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ObjectivesObjectivesObjectivesObjectives

Review the symptoms of menopauseReview the symptoms of menopauseReview the symptoms of menopauseReview the symptoms of menopause
Review the WHI informationReview the WHI information

i h f li h f lReview the treatments for menopausal  Review the treatments for menopausal  
symptomssymptoms



MenopauseMenopauseMenopauseMenopause

“There is nothing to compare with the almost “There is nothing to compare with the almost 
sudden decay of the organs of reproductionsudden decay of the organs of reproductionsudden decay of the organs of reproduction sudden decay of the organs of reproduction 
which marks the middle age of woman.”which marks the middle age of woman.”
B 1873B 1873Barnes 1873Barnes 1873

Term menopause first invented in 1821 by French MD Gardanne



MenopauseMenopauseMenopauseMenopause

WHO definition:WHO definition:WHO definition:WHO definition:
“ Permanent cessation of menstruation resulting from loss of ovarian “ Permanent cessation of menstruation resulting from loss of ovarian 
follicular activity”follicular activity”

STRAW S f R d i A i W k hSTRAW S f R d i A i W k hSTRAW: Stages of Reproductive Aging WorkshopSTRAW: Stages of Reproductive Aging Workshop
“The anchor point that is defined after 12 months of amenorrhea “The anchor point that is defined after 12 months of amenorrhea 
following the final menstrual period, which reflects a near complete but following the final menstrual period, which reflects a near complete but g p pg p p
natural diminution of ovarian function”natural diminution of ovarian function”

CAMS: Council of Affiliated Menopause SocietiesCAMS: Council of Affiliated Menopause Societies
“O f 12 h f h f hi h h i h“O f 12 h f h f hi h h i h“Occurs after 12 months of amenorrhea for which there is no other “Occurs after 12 months of amenorrhea for which there is no other 
obvious pathologic or physiologic cause”obvious pathologic or physiologic cause”



Long Term EffectsLong Term EffectsLong Term EffectsLong Term Effects

Cessation of reproductive capacitiesCessation of reproductive capacitiesCessation of reproductive capacitiesCessation of reproductive capacities
Increase risk for CHDIncrease risk for CHD
O iO iOsteoporosisOsteoporosis
DementiaDementia



What do women expect?What do women expect?What do women expect?What do women expect?
Seattle Midlife Women’s Health Study of 508 women Seattle Midlife Women’s Health Study of 508 women yy
between the ages of 35between the ages of 35--55:55:

22% expected no change 22% expected no change 
21% had negative expectations21% had negative expectations21% had negative expectations21% had negative expectations
24% uncertain24% uncertain
19% positive; 13% mixed19% positive; 13% mixed
W f th h lth i k i t d ithW f th h lth i k i t d ithWomen were unaware of the health risks associated with Women were unaware of the health risks associated with 
menopause menopause 

W d NF l A i i i b i f h S lW d NF l A i i i b i f h S lWoods NF et.al.  Anticipating menopause: observations from the SeattleWoods NF et.al.  Anticipating menopause: observations from the Seattle
Midlife Women’s Health Study.  Menopause 1999;6:167Midlife Women’s Health Study.  Menopause 1999;6:167--173173..

Over 5700 books on topicOver 5700 books on topic



Basic FactsBasic FactsBasic FactsBasic Facts
Generally occurs between 45Generally occurs between 45--5555

f 1f 1average age of 51 yrsaverage age of 51 yrs
< 10% reach menopause before 46 < 10% reach menopause before 46 

Factors leading to earlier menopauseFactors leading to earlier menopauseFactors leading to earlier menopauseFactors leading to earlier menopause
Genetic predisposition to the age of onset Genetic predisposition to the age of onset 

A woman has a 5% chance of entering menopause before age 46, however if she has a first A woman has a 5% chance of entering menopause before age 46, however if she has a first ––
degree relative who entered menopause before 46 her risk goes up to 25%degree relative who entered menopause before 46 her risk goes up to 25%

shorter cycles shorter cycles yy
smokers smokers -- avg 2 years earlieravg 2 years earlier
Low BMILow BMI
NulliparityNulliparity
Lack of OCP useLack of OCP useLack of OCP useLack of OCP use

With increasing life expectancy women can expect to spend at least 1/3 of With increasing life expectancy women can expect to spend at least 1/3 of 
their life in an estrogen deficient state their life in an estrogen deficient state gg



Premature MenopausePremature MenopausePremature MenopausePremature Menopause

D fi d b f 40D fi d b f 40Defined as menopause before age 40Defined as menopause before age 40
1% of women 1% of women 
Eti lEti lEtiology:Etiology:

Familial Familial –– 10% of cases10% of cases
Chemotherapy or radiation therapyChemotherapy or radiation therapyChemotherapy or radiation therapyChemotherapy or radiation therapy
Genetic mutations Genetic mutations –– ex: Turner’s syndrome, mutation of ex: Turner’s syndrome, mutation of 
FMR1 gener (fragile x)FMR1 gener (fragile x)
A t i d t tiA t i d t tiAutoimmune destructionAutoimmune destruction



SymptomsSymptomsSymptomsSymptoms

In order of frequency:In order of frequency:In order of frequency:In order of frequency:
Vasomotor symptomsVasomotor symptoms
Mood disturbancesMood disturbancesMood disturbancesMood disturbances

But major depression is not more common during But major depression is not more common during 
menopausemenopausepp

Sleep disturbancesSleep disturbances
Sexual dysfunctionSexual dysfunctionSexual dysfunctionSexual dysfunction
Vaginal DrynessVaginal Dryness



Cultural Variation in ExperiencesCultural Variation in ExperiencesCultural Variation in ExperiencesCultural Variation in Experiences

US about 75% experience hot flashesUS about 75% experience hot flashesUS about 75% experience hot flashesUS about 75% experience hot flashes
Japan about 12% report hot flashesJapan about 12% report hot flashes
Survey of Nigerian women: 30% reported Survey of Nigerian women: 30% reported 
hot flasheshot flasheshot flasheshot flashes



Natural History of Natural History of 
R d i C lR d i C lReproductive CycleReproductive Cycle



Straw: Stages of Reproductive Aging Straw: Stages of Reproductive Aging 
WorkshopWorkshop

