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= | have no disclosures

Hormone Replacement Therapy
in Menopause: Evidence and
Current Recommendations for

Educational Objectives A Case to Ponder

= Ms. D is a 53 yo woman presenting with bothersome hot

= Basic understanding of menopause and hormonal
flashes

therapies

. « Her LMP was 12/2016
= Acknowledge the history of hormone use

= The hot flashes occur a few times weekly and at anytime
nderstand key points about:
Nomen'’s Health Initiative (WHI) omplains of fatigue, mood changes and sleep
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Hormone Replacement Thera
Symptoms of Menopause P Py
(may or may not be caused by menopause) (H RT)

= Hot flashes
— Experienced by up to 75% of women

— Heat spreads over the body, particularly the upper body
and face

— Lasts from 1-5 minutes

— Can occur infrequently (monthly, weekly) or frequently
(hourly)

Genitourinary syndrome of menopause (GSM)
ased sexual desire

Estrogens Progestogens

Estrogen Therapy

FaCt some common formulations and doses (mg)
Conjugated Equine Estrogen 0.3, 0.45, 0.625, 0.9, 1.25
. n CEE
« Estrogen causes proliferative effects on the ¢ - I)solated G 0 WO G
endometrium

pregnant mares
- On the market for 65+ years

¢ Use of unopposed estrogen in women with
an intact uterus is NOT recommended

Synthetic conjugated estrogens 0.3, 0.45, 0.625, 0.9, 1.25

Micronized 17beta-estradiol 0.5, 1.0, 2.0
_ 17beta-estradiol matrix patch 0.014, 0.025, 0.0375, 0.05,
||'-.||'\|I|'rr‘l 0.075, 0.1

Progestogen Therapy - n 1898, cerman

some common formulations and doses (mg) doctors fed fresh cow

ovaries to a young woman

b

suffering from severe hot gty o v o B
Medroxyprogesterone 2.5,5,10 flashes after having her FEMININE
acetate (MPA) ovaries removed FOREVER

Ellnl A WILSON,
Micronized progesterone (in |100, 200 A e
peanut oil) gy the 19608,
harmaceutical companies
Progesterone vaginal gel 45, 90

Froedtert [
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WHI

= In the 19905 the WHI, a $625 million study was

started in the US to examine the risks and benefits of
menopause hormones

< Funded by the The National Heart, Lung, and Blood
Institute
—Wyeth-Ayerst Research provided the study
medication (active and placebo)

= It is comprised of several trials including Estrogen Plus
Progestin and Estrogen-alone Trials

—Will HRT reduce cardiovascular events in

mostly healthy postmenopausal women?

373092 Women initatec sreening
18845 Praviced consent and repartec 11941 praviced consent and reported
ot naving nad 3 hystereciomy hawing had 2 hysterectomy
CEE+MPA — . CEE-alone
(16608 Rancomizee ) (10739 Rancomizec )
8506 Rantomizscto 102 Randomasato 5310 Rengomazsc o 5429 Rancomizec 1o
receive CEE plus receive placebo receive CEE alone receive placebe

WHI: CEE+MPA

= Oral conjugated equine estrogen (CEE) 0.625
mg/d and medroxyprogesterone (MPA) 2.5
mg/d

* Average age 63
* 74% never used hormones before

« Mean follow-up: 5.2 years

WHI: Shocking Results

= In 2000 participants given information

indicating increases in MI, stroke and PE/DVT
had been observed, but the risks and benefits
remained uncertain

eIn 2002 MI, stroke and PE/DVT risk
persisted, but within study boundaries

—However, HARM from breast cancer crossed the
designated boundary

WHI Makes HEADLINES

Study Is Halted Over Rise Seen In Cancer Risk

By CIMAKDLATA JULY 5, 3002

Hormone replacement therapy study halted

Increased risk of breast cancer a factor, government says

August 14, Z0G2 Pusied. T1:56AM EDT (1556 GMT)

Hormone Replacement Study A Shock to the Medical System
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. WHI:
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s 0 WHI: CEE+MPA Results WHI: CEE+MPA Characteristics

6% nCl, 082118
6% aCl, 0.70.1.37

A - 10.5% current smokers
* 40% past smokers

HR 0.98 (0 82-1.1 8) - 36% treated for hypertension

* 7% were on a statin

Cumulative Hazard

Insignificant .
— Estrogen + Progestn AT * 90% had children
— Piscebo 16% had a female relative with breast cancer
0% had a Gail model 5-year risk of brea
0 2 3 4 B
Time, y
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WHI: CEE+MPA Take Away

» Health risks exceeded benefits from use of
estrogen-+progestin for an average of 5.2
years

