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GOALS OF PRESENTATION 

 IDENTIFY CHARACTERISTICS OF MENOPAUSAL 
TRANSITION 

 DISCUSS WOMEN’S HEALTH INITIATIVE AND EXPLAIN 
HOW IT HAS CHANGED HORMONE REPLACEMENT 
THERAPY RECOMMENDATIONS AND TREATMENT 

 PRESENT OPTIONS FOR SYSTEMIC AND LOCAL 
HORMONE REPLACEMENT THERAPY 

 ADVISE ON ALTERNATIVES TO HORMONAL 
MEDICATIONS TO TREAT PERIMENOPAUSAL AND 
MENOPAUSAL SYMPTOMS 

 DISCUSS “BIOIDENTICAL HORMONES” 
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MENOPAUSAL TRANSITION  

 MEDIAN AGE OF MENOPAUSE IS 51 
 PHYSIOLOGIC CHANGES BEGIN TO OCCUR 3-5 

YEARS BEFORE CESSATION OF MENSES 
 MARKED BY FLUCTUATIONS IN HORMONE LEVELS 

 SERUM LEVELS OF ESTRADIOL AND PROGESTERONE 
DECLINE 

 FOLLICLE STIMULATING HORMONE LEVELS INCREASE 
 

VASOMOTOR (HOT FLUSHES) AND VAGINAL 
SYMPTOMS ARE THE MOST CLOSELY 

ASSOCIATED CHANGES RELATED TO HORMONE 
DECLINE. 



HORMONE LEVELS DECLINE WITH AGE 
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Effects of Estrogen on Female Body 

 



MENOPAUSE IS A CLINICAL DIAGNOSIS!!!…BUT SOME 
PATIENTS WANT THEIR HORMONES CHECKED 
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THE RESULT OF ESTROGEN DEFICIENCY!!! 

 



WITH A LITTLE HUMOR….. 

 



WOMEN’S HEALTH INITIATIVE 

 RCT of healthy menopausal women aged 50-77 
 Combined HT using Conjugated Equine Estrogen and 

Medroxyprogesterone Acetate demonstrated a slightly 
increased risk of: 
 Breast Cancer 
 Coronary Heart Disease 
 Stroke 
 Venous Thromboembolic Events 
 



STUDY DESIGN 

11 



WHI OBJECTIVES 
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WHI RESULTS 
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Cardiovascular Outcomes 
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WHI CONCLUSIONS 

15 



Women’s Health Initiative 

 REPORTED A LACK OF CARDIOPROTECTION 
 SHOWED INCREASED RISK OF BREAST CANCER, VTE, 

AND STROKE WITH COMBINED HORMONE THERAPY 
 SECONDARY ANALYSIS OF WHI CONTINUES 
 WHI TRIAL HAD SEVERAL CHARACTERISTICS THAT 

LIMITED GENERALIZING THE FINDINGS TO ALL 
POSTMENOPAUSAL WOMEN 
 USED ONLY ONE ROUTE OF ESTROGEN (ORAL) 
 ONLY ONE FORM OF ESTROGEN (CEE) AND ONE 

PROGESTOGEN (MPA) 
 WHI ENROLLED GENERALLY HEALTHY 

POSTMENOPAUSAL WOMEN AGED 50-79 
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WHI REANALYSIS RELATED TO CHD 
AND VTE RISK 

 ET MAY REDUCE CHD RISK WHEN INITIATED IN 
YOUNGER AND MORE RECENTLY POSTMENOPAUSAL 
WOMEN WITHOUT A UTERUS (AGES 50-59), HAZARD 
RATIO FOR CHD WAS .59 AND FOR TOTAL MI IS WAS .54 

 WOMEN WHO INITIATE HT MORE THAN 10 YEARS 
BEYOND MENOPAUSE ARE AT INCREASED RISK FOR CHD 
AND THOSE WHO INITIATE HT WITHIN 10 YEARS TEND 
TO HAVE A LOWER RISK OF CHD 

 IN THE TRIAL THE ABSOLUTE EXCESS VTE RISK WITH 
EPT OR ET WAS LOWER IN WOMEN WHO STARTED HT 
BEFORE AGE 60 
 THIS RISK WAS THREEFOLD GREATER IN OBESE 