Executive Summary of STRAW. Fertil Steril 2001;76:874-878



PerimenopausePerimenopausePerimenopausePerimenopause

Stages Stages --2 (early) and 2 (early) and --1 (late) on the STRAW1 (late) on the STRAWgg ( y)( y) ( )( )
Onset about 3 to 5 years before the FMPOnset about 3 to 5 years before the FMP
Wide fluctuations of hormonesWide fluctuations of hormones

FSH and Estrogen levels fluctuateFSH and Estrogen levels fluctuate
Estrogen levels can be higher than during peak Estrogen levels can be higher than during peak 
reproductive yearsreproductive yearsreproductive yearsreproductive years

Ovulatory and anovulatory cycles with variable cycle Ovulatory and anovulatory cycles with variable cycle 
length and periods of amenorrhealength and periods of amenorrheag pg p

10% of women will have cessation of menses without prior 10% of women will have cessation of menses without prior 
irregularityirregularity



During late perimenopause (During late perimenopause (--1) and early 1) and early 
( 1)( 1)menopause (+1) womenmenopause (+1) women

Hot flashes/flushes beginHot flashes/flushes begin
Sleep disturbances including early Sleep disturbances including early p g yp g y
morning awakenings morning awakenings 
Pts may c/o of dizziness, palpitations, and Pts may c/o of dizziness, palpitations, and y , p p ,y , p p ,
in some cases vertigoin some cases vertigo
Increased IrritabilityIncreased Irritabilityyy
Vaginal DrynessVaginal Dryness



Diagnosis of MenopauseDiagnosis of MenopauseDiagnosis of MenopauseDiagnosis of Menopause

Clinical Diagnosis: absence of menses for 12 monthsClinical Diagnosis: absence of menses for 12 monthsClinical Diagnosis: absence of menses for 12 months Clinical Diagnosis: absence of menses for 12 months 

Lab: used when only clinical diagnosis in doubtLab: used when only clinical diagnosis in doubtLab: used when only clinical diagnosis in doubtLab: used when only clinical diagnosis in doubt
FSH>= 40IU FSH>= 40IU (represents 2SD above peak FSH seen periovulatory peak)(represents 2SD above peak FSH seen periovulatory peak)

Studies show can have FSH > 40 and ovulatory cyclesStudies show can have FSH > 40 and ovulatory cycles

If on OC than FSH >=30 two weeks after a pillIf on OC than FSH >=30 two weeks after a pill--free free 
intervalinterval
E t di l ( 20 / l)E t di l ( 20 / l)Estradiol (<20 pg/ml)Estradiol (<20 pg/ml)



Case # 1Case # 1Case # 1Case # 1

60 yo WF calls your office in a panic She has60 yo WF calls your office in a panic She has60 yo WF calls your office in a panic.  She has 60 yo WF calls your office in a panic.  She has 
heard about the dangers of hormone heard about the dangers of hormone 
replacement and wants to discuss stopping herreplacement and wants to discuss stopping herreplacement and wants to discuss stopping her replacement and wants to discuss stopping her 
PremproPremproRR.  .  
What other questions would you ask herWhat other questions would you ask herWhat other questions would you ask her What other questions would you ask her 
regarding the HRT?regarding the HRT?



QuestionQuestionQuestionQuestion

What did the WHI tell us about the risk ofWhat did the WHI tell us about the risk ofWhat did the WHI tell us about the risk of What did the WHI tell us about the risk of 
developing the following in women on developing the following in women on 
combination HRT?combination HRT?combination HRT?combination HRT?

Heart diseaseHeart disease
Breast cancerBreast cancerBreast cancerBreast cancer
Colon CancerColon Cancer
D tiD tiDementiaDementia
OsteoporosisOsteoporosis



WHI SummaryWHI SummaryWHI SummaryWHI Summary

MultiMulti--center doublecenter double--blind, placeboblind, placebo--controlledcontrolledMultiMulti center doublecenter double blind, placeboblind, placebo controlled controlled 
trailtrail
Enrolled 16,608 women with intact uterus andEnrolled 16,608 women with intact uterus andEnrolled 16,608 women with intact uterus and Enrolled 16,608 women with intact uterus and 
10,739 without b/w ages of 5010,739 without b/w ages of 50--7979
Randomized to estrogen/medroxyprogesteroneRandomized to estrogen/medroxyprogesteroneRandomized to estrogen/medroxyprogesterone Randomized to estrogen/medroxyprogesterone 
acetate vs placebo or estrogen only arm acetate vs placebo or estrogen only arm ––vsvs--
placeboplacebopp
Goal Goal –– look at effect of HRT on decreasing look at effect of HRT on decreasing 
cardiovascular eventscardiovascular events
Risks and Benefits of Estrogen Plus Progestin in Healthy Postmenopausal WomenPrincipal Results From the Women's Health Initiative 
Randomized Controlled TrialWriting Group for the Women's Health Initiative Investigators JAMA.ﾊ2002;288:321-333.



WHI Combination ArmWHI Combination ArmWHI Combination ArmWHI Combination Arm

24%24% overalloverall increase in the risk of CHDincrease in the risk of CHD24%24% overall overall increase in the risk of CHDincrease in the risk of CHD
6 more heart attacks annually per 10,000 women 6 more heart attacks annually per 10,000 women 
using E+Pusing E+P
81% increased risk of CHD in the first year after 81% increased risk of CHD in the first year after 
starting E+P starting E+P 
Subgroup analysis shows increasing risk with Subgroup analysis shows increasing risk with 
increasing age and increasing number of years increasing age and increasing number of years 
since menopausesince menopausesince menopausesince menopause
Increased risk began in first year of using HRTIncreased risk began in first year of using HRT



WHI Combination Arm:WHI Combination Arm:WHI Combination Arm:WHI Combination Arm:

24% Increased risk of breast cancer24% Increased risk of breast cancer24% Increased risk of breast cancer24% Increased risk of breast cancer
8 additional cases of breast cancer for every 8 additional cases of breast cancer for every 
10 000 women over one year10 000 women over one year10,000 women over one year10,000 women over one year
Risk increased after 3 years of useRisk increased after 3 years of use

31% increase in the risk for stroke31% increase in the risk for stroke
E f 7 k f 10 000E f 7 k f 10 000Excess of 7 strokes for every 10,000 women over Excess of 7 strokes for every 10,000 women over 
one yearone year



