnn Manson and
colleagues published the long-term follow-
up of women in the estrogen-progestin

'Long-term Follow-up for EPT Trial: Post-
hoc Analysis

therapy cohort. These were women with an Estrogen + Progestin vs. Placebo
. . Cumulative follow-up 13 years (pre/post intervention)
intact uterus at baseline. And the elevated -

10 N risk

risk of coronary heart events, stroke and
blood clot, although was still seen, these
elevated risks were substantially attenuated
compared with the initial findings. However,

Absolute Risk
(# of cases per 10,000
patients vs. placebo)

the small, as Dr. Lalonde explained, the rare

CHD Breast Stroke VTE Hip Fracture Total
Cancer Mortality

% shown represent relative risk vs placebo

elevated risk of breast cancer did persist. So, o - peo01
when | counsel my patients with an intact

CEE, conjugated equine estrogen; CHD, coronary heart disease; HR, hazard ratio; MPA, medroxyprogesterone acetate.
Manson JE et al. JAMA 2013; 310(13):1353-1358.

uterus regarding initiating or continuing

combination estrogen-progestin therapy, | do counsel them that there is a small, but real, elevated risk of

breast cancer with ongoing use. However, it's important to recognize that at 13 years follow-up, as with the

initial findings, estrogen-progestin therapy clearly did not increase overall mortality. And although attenuated,
compared to earlier initial findings, there was some persistent reduction in risk of fractures, including hip fracture.

Dr. Setty:
Dr. Lalonde, can you talk to us about the estrogen-only trial?

Dr. Lalonde:
Yes, certainly. We anticipated that we would see less side effects with the estrogen-only trial, and that's what we
had seen. We'd seen that the cardiovascular and breast cancer risks were very much decreased, and we saw a

Be part of the knowledge: © 2016 ReachMD, Inc. Page 8
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small increase in VTE, so really, that was very
reassuring for women who did not have a
uterus and needed hormone replacement
therapy and were of the right age. They had
to be close to menopause.

Dr. Setty:
And, Dr. Pinkerton, this is a lot of information.
Can you conclude for us?

Dr. Pinkerton:

| think it's really important for clinicians to
recognize that when you start hormone
therapy is the all-important question. So, if
you're under 60, if you're within 10 years of
menopause, if you're having symptoms, the
benefits outweigh the risk for most women.
However, if you are over 60, if you are more
than 10 years from menopause, the risk
outweigh the benefits, and therefore, it's
much easier to counsel women to sort of
look at how old they are and whether or not
they have got symptoms in terms of should
we be starting this hormone therapy?

Dr. Setty:

'Long-term Follow-up for ET Trial:
Post-hoc Analysis

Estrogen vs. Placebo
Cumulative follow-up 13 years (pre/post intervention)

Absolute Risk
(# of cases per 10,000
patients vs. placebo)

o & b M o N & oo

CHD

Stroke

VTE Total

Mortality

CEE, conjugated equine estrogen; CHD, coronary heart disease; HR, hazard ratio; MPA, medroxyprogesterone acetate.
Manson JE et al. JAMA 2013; 310(13):1353-1358.

Breast
Cancer

Hip Fracture

% shown represent relative risk vs placebo
*p<0.05

Conclusions from WHI Trials

For women <60 years of age or <10
years from menopause, the benefit risk
ratio for initiating HT appears favorable,

For women >60 years of age or >10 years from
menopause, the benefit risk ratio for initiating
HT appears unfavorable with increased risk of:

particularly for: < CVD

* Those with vasomotor symptoms ¢ Stroke

* Those at high risk for bone loss or * VTE
fracture * Dementia

Benefits and risks must be individualized for each patient,
based on best evidence available, with periodic re-evaluation.

So, what about some of these other studies? Tell us about the use of hormone therapy in women?

What are these studies telling us?