WOMEN (BMI >30) 
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WHI REANALYSIS RELATED TO BREAST CANCER RISK 

 DIAGNOSIS OF BREAST CANCER INCREASES WITH EPT USE 
BEYOND 3-5 YEARS 

 8 ADDITIONAL BREAST CANCERS PER 10,000 WOMEN 
USING EPT FOR 5 OR MORE YEARS 

 RISK MAY BE GREATER WITH CONTINUOUS USE OF 
PROGESTOGEN (VERSUS SEQUENTIAL OR ITERMITTENT 
USE) 

 LONG TERM FOLLOW UP FOUND THAT THE RISK OF NEW 
DIAGNOSIS OF BREAST CANCER DISSPIATED IN THE 3 
YEARS AFTER CESSATION OF EPT 

 REANALYSIS OF DATA SHOWED THOSE STARTING EPT 
SHORTLY AFTER MENOPAUSE HAD AN HR OF 2.75 FOR 
BREAST CANCER WITH MORE THAN 5 YEARS OF USE, 
WHEREAS THOSE WITH A GAP TIME OF GREATER THAN 5 
YEARS DID NOT.  (THIS IS IN CONTRAST WITH THE 
FINDINGS ON CHD, STROKE, AND VTE) 



ESTROGEN ONLY THERAPY AND 
BREAST CANCER RISK 

NO DIFFERENCE IN 
INVASIVE BREAST 

CANCER COMPARED 
WITH PLACEBO 
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VASOMOTOR SYMPTOMS 

 SUDDEN SENSATION  OF EXTREME HEAT IN UPPER 
BODY, PARTICULARLY THE FACE, NECK, AND CHEST 

 TYPICALLY LAST 1-5 MINUTES 
 MAY INCLUDE PERSPIRATION, FLUSHING, CHILLS, 

ANXIETY, AND OCCASIONALLY HEART PALPITATIONS 
 MAY ALSO INTERFERE WITH SLEEPING AND CAUSE 

CHRONIC SLEEP DISRUPTION 
 87% OF WOMEN WHO REPORT HOT FLUSHES 

EXPERIENCE THEM DAILY, APPROXIMATELY 33% 
EXPERIENCE MORE THAN 10/DAY 
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ORAL VS TRANSDERMAL THERAPY 
ORAL TRANSDERMAL 
• LARGEST TOTAL DOSES 

OF ESTROGEN (CEE & 17 
B-ESTRADIOL) 
 

• ABSORBED FROM GI 
TRACT AND DELIVERED 
DIRECTLY TO LIVER 
 

• PRODUCE ESTRONE AND 
ESTRADIOL RATIONS 5X 
HIGHER THAN IN 
MENSTRUATING WOMEN 
 

• INCREASES TGLS, C-
REACTIVE PROTEIN, 
CLOTTING FACTORS, 
AND SHBG 

• SMALLEST TOTAL 
ESTROGEN DOSES 
 

• ABSORBED DIRECTLY 
INTO CIRCULATION VIA 
SKIN 
 

• PRODUCE 
ESTRONE/ESTRADIOL 
RATIONS SIMILAR TO 
THOSE IN 
MENSTRUATING WOMEN 
 

• NO STIMULATION OF 
HEPATIC PROTEINS AND 
ENZYMES 



ACOG Recommends: 

 Healthcare providers should 
individualize care on a patient by 
patient basis 

 Women should be treated with the 
lowest effective dose for the 
shortest duration that is needed 
to relieve vasomotor symptoms. 



NON-HORMONAL THERAPY FOR 
VASOMOTOR SYMPTOMS 

 SELECTIVE SEROTONIN REUPTAKE INHIBITORS 
(PAROXETINE 7.5MG IS THE ONLY SSRI THAT IS FDA 
APPROVED FOR VMS) 

 SELECTIVE SEROTONIN-NOREPINEPHRINE REUPTAKE 
INHIBITORS (DESVENLAFAXINE/ PRISTIQ 100MG/D OR 
VENLAFAXINE/ EFFEXOR 37.5-75MG/DAY) 