WHI cont:WHI cont:WHI cont:WHI cont:

WHI memory study included 4500 womenWHI memory study included 4500 womenWHI memory study included 4500 women WHI memory study included 4500 women 
over 65 followed over a 4over 65 followed over a 4--year period:year period:
Dementia risk in the E+P group was 2xDementia risk in the E+P group was 2xDementia risk in the E+P group was 2x Dementia risk in the E+P group was 2x 
placeboplacebo

A dditi l 23 10 000A dditi l 23 10 000An additional 23 cases per 10,000 per year among An additional 23 cases per 10,000 per year among 
women taking combination therapywomen taking combination therapy
M t f th d tiM t f th d tiMost of the dementia Most of the dementia 

Probable Alzheimer’s diseaseProbable Alzheimer’s disease
Vascular dementia ranking secondVascular dementia ranking secondVascular dementia ranking secondVascular dementia ranking second



Combination Arm BenefitsCombination Arm BenefitsCombination Arm BenefitsCombination Arm Benefits

Decreased risk of colon cancerDecreased risk of colon cancerDecreased risk of colon cancerDecreased risk of colon cancer
HR 0.56HR 0.56

D d i k f t ti f tD d i k f t ti f tDecreased risk of osteoporotic fracturesDecreased risk of osteoporotic fractures
HR 0.65 vertebrae and wristHR 0.65 vertebrae and wrist
HR 0.67 hipHR 0.67 hip



WHI Estrogen Only ArmWHI Estrogen Only ArmWHI Estrogen Only ArmWHI Estrogen Only Arm
Increased stroke riskIncreased stroke risk

HR 1.39 vs placeboHR 1.39 vs placebo
Increased VTE riskIncreased VTE risk

HR 1.33HR 1.33
Trend toward slightly lower rate of breast cancer; Trend toward slightly lower rate of breast cancer; 
p 06p 06p=.06p=.06
Decreased osteoporotic fracture riskDecreased osteoporotic fracture risk
No difference in rate of colorectal cancersNo difference in rate of colorectal cancersNo difference in rate of colorectal cancersNo difference in rate of colorectal cancers
No increase in cardiovascular eventsNo increase in cardiovascular events

Suggestion of protective effect in women 50Suggestion of protective effect in women 50--5959Suggestion of protective effect in women 50Suggestion of protective effect in women 50 5959



Limitations of WHILimitations of WHILimitations of WHILimitations of WHI

Data should not be extrapolated to women whoData should not be extrapolated to women whoData should not be extrapolated to women who Data should not be extrapolated to women who 
are on HRT at a young age due to premature are on HRT at a young age due to premature 
ovarian failureovarian failureovarian failureovarian failure
AA women accounted for only 6.8% of AA women accounted for only 6.8% of 
patients in the WHIpatients in the WHIpatients in the WHIpatients in the WHI

WHI found no effect of race on CV or Breast WHI found no effect of race on CV or Breast 
Cancer outcomesCancer outcomesCancer outcomesCancer outcomes



Ovarian Cancer RiskOvarian Cancer RiskOvarian Cancer RiskOvarian Cancer Risk

Studies suggest an increased risk of ovarian cancer inStudies suggest an increased risk of ovarian cancer inStudies suggest an increased risk of ovarian cancer in Studies suggest an increased risk of ovarian cancer in 
women taking HRT women taking HRT -- most recent JAMA 2009most recent JAMA 2009
current users of hormones had incidencecurrent users of hormones had incidence rate ratios rate ratios 
for all ovarian cancers of 1.38. The risk declined with for all ovarian cancers of 1.38. The risk declined with 
years since last useyears since last use
risk did not differrisk did not differ significantly with different significantly with different 
hormone therapies or duration ofhormone therapies or duration of useuse
approximates 1 extra ovarian cancer for roughly 8300 approximates 1 extra ovarian cancer for roughly 8300 
women takingwomen taking hormone therapy each yearhormone therapy each year

Lina Steinrud Mｿrch, MSc; Ellen Lｿkkegaard, MD, PhD; Anne Helms Andreasen, MSc; Susanne Kr殀er-Kjｾr, MD, DrMSci; ｯjvind 
Lidegaard, MD, DrMSci JAMA.ﾊ2009;302(3):298-305.



Million Women StudyMillion Women StudyMillion Women StudyMillion Women Study
Retrospective Cohort Study in the UKRetrospective Cohort Study in the UKp yp y
Involved 1,804,100 women between ages of 50Involved 1,804,100 women between ages of 50--64 64 
recruited between 1996recruited between 1996--20012001
Designed to look at specific types of HRT and Breast Designed to look at specific types of HRT and Breast 
Cancer riskCancer risk

C t i t d ith i d i k ith b thC t i t d ith i d i k ith b thCurrent use associated with increased risk with both Current use associated with increased risk with both 
combination and estrogen only therapycombination and estrogen only therapy

Combination higher Combination higher -- 2x vs 1.32x vs 1.3
Increased risk with increased duration Increased risk with increased duration -- 10 years of use led to 19 10 years of use led to 19 
cases per 1000 users of combination HRTcases per 1000 users of combination HRT

Risk not influenced by dose and type of preparationRisk not influenced by dose and type of preparation
Confirmed WHI for women on combination therapyConfirmed WHI for women on combination therapy

Beral, V. Lancet.2003 Aug 9;362(9382):419-427.



Summary of Recommendations Summary of Recommendations 
for HRTfor HRT

Hormone replacement therapy should not be used for Hormone replacement therapy should not be used for p pyp py
chronic disease prevention in postchronic disease prevention in post--menopausal menopausal 
womenwomen
Primary indication for use of HRT in women is forPrimary indication for use of HRT in women is forPrimary indication for use of HRT in women is for Primary indication for use of HRT in women is for 
management of postmanagement of post--menopausal symptomsmenopausal symptoms

In healthy women the absolute risk for an adverse In healthy women the absolute risk for an adverse 
t i t l l th h ld t bt i t l l th h ld t bevent is extremely low so therapy should not be event is extremely low so therapy should not be 

withheld from patient’s with severe symptomswithheld from patient’s with severe symptoms
Therapy should be used for shortest duration Therapy should be used for shortest duration e py s ou d be used o s o es du oe py s ou d be used o s o es du o
possible at the lowest dose possiblepossible at the lowest dose possible



Case Follow UpCase Follow UpCase Follow UpCase Follow Up

On review of the patients medical history youOn review of the patients medical history youOn review of the patients medical history you On review of the patients medical history you 
note she has a history of HTN, DM, and CAD.note she has a history of HTN, DM, and CAD.
You agree she should stop the HRT due toYou agree she should stop the HRT due toYou agree she should stop the HRT due to You agree she should stop the HRT due to 
concern for side effectsconcern for side effects
H ld l hi i diH ld l hi i diHow would you counsel this patient regarding How would you counsel this patient regarding 
discontinuing the hormone replacement discontinuing the hormone replacement 
h ?h ?therapy?therapy?