This regimen should NOT be initiated or
inued for primary prevention of corona
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WHI: CEE-alone

eIn 2004 the NIH terminated the CEE-
alone intervention phase

Estrogen Study Stopped Early Because of Slight Stroke Risk

HEALTH

Study finds estrogen alone is risky, too
Feds halt trial, citing no heart disease benefit

Towwcay, March 2, 2004 Poatied. 10,12 AM EST (1512 0T}

WHI: CEE-alone Details
« 11,000 women participated

= Oral CEE 0.625 mg/d

erage age 64

Cumulative Hazard

Stroke

HR 1.39 (1.10-1.77)
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Invasive Breast Cancer Hip Fracture

005y HR 077 <
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Death WHI: CEE-alone
THRL 10 Results WHI: CEE-alone Take Away
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3 ; = Placeho
4 = The use of CEE increases the risk of stroke in
postmenopausal women with prior
hysterectomy over an average of 6.8 years
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WHIMS
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WHI1: Shocking
Results

Prior to publication of
WHI, at least 40% of
postmenopausal women

in the US were using O

A Sustained Decline in Postmenopausal Hormone
Use: Results From the National Health and Nutrition

Examination Survey, 1999-2010

Brian L. Sprague; Amy Trentham-Dietz; Kathleen A Cronin

WHI: A Closer Look
= Only one form and strength of estrogen used

One form and strength of progestin used

WHI1: Reanalyzed

= Results were re-synthesized

Analyses were stratified by age and time since

WHI: Reanalyzed

O M0 40 60 B 10 LM MO L0 0 N 40 M0 9 100 1D LD 1
Cams por 10008 Canes pos 10000 Persem- Toars




WHI1: Reanalyzed

Long-Term Effects on Cognitive Function of Postmenopausal
Hormone Therapy Prescribed to Women Aged 50 to 55 Years

Wtk &, Espeland. PO Saly A, Shumakes. PRD: irs Leng. PRD. MD: Joann £ Manson. MO DrPH; Candioe M. Brown. Ph: Efin 5. LeBanc. MD. PrO:
Loska Vaughan, PD; Jennifor Aotinson, MO, MPH: Stephen R, Rang, PhD: JowshS. Goveas, WO: Derothy Lane, MO, MPH,
i Stefanich, Pk Wenjur Li, Resrick. PD: o thee WHIMSY

= Women aged 50-55 years during trial \AW/HIMSY

= Cognitive testing conducted an average
7.2 years after trials ended

Rebuilding Confidence: KEEPS

*In 2012 the Kronos Early Estrogen
Prevention Study (KEEPS) trial was
discussed at the North American Menopause
Society

1/15/2019

WHI Reanalysis: Take Away

= A more favorable risk-to-benefit ratio seen in
younger women
—especially in the CEE-alone group

indings from the intervention and extended
ervention follow-up of the 2 WE

WHIMSY: A Critical Window?

= Does the effects of HRT on cognition vary
depending on a woman’s age and time since
menopause?

Rebuilding Confidence: KEEPS

e Oral CEE 0.45 mg/d + Transdermal
estradiol patch 50

¢ Micronized mcg/d

progesterone
metrium) 200 * Micronized
progestero
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Rebuilding Confidence: KEEPS

* Primary endpoint:
annual change in
carotid artery
intima-media
thickness (CIMT)

Rebuilding Confidence: KEEPS

[] FsFitotal score

P=.001 « Improvement
in sexual

Rebuilding Confidence: KEEPS

= Women in each hormone group did not differ
from women receiving placebo on five
cognitive outcomes

ignificant reduction in vasomotor symptoms

Vroedter [J

BASINAL ARTIELE

Vascular Effects of Early versus Late Postmenopausal Treatment

with Estradiol

Howaed N. Hods, MLD.. Wendy J. Mack. Ph.D.. Vicior W, Henderson. MLD.. Dosna Shoupe. M.D., Mashew J. Budofl,

MDD, Jubiars Hwarg-Levine, Phass D, Yacje L, MD., Mei Feng. M.D., Laurie Dusiin, M., Necks Kons, MPH., Frank