 ALPHA 2 AGONIST (CLONIDINE .1MG/DAY) 
 GAMMA AMINOBUTYRIC ACID ANALOGUE (GABAPENTIN 

900MG/DAY) 
 THESE MEDICATIONS ARE COMMONLY USED IN 

PATIENTS WHO HAVE CONTRAINDICATIONS TO 
ESTROGEN THERAPY WHICH IS SUPERIOR IN ALL 
STUDIES IN ALLEVIATING VASOMOTOR SYMPTOMS 
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VAGINAL ATROPHY 

 RESULTS IN ANATOMIC AND PHYSIOLOGIC CHANGES IN 
UROGENITAL TRACT 

 10-40% OF WOMEN WILL EXPERIENCE ONE OR MORE 
SYMPTOMS OF VAGINAL ATROPHY 
 SYMPTOMS INCLUDE DRYNESS, ITCHING, BURNING, 

DYSPAREUNIA, DISCHARGE 
 

COLLECTIVELY THESE SYMPTOMS MAY HAVE A 
DELETERIOUS EFFECT ON A WOMAN’S QUALITY OF 

LIFE, SELF-ESTEEM, AND SEXUAL INTIMACY 



 MENOPAUSAL 
VAGINAL 

SYMPTOMS 
TREATMENT 

 
 

 ET IS THE MOST EFFECTIVE 
THERAPY FOR MODERATE TO 
SEVERE VULVAR AND VAGINAL 
ATROPHY 

 WHEN ET IS CONSIDERED 
SOLELY FOR TREATMENT OF 
VAGINAL ATROPHY, LOCAL ET IS 
ADVISED 

 PROGESTOGEN IS NOT 
GENERALLY INDICATED WHEN 
ET AT RECOMMENDED LOW 
DOSES ARE ADMINISTERED 

 ANY UTERINE BLEEDING MUST 
BE FULLY EVALUATED IF USING 
LOCAL ET 
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VAGINAL ESTROGEN PREPARATIONS 
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 US FDA-approved vaginal ET products 
— Estradiol vaginal cream (Estrace)a 

— Conjugated estrogen vaginal cream 
(Premarin)a 

— Estradiol vaginal ring (Estring) 
— Estradiol acetate vaginal ring (Femring)b  
— Estradiol hemihydrate vaginal tablet 

(Vagifem) 
 All are effective at recommended doses 
 Choice depends on clinical experience and 

patient preference 



LOCAL ESTROGEN THERAPY 
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ATROPHIC VAGINITIS THERAPY 

 LOCAL THERAPY IS ADVISED 
 CAN BE ADMINISTERED IN CREAMS, RING, AND TABLET 

FORMULATIONS 
 LOW DOSE 10MCG VAGINAL ESTRADIOL TABLETS IMPROVE 

VAGINAL SYMPTOMS 
 STUDIES INDICATED THAT THE 3 MONTH VAGINAL RING IS 

PREFERRED TO CREAM BECAUSE OF GREATER COMFORT, 
EASE OF USE, AND SATISFACTION 

 USE OF LOCAL ESTROGEN THERAPY DOES NOT REQUIRE 
ENDOMETRIAL SURVEILLANCE UNLESS WOMEN EXPERIENCE 
POSTMENOPAUSAL BLEEDING WHICH WOULD REQUIRE 
DIAGNOSTIC EVALUATION 

 ADDITION OF PROGESTIN IS GENERALLY NOT INDICATED 
WITH LOCAL THERAPY 40 



ADDITIONAL THERAPY FOR TREATING VAGINAL 
ATROPHY SYMPTOMS 

 VAGINAL LUBRICANTS 
 NONESTROGEN WATER BASED OR SILICONE BASED LUBRICANTS 

 RELIEVE FRICTION DYSPAREUNIA RELATED TO VAGINAL 
DRYNESS 

 THERE ARE INSUFFICIENT DATA TO SUPPORT THE USE OF 
HERBAL REMEDIES OR SOY PRODUCTS FOR THE TREATMENT 
OF VAGINAL SYMPTOMS 

 OSPEMIFENE 60MG/D  (OSPHENA) AN ESTROGEN AGONIST 
AND ESTROGEN ANTAGONIST IMPROVES VAGINAL ATROPHY 
WITHOUT STIMULATING THE ENDOMETRIUM 
 ADVERSE EFFECTS INCLUDE HOT FLUSHES, VAGINAL 