How to stop HRTHow to stop HRTHow to stop HRTHow to stop HRT

No studies on the best way to wean thoughNo studies on the best way to wean thoughNo studies on the best way to wean though No studies on the best way to wean though 
abruptly stopping can cause worsening abruptly stopping can cause worsening 
symptoms in some patientssymptoms in some patientsy p py p p

JAMA study: 8405 women who had participated in JAMA study: 8405 women who had participated in 
WHI combined arm told to abruptly stop WHI combined arm told to abruptly stop 

di tidi timedicationmedication
55% of pt’s reported mod55% of pt’s reported mod--severe recurrent symptomssevere recurrent symptoms

Options include:Options include:Options include:Options include:
Slow taper Slow taper -- Decreasing the pill one dose per weekDecreasing the pill one dose per week
Decreasing the dose of estrogen in the pillDecreasing the dose of estrogen in the pillDecreasing the dose of estrogen in the pillDecreasing the dose of estrogen in the pill



Case Follow UpCase Follow UpCase Follow UpCase Follow Up

The same patient returns to clinic 3 monthsThe same patient returns to clinic 3 monthsThe same patient returns to clinic 3 months The same patient returns to clinic 3 months 
later.  She has been tapered off her HRT and is later.  She has been tapered off her HRT and is 
now complaining of worsening hot flashes andnow complaining of worsening hot flashes andnow complaining of worsening hot flashes and now complaining of worsening hot flashes and 
sweats occurring 15 times per day and sweats occurring 15 times per day and 
interfering with her sleepinterfering with her sleepinterfering with her sleep.interfering with her sleep.
What other treatment options are available to What other treatment options are available to 
treat hot flashes?treat hot flashes?treat hot flashes?treat hot flashes?



Vasomotor SymptomsVasomotor SymptomsVasomotor SymptomsVasomotor Symptoms

Begins 1Begins 1--2 years before menopause2 years before menopauseBegins 1Begins 1--2 years before menopause 2 years before menopause 
Prevalence peaks in the first year following Prevalence peaks in the first year following 
LMPLMPLMPLMP
Symptom duration: 6months to 5 years Symptom duration: 6months to 5 years 

5050--75% of women will have cessation within 5 75% of women will have cessation within 5 
yearsyears
10% of women have symptoms > 15 years after 10% of women have symptoms > 15 years after 
menopausemenopause



DefinitionDefinitionDefinitionDefinition

Sudden sensation of heat on the upper chestSudden sensation of heat on the upper chestSudden sensation of heat on the upper chest Sudden sensation of heat on the upper chest 
and face followed by feeling coldand face followed by feeling cold
Occurs several times per dayOccurs several times per dayOccurs several times per dayOccurs several times per day
Lasts from 2Lasts from 2--4 minutes4 minutes
Can have profuse sweating and palpitationsCan have profuse sweating and palpitations
15% of the cases the hot flashes are severe15% of the cases the hot flashes are severe



Treatment of Hot FlashesTreatment of Hot FlashesTreatment of Hot FlashesTreatment of Hot Flashes

Estrogen is most effectiveEstrogen is most effectiveEstrogen is most effectiveEstrogen is most effective
Other Agents includeOther Agents include

SSRI d SSNRISSRI d SSNRISSRI and SSNRISSRI and SSNRI
GabapentineGabapentine
ClonidineClonidine
ProgestinsProgestins
HerbalsHerbals
AcupunctureAcupuncture



SSNRI’sSSNRI’sSSNRI sSSNRI s
Efficacy of venlafxine has been shown in RCTEfficacy of venlafxine has been shown in RCTyy
221 women (+ Breast Cancer)221 women (+ Breast Cancer)
4 weeks4 weeks

l i /d d d h l h bl i /d d d h l h bVenlafaxine 75mg/day decreased hot flash score by Venlafaxine 75mg/day decreased hot flash score by 
61%61%

dose of 37.5 mg / day decreased score by 37%dose of 37.5 mg / day decreased score by 37%g y yg y y
Dose above 75 mg not more effective with more side Dose above 75 mg not more effective with more side 
effectseffects

Responses occurred within daysResponses occurred within daysResponses occurred within daysResponses occurred within days

Loprinzi CL, et.al.  Venlafaxine in management of hot flashes in survivors of breast Loprinzi CL, et.al.  Venlafaxine in management of hot flashes in survivors of breast 
cancer: a randomised controlled trail Lancet 2000;356:2059cancer: a randomised controlled trail Lancet 2000;356:2059--cancer: a randomised controlled trail.  Lancet 2000;356:2059cancer: a randomised controlled trail.  Lancet 2000;356:2059--



SSRI: Paroxetine (Paxil CR ®)SSRI: Paroxetine (Paxil CR ®)SSRI: Paroxetine (Paxil CR ®)SSRI: Paroxetine (Paxil CR ®)
Randomized, doubleRandomized, double--blind placebo controlled trialblind placebo controlled trial,, pp
165 postmenopausal women for 6 weeks (7% had 165 postmenopausal women for 6 weeks (7% had 
history of breast cancer but not under treatment)history of breast cancer but not under treatment)
Treatment GroupTreatment Group

12.5 mg had 62.2% decrease by week 612.5 mg had 62.2% decrease by week 6
25 /d h d 64 6% d b k 625 /d h d 64 6% d b k 625 mg/day had 64.6% decrease by week 625 mg/day had 64.6% decrease by week 6
Placebo 37.8% decreasePlacebo 37.8% decrease
Some effect seen in week oneSome effect seen in week one

