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Abbreviations

CEE =Conjugated Equine Estrogen

FDA =Food and Drug Adm inistration

GSM = Genitourinary Syndrome of Menopause
LNG =Levonorgestrel

MHT =Menopause Hormone Therapy

MP = Micronized progesterone

MPA =Medroxyprogesterone Acetate

SXS =Signs and symptom s

VMS = Vasomotor Symptom s
WHI=Women’s Health Initiative
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Estrogen Receptors

Brain Neuroprotection

Influence on mood
and cognition

Reduction of
intraocular pressure

Amelioration of skin
aging (increased turgor

and collagen synthesis)
Cardiovascular Arterial vasodilation
System Maintenance of
bone density
Cardioprotection Growth and proliferation
of breast tissue; risk factor
Increased production of for breast cancer
liver proteins such as
coagulation factors and
Owvarium PPt ipoprmiRin Putative reduction in
receptors :
risk of colon cancer
Growth and differentiation
of and water retention in
primary sex organs;
risk factor for endometrial
cancer :
e Skin
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Hist ory Of Menopause Hormone Ther apy

1940s: Development of
estrogen

Conjugated equine estrogen was
introduced in the 1940s for treatment of
vasomotor symptoms,but use of
unopposed estrogen was later associated
with increased endometrialcancer risk in
women with a uterus.

Late 1980s-1990s Rise of
observational studies

In the 1990s,o0bservational studies
suggested lower cardiovascular m ortality
among women using combined hormone
therapy,which expanded clinical interest
and helped setthe stage for later

random ized trials,including WHI

1980s: Development of
progestogens
In the 1980s and early 1990s,progestogens

were added to estrogen therapyto provide
endometrialprotection and establish

combined hormone therapy for appropriate

patients.

1942 —Conjugated equine estrogen first
introduced. Approximately 20 m illion HT
prescriptions prescribed

1975 - Endom etrialcancer risk recognized. 60
m illion+HT prescriptions.

1980 - Combined estrogen + progestin introduced.
Less than 40 million HT prescriptions.

1990s - Nurses Health Study (1991) + PEPI1(1995)
published + HERS Trial Published (1998). Between
§0-100+million HT prescriptions

2002 - WHITrialpublished. Less than 80 m illion

HTprescriptions.
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OBJECTIVE

()] Differentiate KeyIndicators And
Contraindications For Menopause
Hormone Therapy
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Indications For Hormone Therapy

Women with naturaland surgicalmenopause having distressing
vasom otor and/or vulvovagimal sym ptoms.
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FDA- Approved Indications For Hormone Therapy

* Moderate to severe VMS

* Hypoestrogenism due to hypogonadism
 Bilateraloophorectomy

* Primaryovarian msufficiency

* Vulvovagmalsymptoms

« PREVENTION of osteoporosis

3
(B
LEGACY



Contraindicationsto Estrogen Hormone Ther apy

A history ofestrogen-sensitive cancer
A history of liver disease
A history of thromboem bolic strokes

Unexplammed vaginalbleeding*

3
(B
LEGACY



OBJECTIVE

()2 Evaluate Patient Factors That Guide
Safe and Appropriate Hormone
Therapy Use
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Importance Of Patient -specific Assessment

* Past Medical history
* Medications

* Socilalhistory

* Obstetrical history

* Gynecologic history
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Key Elements of Patient History

* History of VIE

* History of Stroke

* History of Liver Disecase

* History of Estrogen-Sensitive Cancer

e Cardiovascular Risk Score
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Obstetrical and Gynecologic History

* Obstetrical History

o History ofpreeclam psia

o History ofgestationaldiabetes?

* Gynecologic History
o Do theyhave a diagnosis of Polyendocrine Metabolic Ovarian Syndrome?
o Age offinalmenstrual period?

o Does the patient stillhave their ovaries?

* Ifnot,herage when theywere removed?
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Assessing Cardiovascular Risk
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Low Risk HT Intermediate Risk HT High Risk HT"

* Recent menopause « Dhabetes « Congenital heart disease
= Mormal weight « Smoking « ASCVDICAD/PAD

« Normal blood pressure *» HTH  Venous thrombosis or

* Physacally active = Obesity pulmonary embolism

* 10 yaar ASCVD risk <5% « Sedentary/ Limited mability « Stroke/TIA or M

« Low risk for breast cancer « Auloimmuneg disease « Breast cancer

« Hyperbpdemia
* Metaboic syndrome
« 10 years ASCVD risk
2 5-10%
« High risk for breast cancer

« 10 year ASCVD risk 210%"
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OBJECTIVE

()3 Select Optimal Hormone Therapy
Formulations,Dosing,and Delivery
Routes
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Formulations

* Estrogen
e QOral
e Transderm al

* Vagmalformulations

* Progestogen
* Oral
* Vaginal
* Transderm al*

e Intrauterine
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Formulations

* Hormone therapyis metabolized by our liver - the location of
clotting factor production.

e CVDriskwillinfluence oralroute vs transdermalroute.

N
oo

uuuuuuuuuuuuuu



Delivery Options

* Progestogens in oral,transderm alpatch,and intrauterine delivery*

* Giving unopposed estrogen willincrease the development of
hyperplasia within the uterine cavity

N
oo

uuuuuuuuuuuuuu



Deliveryoptions & Cancer risk

* Estrogen-onlytherapyisnot associated with an mmcreased risk of
breast cancer.

* Micronized progesterone i1s assoclated with fewerrates of breast
cancer.
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Dosing — How Much Is Enough

Bone protection and VMS reliefis noted 1n:
* -2mg oforalestradiol

e 25-50 micrograms oftransderm al.
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How Long Do I Treat ?