DISCHARGE, MUSCLE SPASMS, AND SWEATING 
 RALOXIFENE AND TAMOXIFEN ARE NOT EFFECTIVE IN 

THE TREATMENT OF MENOPAUSAL VAGINAL 
SYMPTOMS 
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VAGINAL ESTROGEN THERAPY AND BREAST CANCER 

 Symptoms of VVA are common among 
women with breast cancer, especially those 
on endocrine treatments or aromatase 
inhibitors 

 For women with a nonhormone-dependent 
cancer, VVA management is similar to that 
for women without cancer 

 For women with a hormone-dependent 
cancer, VVA management depends on each 
woman’s preference in consultation with her 
oncologist 42 



“BIOIDENTICAL HORMONES” 

 PLANT DERIVED HORMONES THAT ARE CHEMICALLY 
SIMILAR TO THOSE PRODUCED BY THE BODY 

 INCLUDE COMMERCIALLY AVAILABLE PRODUCTS 
APPROVED BY THE FDA SUCH AS MICRONIZED 
PROGESTERONE AND ESTRADIOL 

 ALSO INCLUDE COMPOUNDED PREPARATIONS THAT ARE 
NOT REGULATED BY THE FDA 
 THE PURITY, POTENCY, AND QUALITY OF 

COMPOUNDED PREPARATIONS ARE A CONCERN 
 ACOG STATES THAT CONVENTIONAL HT IS 

PREFERRED GIVEN THE AVAILABLE DATA 



“BIOIDENTICAL HORMONES” 

 SOME OF THE HORMONES ARE NOT FDA APPROVED (ESTRIOL) 
 SALIVARY TESTING HAS BEEN PROVEN TO BE INACCURATE 

AND UNRELIABLE 
 THE FDA STATES THAT THERE IS NO SCIENTIFIC BASIS 

FOR USING SALIVA TESTING TO ADJUST HORMONE LEVELS 
 PRODUCT INFORMATION IS NOT CONISISTENTLY PROVIDED TO 

WOMEN ALONG WITH THEIR PRESCRIPTION 
 FOR MOST WOMEN FDA APPROVED HT WILL PROVIDE 

APPROPRIATE THERAPY WITHOUT THE RISKS OF CUSTOM 
PREPARATIONS 



 



TAKE HOME MESSAGES!! 
 INDIVIDUALIZATION IS OF KEY IMPORTANCE IN THE 

DECISION TO USE HORMONE REPLACEMENT THERAPY 
 SHOULD INCORPORATE THE WOMAN’S HEALTH AND 

QUALITY OF LIFE PRIORITIES AS WELL AS HER 
PERSONAL RISK FACTORS SUCH AS RISK OF VTE, CHD, 
STROKE AND BREAST CANCER 

 DURATION OF EPT IS LIMITED BY INCREASED RISK OF 
BREAST CANCER AND SHOULD BE LIMITED TO 3-5 
YEARS 

 ET HAS A MORE FAVORABLE BENEFIT/ RISK PROFILE 
WHICH WAS OBSERVED DURING A MEAN OF 7 YEARS OF 
USE AND 4 YEARS OF FOLLOW-UP GIVING GREATER 
FLEXIBILITY IN OVERALL DURATION OF USE 

 ET IS THE MOST EFFECTIVE TREATMENT FOR VULVAR/ 
VAGINAL ATROPHY 
 



TAKE HOME MESSAGES 
 WOMEN WITH PREMATURE OR EARLY MENOPAUSE, 

CAN USE HT AT LEAST UNTIL MEDIAN AGE OF 
NATURAL MENOPAUSE (AGE 51) 

 ALTHOUGH ET DID NOT INCREASE BREAST 
CANCER RISK IN THE WHI, THERE IS A LACK OF 
SAFETY DATA SUPPORTING THE USE OF ET IN 
BREAST CANCER SURVIVORS 

 BOTH TRANSDERMAL AND LOW DOSE ORAL 
ESTROGENS HAVE BEEN ASSOCIATED WITH 
LOWER RISKS OF VTE AND STROKE THAN 
STANDARD DOES OF ORAL ESTROGEN, RCT ARE 
PENDING 



THE END!!!!! 
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