Z. Starcryk, B0, Rutrt . Satner, M5, and Stankey B Anen, PR, fof S ELITE Risean Grous”

N Engl J e 2005 374:1221-1ZM | March 31, 2016| DOG 10.10SGNE.Moat 505241

* 234 postmenopausal < 333 postmenopausal

women within 6 women 10+ years
years of past menopause
menopause = Mean age 64 years

e 55 years

function

Mean Change From Basaline

® sl conjugates ecum: estrogens.
4 B Transdermal 17-estradiol

Baseline  18mo  36me  2Bmo 4 Macebo
Vigit

WHI1 vs. KEEPS

WHI KEEPS
= Mean age 63 years = Mean age 52 years
= Average 12 years past = All within 3 years after

the onset of their final menstrual
period

Rebuilding Confidence: ELITE

— Lete Postmenapause, Placebo
- Late Postmenopause, Estradiol
------ Early Postmenspause, Macebs
-+ Early Postmenapzuse, Estradiol

CIMT mm)




Rebuilding Confidence: ELITE-Cog

* Cognition outcomes at 2.5 and 5 years
= Primary outcome: verbal memory

= Secondary outcomes: Global cognition and
executive function

= Estradiol neither benefited nor harmed
regardless of time since menopause

drert [ MERCAL

Henderson, VW et al. Proc Natl Acad Sci USA 2013

Rl:thinking the Use of Hormones to Ease Mcnﬂp«m
Symptoms

BY JANE L BR50Y . .

i)
Principal Investigators of 2002 WHI Study
Reverse Findings - HRT vindicated in new JAMA
article

What does this mean?

CEE+MPA for —6 years and
CEE alone for ~7 years

Is NOT associated with
risk of:

All-cause

Cardiovascular or

Cancer mortality

(although there are risks, we
don’t see death!!)

JAMA 2017

1/15/2019

The Timing Hypothesis: ELITE

The effects of HRT on heart disease may vary
depending on a woman’s age and time since
menopause

HRT neither benefited nor harmed
cognition regardless of time since
menopause

Hodis HN, et al. NEJM 2016

Menopausal Hormone Therapy and Long-
term All-Cause and Cause-Specific
Mortality

The Women's Health Initiative Randomized
Trials

* Observational, 18-year follow-up of the WHI
+ Data available for >98% of participants

» All-cause mortality was 27.1% in the
hormone therapy group vs 27.6% in the
placebo group

JAMA 2017

Menopausal Hormone Therapy and Long-
term All-Cause and Cause-Specific
Mortality
The Women's Health Initiative Randomized
Trials Lower risk of death Higher risk of
wilh HRT death with HRT
e — — ¥ $ * Decreased
CEE plus MPAvs olacebo 706 (050) &3 1.08(0.95-1.18) - 31 mortality
B alone v laccin. 424 {1.49) naa(ns113) —— 56
Puoles trals 103(0.05-1.12) L= 50 from br‘eaSt
Breast cancer mortality i cancer Iin
CEE phas PR v slocen 1 (3548 [eTCEERE] - P
o (_ ==zl
Pusisc trials N group
Taorecal e manaliy
CEE phas PR slacebn 51 0.037) 101088148 R %
CEalonevsolaceon 47 (0.05¢) 5) 1210075130 ———=»—— 35+ Decreased
Poolec trials 110(0.52-1.46) —_— 53 mortality
Other known cancer mortality H
£ 0lus MPA S Dlacedn_ 548 (0.39) 1.00(065-1.13) —— 9t from
c _z(-je vs placebo 3360.39) 45 (0. 1.000. B?-J.lb\ — 96 Alzheimervs in
Puoled trials 1.00(0.91-1.10) <> 98
Other mortality CEE-alone
£ plus MPAvs placebo  B50(0.60)  828(061) 0.99(0.90-1.08) — 77
s Dlacedo 334{0.81) 814 (0.69)  0.89(0.78-1.00) —— 03 group
s 095 05108 u

or Gementia mortality

MPAvs placebn 223(0.16)  23: 083(077-1.11)
127(8.15)
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Menopausal Hormone Therapy and Long-
term All-Cause and Cause-Specific
Mortality

The Women's Health Initiative Randomized
Trials

07(060) 294 (062) 0.97(0.83-112) —— 1
58)  218(0.73) 0.79(0.64-0.96) —_— 18
477(060) 512{066) 0.89(0.79-101) - 06

« No increased
- mortality when

CE & & . ———

puciec viats 1614(156) 1613(158) 08(0.91-105) < analyzed by

age group

919(151) 0

Age 7073y
All-cause mortality
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CEE plusMPAvs placene 973 (1.64) 897 (3.42) 107(0.98-118) T
Cegalonewsolacebo 685 (366) 718(3.77) 057(087-107) -
Poclec tials 1658 (165) 1615(3.57) 103(0.96-110) <

FDA-approved Indications for
HRT

= First-line therapy for vasomotor symptoms
* Prevent bone loss and reduce fractures

= For women with hypogonadism, primary
ovarian insufficiency or premature surgical
menopause until the average age of
menopause

* Genitourinary symptoms

The 2017 hormone therapy position statement of The
North American Menopause Society. Menopause.