Stearns V et.al.  Paroxetine controlled release in the treatment of  menopausal 
hot flashes: a randomized controlled trial JAMA 2003:289:2827hot flashes: a randomized controlled trial.  JAMA 2003:289:2827-



Fluoxetine (Prozac ®)Fluoxetine (Prozac ®)Fluoxetine (Prozac ®)Fluoxetine (Prozac ®)
Double blind, randomized, cross over methodDouble blind, randomized, cross over method, ,, ,
81 women with a history of breast cancer 81 women with a history of breast cancer 
4 weeks per group4 weeks per groupp g pp g p
20 mg/d20 mg/d
Hot flash scores (frequency x average severity) Hot flash scores (frequency x average severity) 
decreased 50% in the fluoxetine arm versus 36% in decreased 50% in the fluoxetine arm versus 36% in 
the placebo armthe placebo arm

Loprinzi CL, et. al. Phase III evaluation of fluoxetine treatment of hot flashes. J Clin   Loprinzi CL, et. al. Phase III evaluation of fluoxetine treatment of hot flashes. J Clin   
Oncol 2002 Mar 15;20(6):1578Oncol 2002 Mar 15;20(6):1578--8383..



Other SSRI’sOther SSRI’sOther SSRI sOther SSRI s

Sertraline (Zoloft):Sertraline (Zoloft):Sertraline (Zoloft):Sertraline (Zoloft):
Found to be no more effective than placebo in two Found to be no more effective than placebo in two 
randomized controlled trials of breast cancerrandomized controlled trials of breast cancerrandomized controlled trials of breast cancer randomized controlled trials of breast cancer 
survivorssurvivors

Citalopram (Celexa)Citalopram (Celexa)Citalopram (Celexa)Citalopram (Celexa)
Preliminary studies showed good results with Preliminary studies showed good results with 
standard dosingstandard dosingstandard dosingstandard dosing



Summary of AntiSummary of Anti--depressantsdepressantsSummary of AntiSummary of Anti depressantsdepressants

No head to head trails comparing these drugsNo head to head trails comparing these drugsNo head to head trails comparing these drugs No head to head trails comparing these drugs 
versus HRTversus HRT
Effexor usually first lineEffexor usually first lineEffexor usually first lineEffexor usually first line
Women generally respond immediately (not Women generally respond immediately (not 
lik i d i )lik i d i )like treating depression)like treating depression)
SSRI’s good too ( except zoloft)SSRI’s good too ( except zoloft)



Megestral acetateMegestral acetateMegestral acetateMegestral acetate
Synthetic progestinSynthetic progestiny p gy p g
Study of 97 women with breast cancer and 66 men with Study of 97 women with breast cancer and 66 men with 
prostate cancerprostate cancer
Randomized double blind placebo crossRandomized double blind placebo cross overoverRandomized double blind placebo, crossRandomized double blind placebo, cross--overover
8 weeks total (4 treatment, 4 placebo)8 weeks total (4 treatment, 4 placebo)
20 mg BID shown to decrease hot flash frequency by 85%20 mg BID shown to decrease hot flash frequency by 85%
Effect seen at week 2 Effect seen at week 2 –– 33
High dose progestin therapy with IM injections also effectiveHigh dose progestin therapy with IM injections also effective
Sid ff t N/V ti ti d iSid ff t N/V ti ti d iSide effects: N/V, constipation, depression, concerns over Side effects: N/V, constipation, depression, concerns over 
increased risk VTE, cardiovascular eventsincreased risk VTE, cardiovascular events

Loprinzi CL et al Megestrol acetate for the prevention of hot flashes N englLoprinzi CL et al Megestrol acetate for the prevention of hot flashes N englLoprinzi CL, et.al.  Megestrol acetate for the prevention of hot flashes. N englLoprinzi CL, et.al.  Megestrol acetate for the prevention of hot flashes. N engl
J Med 1994;331:347J Med 1994;331:347



ClonidineClonidineClonidineClonidine

αα−−2 adrenergic agonist2 adrenergic agonistαα 2 adrenergic agonist2 adrenergic agonist
Has been shown in clinical trials in postHas been shown in clinical trials in post--
menopausal women, women on tamoxifen, andmenopausal women, women on tamoxifen, andmenopausal women, women on tamoxifen, and menopausal women, women on tamoxifen, and 
men with prostate cancer to relieve hot flashesmen with prostate cancer to relieve hot flashes

Generally 20% decrease in frequency/severityGenerally 20% decrease in frequency/severityy q y yy q y y
Can be given orally or transdermal Can be given orally or transdermal 

Dose range: 0.2 Dose range: 0.2 -- 0.4 mg 0.4 mg ose ge: .ose ge: . . g. g
Consider as first line therapy in women with Consider as first line therapy in women with 
coco--existent hypertensionexistent hypertensionypyp



Gabapentin (Neurontin ®)Gabapentin (Neurontin ®)Gabapentin (Neurontin ®)Gabapentin (Neurontin ®)

RCT in 59 women gabapentin at doses ofRCT in 59 women gabapentin at doses ofRCT in 59 women gabapentin at doses of RCT in 59 women gabapentin at doses of 
900 mg/day for 12 weeks 900 mg/day for 12 weeks 
Decreased hot flashes by 45% versusDecreased hot flashes by 45% versusDecreased hot flashes by 45% versus Decreased hot flashes by 45% versus 
29% for placebo29% for placebo

d i i h b ld i i h b lStudy in women with breast cancer also Study in women with breast cancer also 
showed significant improvement over showed significant improvement over 
placeboplacebo
Evening dose of 300 mg QHS also Evening dose of 300 mg QHS also g g Qg g Q
helpful for nightime symptomshelpful for nightime symptoms



Tibolone (Livial ®)Tibolone (Livial ®)Tibolone (Livial ®)Tibolone (Livial ®)

Available in Europe and AustraliaAvailable in Europe and AustraliaAvailable in Europe and Australia Available in Europe and Australia 
Synthetic steroid metabolite w/ estrogenic, Synthetic steroid metabolite w/ estrogenic, 
androgenic, and progestational effectsandrogenic, and progestational effectsandrogenic, and progestational effects androgenic, and progestational effects 
48 week study of 437 postmenopausal women48 week study of 437 postmenopausal women