Dr. Pinkerton:

So, the first trial is the KEEPS trial. This was
women who initiated less than 3 years from
menopause, either oral, transdermal or
placebo, no cardiovascular risk, no increase
in VTE risk in either group, so a nice, safe
therapy. And then the ELITE trial looked at
women either under 6 years from menopause
or more than 10 years from menopause, and
what they found was that in those women
who initiated it when they were younger, they
had less atherosclerotic risk, and | think those
are key points. We keep coming back to that
initiating early.

Dr. Lalonde:

Other HT Studies

p
/Kronos Early Estrogen Protection ) Early vs. Late Intervention Trial with

Study (KEEPS)! Estradiol (ELITE)?

* Women <3 yrs from menopause * Women <6 yrs since menopause (early)

* n=728; 4-year follow-up or 210 yrs (late)

* No cardiovascular risk * n=643; 5-year follow-up

* Oral or transdermal HT vs placebo * Oral estradiol + progesterone vaginal gel

* No episodes of VTE in either group vs. placebo

« Less progression of subclinical
atherosclerosis vs. placebo in early but

\ _/ \__not late menopause group )

1. Harman SM et al. Climacteric 2005; 9(1):3-12; 2. Hodis HN et al. NEJM 2016;374:1221-31;

Another important study came from Denmark, a Danish osteoporosis study. These were women that were
menopausal within 6 months. There was 1,000 patients. The average age was 49 years old, and they used
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L]

estradiol as the therapy. And what they found
was a reduced risk of mortality from heart :
. ity from Other HT Studies
disease and from myocardial infarction. They
also saw no difference in breast cancer risk
4 N\

and VTE. Danish Osteoporosis Prevention Cache County Study?

Study1 * Women <5 yrs from menopause

» Women recently menopausal (7 * HT, n=1066; non-HT, n=800; 3-5 year
Dr. Kaunitz: months); Age 49.7 yrs follow-up

. . * n=1006; 16-year follow-up * 30% reduced risk for developing
The last non-WHI study we'll discuss, in « Estradiol therapy vs placebo Alzheimer’s disease (AD) in later life
contrast to the others you just heard about, is * Reduced risk of mortality, heart (especially if duration of use was >10
. . failure and myocardial infarction yrs)
observational, and this was the Cache County > [N affiiaremes i sk o e, Vit + HT initiated in later life may be
study conducted in Utah in an ethnically- | Or stroke y associated with increased AD risk
homogenGOUS grOup of Women some Of 1. Schierbeck LL et al. BMJ 2012; 345: 6409; 2. Zandi PP et al. JAMA 2002; 288(17):2123-2129.
I

whom in clinical practice used hormone

therapy and some who did not. The primary outcome was the diagnosis of Alzheimer’s disease later in life, and
the principal findings were that hormone therapy use was associated with a substantial reduction in risk of being
diagnosed with Alzheimer's later in life. And the two most protective factors were starting hormone therapy soon
after the onset of menopause, and this gets back to the theme you keep hearing of safety and benefits with early
initiation of use, and then also long duration of hormone therapy use was protective.

Dr. Setty:
So, what do the current guidelines state about the use of hormone replacement therapy in women?

Dr. Pinkerton:
So, the North American Menopause Society
currently has the 2012 guidelines, and we

Current HT Guidelines

looked at this age, so that women under 60 o
and within ’IO yea rs Of menopause are the 2012 Hormone Position Statement of the NAMS 2014 Canadian Guidelines

* HT when benefit/risk profile is favourable for the * HT may be considered along with lifestyle changes
1 individual woman * Benefits of HT:
key group, and we |OOked at preventlon Of * Initiate HT in early menopause to: + Reduction of vasomotor symptoms

Reduction of sleep problems

Reduction of mood or anxiety problems
Osteoporosis prevention and treatment
Reversal of vulvar and vaginal atrophy

H H « Treat menopause-related symptoms
hOt ﬂaSheS and preventlon Of OSteoporOSIS as * Prevent osteoporosis in select high-risk patients
the key points that we were trying to make in
that guideline.

o s e e

Conclusions
* Individualization is a key factor when formulating a treatment plan for relief of
menopausal symptoms

DI'. Setty: * Decision to use HT should be revisited at least periodically
What a bOUt Ca nada'? * Initiation of HT most appropriate for women <60 years of age

Schmidt P. Menopause 2012; 19(3);257-271; Reid R et al. J Obstet Gynaecol Can 2014;36(9 eSuppl A):51-580.