The thought of "lowest dose for shortest time"i1s not based upon
validate research. Now the decision to discontinue is based upon
patient preference and risk factors. Even beyond the age of 65,the
route ofdeliverymayneed to change,but there isnoneed to

discontimue unless contraindications develop.
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Progestogen Dose

Micronized
Progesterone

Medroxyprogesterone
acetate (MPA)

Norethinedrone
Acetate (NETA)

Drospirenone 4 mg
(Slynd) *

200 m g Orally — 12 I00mg PO daily
days/cycle

I0mg —12days a Mmmmum 2.5m g daily
m onth

Smg —12days a month

One 4m g active
hormone tablet daily

*Omit the 4 hormone-
free pills
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Estrogen Dose

Oral

Transderm al

Conjugated Estrogen

17B-estradiol

17B-estradiol m atrix
patch

17B3-estradiol
transdermal gel

Vivelle

Vivelle-Dot

Divigel

0.3,0.625, 125

0.5,10,2.0

0.025,0.0375,0.05,
0.075,0.1once/week

0.025,0.0375,0.05,
0075,0.1twice/week

0.025,0.0375,0.05,
0075,0.1twice/week

0.25,0.5,and 10 g/d
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Appr oximat e Equivalent Estrogen Dose

l5mg/2 metered doses
Divigel/0.1m g/day
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When To Start ?

As soon as possible as long as the patient:

e Hasno contraindications to use

* Isnotbeyond 10 years of post-menopause

* Isnotoverthe age of65
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Vaginal estrogen

Low-dose vagmalestrogen i1s indicated to treat GSM.

Safe for breast cancer patients™
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Vaginal estrogen

Premarin vaginal Conjugated 05—2 gm qd x2-3 week
0.625 gm equine > off lweek
estrogens > repeat prn
Estrace vaginal Estradiol Yes lgm qd x 14 days,then
0.01% cream biweekly to triweekly
Estring Estradiol Yes One ring every 3 months
2mg
Estradiol Estradiol Yes Itablet per vagina for 14
Tablet4 mcg, 10 days,then mmsert twice oo

mcg weekly LEGACY
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OBIJECTIVES

04 Apply APatient-Centered Framework
to Initi1ate and Manage Hormone
Therapy
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Brenda

Brenda is a 52-year-old. She has a history ofthyroid disease,and she reports her
finalmenstrualcycle was over one yearago.She’snot had spotting since that
time.She does,however,report hot flashes that are keepmng herawake at night
and mmterrupting her sleep.She finds that she also sweats profusely throughout
the dayand it impacts her work.She 1s in inquiring about starting horm one-

based therapy.

Whatare heroptions?

What information do you need to know?
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Brenda

Age:
SXS:
Uterus Present:

PMHXx:

Formulation Options:
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Joanna

Joanna 1s 50 and presents for follow-up and she wasn’t so initiation hormone
therapy. She had undergone a hysterectomy with uterine fibroids at the age of
49.Both ovaries remain,and priorto her hysterectomy,she began having hot
flashes at age 48. She would like to discuss initiating estrogen-based therapy to
help with her hot flashes. Her PMx is significant for HITN as wellas preeclam psia
during herlast delivery. Her blood pressure in the office today i1s 125/84.She takes
am lodipine once perday. You reviewed her labs and her lipid profile was within

norm al lim 1its.

Whatare heroptions for estrogen therapy?

Does she need progesterone?
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Joanna

Age:
SXS:
Uterus Present:

PMHXx:

Formulation Options:
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Gail

Gailis a 68-year-old female who presents to your office to inquire about
treatment options for her vaginaldryness. She has tried lubricants and

m oisturizers,none of which were helpful. She 1s hesitant to try hormone therapy
because she was diagnosed with breast cancer when she was 47 years old. At the
time 1t was stage one,1t was treated with a lumpectomy,and

no additional treatments were required. She continues to get appropriate breast
screenings. She's also continuing to get herrecommended breast screenings

and so far she's had no signs ofrecurrence.

Whatare heroptions?
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Gail

Age:
SXS:
Uterus Present:

PMHXx:

Formulation Options:
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Leslie

Leslie 1s a 75-year-old who presents to your office to inquire about the mnitiation
ofhormone therapy.She saw on the news that the FDArecently lifted the black
box warning,and she iscoming in now because she's hearing about allthe
benefits ofestrogen. She 1s disappointed she was not started on the therapy

sooner and hopes it will revive her lost youth".

Whatare heroptions?
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Leslie

Age:
SXS:
Uterus Present:

PMHXx:

Formulation Options:
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MHT DECISION TREE

Low-dose vaginal
estrogen

€ VAGINAL ONLY ===

€ ABSENT
Estrogen only

Prefer Transdermal

€ YES
Estradiol

NO

2

Are symptoms
Vaginal only, or

systemic?

Is the Uterus

present?

Is cardiovascular

risk high?

YOUR MHT PLAN

YES —>

SySTEMIC ——p CONSsider Systemic

Therapy
PRESENT
Estrogen +
Progestin
Oral Estrogen is
NO

appropriate




Key Take Aways

v Treat the patient,not the age alone.

v Determine whether symptoms are systemic or
vaginal only.

vV Confirm medicalhistory and contraindications.
v Assess cardiovascular risk before selecting a
route oftherapy.

v Match the formulation,dose,and duration to the
patient's symptoms, goals,and risk profile.

v ' Shared decision-m aking rem ains the foundation

of successfulmenopause care.

Scan to access Key Takeaways PDF
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