Tibolone found to be as effective as HRT inTibolone found to be as effective as HRT inTibolone found to be as effective as HRT in Tibolone found to be as effective as HRT in 
relieving symptoms of hot flashesrelieving symptoms of hot flashes

Side effects Side effects -- HA, wt gain, uterine bleedingHA, wt gain, uterine bleedingS de e ec sS de e ec s , w g , u e e b eed g, w g , u e e b eed g
Hammar M.  A doubleHammar M.  A double--blind, randomised trial comparing the effects of tibilone and blind, randomised trial comparing the effects of tibilone and 
continous combined hormone replacement therapy in postmenopausal women with continous combined hormone replacement therapy in postmenopausal women with 
menopausal symptoms Br J Obstet Gynaecol 1998;105:904menopausal symptoms Br J Obstet Gynaecol 1998;105:904 911911menopausal symptoms.  Br J Obstet Gynaecol 1998;105:904menopausal symptoms.  Br J Obstet Gynaecol 1998;105:904--911911



Soy ProductsSoy ProductsSoy ProductsSoy Products

Source of isoflavones which have bothSource of isoflavones which have bothSource of isoflavones which have both Source of isoflavones which have both 
hormonal and nonhormonal propertieshormonal and nonhormonal properties
Conflicting results of benefitConflicting results of benefitConflicting results of benefitConflicting results of benefit

Review of 11 RCT of soy and isoflavone Review of 11 RCT of soy and isoflavone 
supplementation found no significant benefit in 7supplementation found no significant benefit in 7supplementation found no significant benefit in 7 supplementation found no significant benefit in 7 
of 11 studiesof 11 studies
4 that had positive effect showed a modest4 that had positive effect showed a modest4 that had positive effect showed a modest 4 that had positive effect showed a modest 
response (15% reduction over placebo)response (15% reduction over placebo)

Kronenberg F et al Complementary and alternative medicine for menopausalKronenberg F  et.al. Complementary and alternative medicine for menopausal 
symptoms: a review of randomized, controlled trials.
Ann Intern Med 2002 ;137(10):805-13.



Red CloverRed Clover
Trifolium pratense L.Trifolium pratense L.

Is a biennial or short-
lived perennial legume

Flowers May-Sept

Habitat: roadsides, 
clearing, fields and 

dmeadows



Red Clover cont:Red Clover cont:Red Clover cont:Red Clover cont:

Study published in JAMA in 2002Study published in JAMA in 2002Study published in JAMA in 2002Study published in JAMA in 2002
252 women assigned to receive red clover 252 women assigned to receive red clover 
supplements versus placebosupplements versus placebosupplements versus placebosupplements versus placebo
No clinically significant reduction of No clinically significant reduction of 
symptomssymptoms

Tice JA. Et.al.  Phytoestrogen supplements for the treatment of hot flashes: the Tice JA. Et.al.  Phytoestrogen supplements for the treatment of hot flashes: the y g pp f f fy g pp f f f
isoflavone clover extract (ICE) study: a randomized controlled trail.  JAMA isoflavone clover extract (ICE) study: a randomized controlled trail.  JAMA 
2003;290:2072003;290:207--



Black Cohosh(Black Cohosh(Aristolochia serpentariaAristolochia serpentaria))Black Cohosh(Black Cohosh(Aristolochia serpentariaAristolochia serpentaria). ). 

A native of North AmericaA native of North America
Grows freely in shady woods in Canada and the United States Grows freely in shady woods in Canada and the United States 
Other Names: Black Snake RootOther Names: Black Snake Root



Black CohoshBlack CohoshBlack CohoshBlack Cohosh

Most of the clinical trials looked at RemifeminMost of the clinical trials looked at RemifeminMost of the clinical trials looked at Remifemin Most of the clinical trials looked at Remifemin 
(black cohosh product)(black cohosh product)
Efficacy tied to levels of triterpemoid glycosideEfficacy tied to levels of triterpemoid glycosideEfficacy tied to levels of triterpemoid glycosideEfficacy tied to levels of triterpemoid glycoside
There have been 4 randomized studies but only 1 There have been 4 randomized studies but only 1 
placebo controlled*placebo controlled*placebo controlled*placebo controlled*

85 patients (59 on tamoxifen, 26 not on tamoxifen) 85 patients (59 on tamoxifen, 26 not on tamoxifen) 
No significant difference between the two groupsNo significant difference between the two groupsNo significant difference between the two groupsNo significant difference between the two groups

Jacobson JS et.al.  Randomized trial of black cohosh for the treatment of hot flashes 
among women with a history of breast cancer J Clin Oncol 2001;19:2739 45among women with a history of breast cancer. J Clin Oncol 2001;19:2739-45.



Dong quaiDong quaiDong quaiDong quai

Touted to have estrogen like effectTouted to have estrogen like effectTouted to have estrogen like effectTouted to have estrogen like effect
Rat studies: increases uterine volume and weight Rat studies: increases uterine volume and weight 
in ovariectomized ratsin ovariectomized ratsin ovariectomized ratsin ovariectomized rats

No studies show benefit for hot flash reductionNo studies show benefit for hot flash reduction
C t i b t th t h iC t i b t th t h i liklikContains substances that have a couraminContains substances that have a couramin--like like 
effecteffect
Also contains safrole which is an oil with Also contains safrole which is an oil with 
known carcinogenic potentialknown carcinogenic potential



Vitamin EVitamin EVitamin EVitamin E

Vitamin E is a fatVitamin E is a fat--soluble vitamin that exists in soluble vitamin that exists in 
eight different formseight different formseight different forms.eight different forms.
AlphaAlpha--tocopherol is the most active form of tocopherol is the most active form of 
vitamin E in humansvitamin E in humansvitamin E in humansvitamin E in humans
First had been reported to treat menopausal First had been reported to treat menopausal 

t i th 1940’t i th 1940’symptoms in the 1940’ssymptoms in the 1940’s



Vitamin EVitamin EVitamin EVitamin E

PlaceboPlacebo--controlled, randomized, crossovercontrolled, randomized, crossoverPlaceboPlacebo controlled, randomized, crossover controlled, randomized, crossover 
trial:trial:
Patients received 4 weeks of vitamin E 800 IUPatients received 4 weeks of vitamin E 800 IUPatients received 4 weeks of vitamin E 800 IU Patients received 4 weeks of vitamin E 800 IU 
daily, then 4 weeks of an identicaldaily, then 4 weeks of an identical--appearing appearing 
placeboplacebopp
Vitamin E was associated with a Vitamin E was associated with a minimal minimal 
decreasedecrease in hot flashes (one less hot flash per in hot flashes (one less hot flash per ( p( p
day than was seen with a placebo)day than was seen with a placebo)

Unlikely to be of clinical benefitUnlikely to be of clinical benefit
Barton DL Prospective evaluation of vitamin E for hot flashes in breast cancer Barton DL Prospective evaluation of vitamin E for hot flashes in breast cancer 
survivors J Clin Oncol. 1998 Feb;16(2):495survivors J Clin Oncol. 1998 Feb;16(2):495--500.500.