Changing the Conversation
Recommendation from NAMS

= “For women who are aged younger than
60 years or within 10 years of
menopause and have no
contraindications, the benefit-risk ratio
appears favorable for treatment of
bothersome VMS and in those at elevated
risk for bone loss or fracture”

« Treatment should be individualized

« Periodic reevaluation is necessary

Froedtert E\éﬁ; i

The 2017 hormone therapy position statement of
The North American Menopause Society.
Menopause.

Contraindications for HRT

= Unexplained vaginal bleeding
= Severe active liver disease

* Prior estrogen-sensitive breast or endometrial
cancer

* Stroke

= Thromboembolic disease
= Hypertriglyceridemia

* Preghancy

= Hypersensitivity

= Heart disease**

1g**
e Dementla The 2017 hormone therapy position statement of

The North American Menopause Society.
Menopause.

The 2017 NAMS Hormone
Therapy Position Statement has
been endorsed by:

Academy of Women'’s Health

American Association of Clinical Endocrinologists
American Medical Women'’s Association
American Society for Reproductive Medicine
Association of Reproductive Health Professionals

International Society for the Study of Women’s Sexual
Health

The American College of Obstetricians and
Gynecologists

International Osteoporosis Foundation...
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Changing the Conversation

THE NORTH AMERICAN
MENCEWLISE SOCETY

= “Appropriate hormone therapy to meet
treatment objectives”

owest most effective dose

Risk of Breast Cancer by Type of Menopausal Hormone
Therapy: a Case-Control Study among Post-Menopausal
Women in France

Emilie Cordina-Duverger', Thirése Truong™, Antoinette Anger™’, Marie Sanchez', Patrick Arveu’,

Piorre Kerbrat', Pascal Guénel'=
Odds ratios for breast cancer among current users of combined MHT by type of trestment and duration of use.

Asy duration Deration < 4 years Durstion = 4 years

" " "
Coses Contres OR 9% C1 Coses Controb OR #% 01 Caoses Controb OR #%.C1

Never MIT use T I 3 TR T R o 1w
Extrogen + nstursl pregesteres 25 34 080 e o 17 060 020168 1817 07 I
Estrogen + synthetic progestagen 67 48 17 e[ 117 [AR2] 55 34 7 (126139
e Feopag

Etoges + Propeuerons Do 35 43 15T el 10 13 102 [0A025K] 45 30 192 A
Extrogen + Tettasserone D u s 135 T4 4 4 164 [O3ETIS] T 1 947 [1oe-K26|
By regimen

Comtinusus LI 18 (TR 3 2 241 3ssd) 6 3 2 s3]

|'.-...-‘||.-r|-i

Soquential LI 17 e 0 o 140 [054-185] 45 » 100 [118-241]

Final Thoughts: DVT/PE, MI,
Stroke

= Timing Hypothesis from ELITE:
—HRT initiated <10 years after menopause safer

IRisk of DVT/PE
ss risk with non-oral preparation

1/15/2019

Final Thoughts: Breast Cancer

= The effect of HRT on breast cancer risk may
depend on:
—Type of hormone
=Less risk with estrogen alone
he progesterone?

Bazedoxifene

= SERM

= Combined with CEE 0.45 mg to form a tissue-selective
estrogen complex

1dometrial protection without the

Oral vs Transdermal Estrogen and
Thromboembolic Complications
(OR and 95% CI)

Study Oral estrogen | Transdermal
Publication estrogen

Scarabin, et al |3.5 (1.8-6.8) |0.9 (0.5-1.6)

@
Canonico, et al |4.2 (1.5-11.6) [0.9 (0.4-2.1)
2

12



Compounded Bioidentical HRT

= Why NOT use it:
—LACK of regulation and monitoring
—Real possibility of overdosing or underdosing
—LACK of scientific efficacy and safety data
K of a label outlining risks

1/15/2019

Non-Hormonal Therapies

* SSRIS/SNRIs
—Venlafaxine
—Paroxetine

Back to the case...

= Ms. D was prescribed:

= Estradiol patch .05 mg and micronized
progesterone 200 mg 12 days monthly

Questions for consideration

= Is there a risk of breast cancer on CEE-
bazedoxifene? (since there is no progesterone)

How long can women safely stay on CEE-
edoxifene?

Take Home Points

= WHI does deserve credit for stopping the
common practice of prescribing HRT to
prevent chronic disease

The WHI is not generalizable

Thank You!

jsarvaideo@mcw.edu
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