Dr. Lalonde:

Well, in Canada, we repeat our guidelines every 4 to 5 years, and a major issue in this guideline was talking
about lifestyle issues. It's very important to counsel women for issues such as smoking, exercise, nutrition, alcohol
intake. And the major recommendations in the guidelines were on different estrogens. You had to think about
different estrogens for different women’s needs, and also, obviously, a recommendation to prevent osteoporosis,
and in mood disorders and sleep disorders.

Dr. Pinkerton:

And currently, we are drafting, the North American Menopause Society is drafting, the 2016 guidelines, and
we're looking at the difference between estrogen by itself, estrogen and progestin or newer therapies. We're
looking at age of initiation — are you under 60, are you within 10 years of menopause - as being safer. And then
we're also looking at special populations. What about women who have had oophorectomies for BRCA gene or

Be part of the knowledge: © 2016 ReachMD, Inc. Page 10
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women who want to use extended duration
past 60? What's an appropriate dose? What's
an appropriate duration? How can we help
clinicians make those decisions for their
women?

Dr. Setty:

Yes, that will be very helpful. What about new
menopausal medications, and how do these
compare to the drug regimen used in the
WHI in terms of safety and efficacy?

Dr. Pinkerton:

Well, it's really exciting that we have a new
therapy for menopausal women, but it's also
hard to get this new therapy used because
people are still fearful that if you don’t have
a 5-year trial, long-term follow-up, how do
we know the safety? But what we know
about this new compound, which is an oral
conjugated equine estrogen, an estrogen
combined with an oral new SERM called
bazedoxifene, which is a strong anti-estrogen
on the uterus—you put those two together
and you don't need a progestin, so we take
away that increased risk of breast cancer that

Other HT Studies

N

Danish Osteoporosis Prevention Cache County Study?

Study? * Women <5 yrs from menopause

» Women recently menopausal (7 * HT, n=1066; non-HT, n=800; 3-5 year
months); Age 49.7 yrs follow-up

* n=1006; 16-year follow-up * 30% reduced risk for developing

* Estradiol therapy vs placebo Alzheimer’s disease (AD) in later life

* Reduced risk of mortality, heart (especially if duration of use was >10
failure and myocardial infarction yrs)

* No difference in risk of cancer, VTE * HT initiated in later life may be
or stroke ) associated with increased AD risk

1. Schierbeck LL et al. BMJ 2012; 345: e6409; 2. Zandi PP et al. JAMA 2002; 288(17):2123-2129.

'Tissue Effects of Various
Hormonal Strategies

Target Selective estrogen Menopausal Tissue selective
receptor modulator hormone therapy Estrogen complex
(SERM) (MHT) (TSEC)
Uterus - (Tamoxifen) - (ET) +
Breast ++ (Tamoxifen, Raloxifene) - (EPT) +
Hot flush - ++ ++
Vagina + (Ospemifene) + +
Bone + (Raloxifene, Bazedoxifene, + +
Tamoxifen)

Negative effect: -; Positive effect: +

Ensari TA and Pal L. Curr Opin Endocrinol Diabetes Obes 2015, 22:475-482

we saw in the WHI. And when you put those two together, we get relief of hot flashes, relief of both frequent and
the severity of the hot flashes, we get prevention of bone loss, we get improvement in vaginal symptoms, and

at the same time, we don't have the bleeding or the breast tenderness or the breast density changes that we
saw with estrogen and progestin. So, it's so exciting that we have a new therapy, but we have to fight fear from
people who are afraid to use any hormone therapy, let alone something that’s new.