Ginseng:Ginseng: Panax ginsengPanax ginsengGinseng: Ginseng: Panax ginsengPanax ginseng

384 women were randomized to receive384 women were randomized to receive384 women were randomized to receive 384 women were randomized to receive 
ginseng versus placeboginseng versus placebo
No significant improvement of vasomotorNo significant improvement of vasomotorNo significant improvement of vasomotor No significant improvement of vasomotor 
symptoms symptoms 
Treatment group reported a slightly improvedTreatment group reported a slightly improvedTreatment group reported a slightly improved Treatment group reported a slightly improved 
quality of lifequality of life
Wikl d IK l Eff f d di d i li f lif dWikl d IK l Eff f d di d i li f lif dWiklund IK et. al. Effects of a standardized ginseng extract on quality of life and Wiklund IK et. al. Effects of a standardized ginseng extract on quality of life and 
physiological parameters in symptomatic postmenopausal women: a doublephysiological parameters in symptomatic postmenopausal women: a double--blind, blind, 
placeboplacebo--controlled trial. Swedish Alternative Medicine Group Int J Clin Pharmacol controlled trial. Swedish Alternative Medicine Group Int J Clin Pharmacol 
Res. 1999;19(3):89Res. 1999;19(3):89--99 99 



OthersOthersOthersOthers

Wild Yam:Wild Yam: Dioscorea villosaDioscorea villosaWild Yam: Wild Yam: Dioscorea villosaDioscorea villosa
Contain diosgenin which may be  converted to Contain diosgenin which may be  converted to 
progesteroneprogesteroneprogesteroneprogesterone
No improvementNo improvement

Evening primrose: no benefitEvening primrose: no benefitEvening primrose: no benefitEvening primrose: no benefit
Licorice: has glycyrrhizinic acid which has Licorice: has glycyrrhizinic acid which has 

k i ff b dik i ff b diweak estrogenic effect but no studies support weak estrogenic effect but no studies support 
efficacyefficacy



AcupunctureAcupunctureAcupunctureAcupuncture

Randomized controlled trial looking atRandomized controlled trial looking atRandomized controlled trial looking at Randomized controlled trial looking at 
electroacupuncture vs estrogen vs superficial electroacupuncture vs estrogen vs superficial 
needle insertionneedle insertionneedle insertionneedle insertion
Mean # of flashes per 24 hrs:Mean # of flashes per 24 hrs:

A tA t 7 3 d d t 3 57 3 d d t 3 5Acupuncture Acupuncture -- 7.3 decreased to 3.57.3 decreased to 3.5
Superficial needle insertion Superficial needle insertion -- 8.1 decreased to 3.88.1 decreased to 3.8
Estrogen Estrogen -- 8.4 decreased to 0.88.4 decreased to 0.8

Decrease persisted over 24 weeks of follow upDecrease persisted over 24 weeks of follow up

Wyon. A comparison of acupuncture and estrogen. 
Climacteric 2004.



Behavioral ModificationBehavioral ModificationBehavioral ModificationBehavioral Modification

Avoid hot flash triggersAvoid hot flash triggersAvoid hot flash triggersAvoid hot flash triggers
Down comforters, thermal blankets, hot spicy foods, Down comforters, thermal blankets, hot spicy foods, 
alcohol, emotional and stressful situations, bright lightsalcohol, emotional and stressful situations, bright lights

Wear layers, cool cotton clothingWear layers, cool cotton clothing
During the onset of a hot flashDuring the onset of a hot flash-- paced respirations, paced respirations, 
drinking a cold beveragedrinking a cold beverage
Studies have shown that behavior modification can Studies have shown that behavior modification can 
reduce both the severity and frequency of hot flashesreduce both the severity and frequency of hot flashes



SummarySummarySummarySummary

Mild vasomotor symptomsMild vasomotor symptoms –– behavioralbehavioralMild vasomotor symptoms Mild vasomotor symptoms behavioral behavioral 
modificationsmodifications
ModerateModerate severe symptomssevere symptoms short termshort termModerate Moderate –– severe symptoms severe symptoms –– short term short term 
estrogen therapyestrogen therapy
CI h l dCI h l dCI to estrogen therapy, prolonged symptoms, CI to estrogen therapy, prolonged symptoms, 
side effects to estrogen therapy side effects to estrogen therapy –– SSRI, SNRI, SSRI, SNRI, 

b i l idib i l idigabapentin, clonidinegabapentin, clonidine



Sexual DysfunctionSexual DysfunctionSexual DysfunctionSexual Dysfunction

Painful intercoursePainful intercoursePainful intercoursePainful intercourse

Lack of estrogen leads to vaginal atrophy, decreased vaginal Lack of estrogen leads to vaginal atrophy, decreased vaginal g g p y gg g p y g
lubrication, decreased elasticity of vaginal walllubrication, decreased elasticity of vaginal wall
Results in vaginal dryness and dyspareuniaResults in vaginal dryness and dyspareunia
Affects 17Affects 17--30% of postmenopausal women30% of postmenopausal womenAffects 17Affects 17 30% of postmenopausal women30% of postmenopausal women
Vaginal dryness becomes increasingly more common throughout Vaginal dryness becomes increasingly more common throughout 
the menopausal transitionthe menopausal transition

Decreased libido / arousalDecreased libido / arousal



Urinary SymptomsUrinary SymptomsUrinary SymptomsUrinary Symptoms

Estrogen deficiency leads to atrophy ofEstrogen deficiency leads to atrophy ofEstrogen deficiency leads to atrophy of Estrogen deficiency leads to atrophy of 
urethral epithelium and loss of complianceurethral epithelium and loss of compliance