Dr. Setty:

The results of the 2002 WHI study led to a dramatic decrease in the use of hormone replacement therapy in

postmenopausal women. However, we now know that for many women under 60, within 10 years of menopause

and without any contraindications, who
have bothersome hot flashes, who are at
high risk for bone loss, the benefits actually
exceed the risks. So, while waiting for
newer guidelines to come out, how can

the appropriate use of hormone therapy in
postmenopausal women be communicated
to clinicians?

Dr. Pinkerton:

We need to take away the fear of using
hormones for those women that it's indicated
for and who need it, so whether it's a lecture,

Communication Strategies

* Development of educational programs for professional schools, post-graduate
programs, and/or professional societies addressing some of the key topics
discussed today.

* Development of new guidelines focused on relief of menopausal symptoms based
on updated data (e.g. new NAMS and IMS guidance coming soon)

* Novel therapies such as the TSEC CEE/BZA show similar risks of breast changes and
bleeding to placebo in clinical trials

* Consider the initiation of HT for symptomatic, recently menopausal women and
understand its complex effects on breast, heart, bone and VTE
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a course, a discussion, we need to get the word out. Our new guidelines in 2016 will help clinicians know who it's

appropriate to use. The International Menopause Society is actually looking at a global approach to who should

take hormone therapy. But we have to teach and educate both our providers and our patients.

Dr. Lalonde:

We also need to demystify the relative risk and the absolute risk. People do not understand this. And we have
worked very hard in Canada with the press. Some of our key menopause experts have made seminars just for

the press so that the press has a tremendous influence, and they can explain that, for example, the risk of breast

cancer is probably lower than the risk of taking a bicycle through the city of Washington, you know, simple

examples that the public can understand and, also, primary care physicians.

Dr. Kaunitz:

So, to wrap things up and moving from
communication back to clinical practice,
think of Carol. As the three of us have been
consistently saying, for recently menopausal
or young menopausal women who have
bothersome symptoms, the use of hormone
therapy should be considered safe for the
great majority of candidates. Having said
that, if there’s an intact uterus and we're
talking about estrogen-progestin therapy,
women do need to hear about that elevated
risk of breast cancer. However, as Andre

Communication Strategies

Development of educational programs for professional schools, post-graduate
programs, and/or professional societies addressing some of the key topics

discussed today.

Development of new guidelines focused on relief of menopausal symptoms based

on updated data (e.g. new NAMS and IMS guidance coming soon)

Novel therapies such as the TSEC CEE/BZA show similar risks of breast changes and

bleeding to placebo in clinical trials

Consider the initiation of HT for symptomatic, recently menopausal women and

understand its complex effects on breast, heart, bone and VTE

emphasized, that elevated risk is small and very much comparable to lifestyle choices; for instance, comparable

to the risks associated with moderate alcohol consumption.

Dr. Setty:

So, Dr. Pinkerton, what are the key take-home messages you would like to share with our audience?

Dr. Pinkerton:

What you've heard from us today, from all
of us, is that if women are symptomatic,

if they're under 60 and within 10 years of
menopause, that the benefits of hormone
therapy exceed the risk for most women.
And we need to take it back to the room
where the clinician is talking to the woman,
looking at her symptoms, looking at how old
she is and consider what would be the best
therapy for her, and if she’s an older woman
and wants to initiate, it's probably the wrong
therapy. If she’s a younger woman, hormone
therapy is an appropriate choice for most
women.

Key Take Home Messages

e HT’s safety profile differs for women
depending on timing of initiation and type of

HT therapy

*  For symptomatic menopausal women who
are <60 years of age or <10 years from
menopause without contraindications, the
benefit/risk ratio appears favorable

¢ Treatment should be individualized for each
woman with decisions based on best available

evidence, with periodic re-evaluation
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Dr. Setty:
So, thank you, everyone, for joining us today and being a part of this program. Thank you for sharing all of this
very important information with our ReachMD audience.

Dr. Pinkerton:
“ It's so important. Thank you for having us.

Dr. Lalonde:
=¥ Thank you very much for having us.

2 Dr. Kaunitz:
It's a pleasure, thanks.
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