Results in both stress and urge incontinenceResults in both stress and urge incontinenceResults in both stress and urge incontinenceResults in both stress and urge incontinence
Seen in 15Seen in 15--36% of postmenopausal women36% of postmenopausal women

E t d fi i l d t i d i lE t d fi i l d t i d i lEstrogen deficiency leads to increased vaginal Estrogen deficiency leads to increased vaginal 
pH and altered vaginal florapH and altered vaginal flora

Increased rate of UTIIncreased rate of UTI



Vaginal EstrogenVaginal EstrogenVaginal EstrogenVaginal Estrogen
Effective for treatment of genitourinary symptoms and Effective for treatment of genitourinary symptoms and g y y pg y y p
dyspareunia and vaginal drynessdyspareunia and vaginal dryness

safe to use due to lower levels of systemic absorption except in safe to use due to lower levels of systemic absorption except in 
breast cancer patientsbreast cancer patients

Selected vaginal preparationsSelected vaginal preparations
Vaginal creamVaginal cream

Premarin Premarin -- conjugated estrogen 1/8 applicator q day x 2 weeks conjugated estrogen 1/8 applicator q day x 2 weeks 
then 2then 2--3 x per week3 x per week

Vaginal tablet Vaginal tablet -- ex: vagifem; inserted 2 d/wkex: vagifem; inserted 2 d/wk
Vaginal ring Vaginal ring -- estring estring -- 0.0075 mcg /day 0.0075 mcg /day -- inserted q 90 daysinserted q 90 days

Vaginal moisturizers / lubricants also usefulVaginal moisturizers / lubricants also useful
Replens Replens -- OTCOTC

H b h i li i l t di t li i l t hH b h i li i l t di t li i l t hHas been shown in clinical studies to relieve vaginal atrophy Has been shown in clinical studies to relieve vaginal atrophy 
symptoms related to low estrogen levelssymptoms related to low estrogen levels

Use in breast cancer patients rather than estrogenUse in breast cancer patients rather than estrogen



Sleep DisturbanceSleep DisturbanceSleep DisturbanceSleep Disturbance
Sleep disturbance seen in 35Sleep disturbance seen in 35--60% of postmenopausal 60% of postmenopausal pp p pp p
womenwomen

Hot flashes can lead to sleep disturbanceHot flashes can lead to sleep disturbanceHot flashes can lead to sleep disturbanceHot flashes can lead to sleep disturbance
Most often occur at night and can occur hourlyMost often occur at night and can occur hourly

L t l l l t d t d d REM lL t l l l t d t d d REM lLow estrogen levels related to decreased REM sleepLow estrogen levels related to decreased REM sleep

Sleep disturbance can result in fatigue, irritability,Sleep disturbance can result in fatigue, irritability,Sleep disturbance can result in fatigue, irritability, Sleep disturbance can result in fatigue, irritability, 
depression, difficulty concentratingdepression, difficulty concentrating



Treatment OptionsTreatment OptionsTreatment OptionsTreatment Options

medicationsmedicationsmedicationsmedications
TrazodoneTrazodone
TCA’sTCA’sTCA sTCA s
Zaleplon (Sonata ®): nonbenzodiazepineZaleplon (Sonata ®): nonbenzodiazepine
Cl idi G b tiCl idi G b tiClonidine or GabapentinClonidine or Gabapentin

Good option if having hot flashesGood option if having hot flashes

Hormone replacement therapyHormone replacement therapyHormone replacement therapyHormone replacement therapy
30% will report sleep improvement30% will report sleep improvement



Insomnia Trx continuedInsomnia Trx continuedInsomnia Trx continuedInsomnia Trx continued

Non pharmacologic therapyNon pharmacologic therapyNon pharmacologic therapyNon pharmacologic therapy
Behavior modifications Behavior modifications 
Increasing physical activityIncreasing physical activityIncreasing physical activityIncreasing physical activity
Adjusting light, noise, temperatureAdjusting light, noise, temperature



Mood DisturbancesMood DisturbancesMood DisturbancesMood Disturbances

Conflicting evidence from studies analyzingConflicting evidence from studies analyzingConflicting evidence from studies analyzing Conflicting evidence from studies analyzing 
relationship b/w menopause and mood relationship b/w menopause and mood 
disturbancedisturbance

Observational studies have linked menopause with Observational studies have linked menopause with 
mood changes, anxiety, irritabilitymood changes, anxiety, irritability
Studies have also shown estrogen at the time of Studies have also shown estrogen at the time of 
menopause can be effective therapy for the menopause can be effective therapy for the 
treatment of depression in highly symptomatictreatment of depression in highly symptomatictreatment of depression in highly symptomatic treatment of depression in highly symptomatic 
individualsindividuals

SSRI, SSNRISSRI, SSNRISSRI, SSNRISSRI, SSNRI
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Case 1Case 1Case 1Case 1

A 64 yo female presents to your clinic with aA 64 yo female presents to your clinic with aA 64 yo female presents to your clinic with a A 64 yo female presents to your clinic with a 
CC: of “feeling hot and sweaty”.  She has been CC: of “feeling hot and sweaty”.  She has been 
postmenopausal for about 10 years and at thatpostmenopausal for about 10 years and at thatpostmenopausal for about 10 years and at that postmenopausal for about 10 years and at that 
time had terrible hot flashes, night sweats, and time had terrible hot flashes, night sweats, and 
sleep disturbances She had been symptomsleep disturbances She had been symptomsleep disturbances.  She had been symptom sleep disturbances.  She had been symptom 
free for the past 5 years and wonders why she free for the past 5 years and wonders why she 
is again experiencing these symptomsis again experiencing these symptomsis again experiencing these symptoms.is again experiencing these symptoms.



Case 1 cont:Case 1 cont:Case 1 cont:Case 1 cont:

PMHX: significant for HTN diagnosed 6PMHX: significant for HTN diagnosed 6PMHX: significant for HTN diagnosed 6 PMHX: significant for HTN diagnosed 6 
months agomonths ago
PSHX: nonePSHX: nonePSHX: nonePSHX: none
Medications: Felodipine (Plendil ®) 10 mg po Medications: Felodipine (Plendil ®) 10 mg po 

ddqdqd

What is your differential diagnosis?y g



Secondary causes of hot flashes should Secondary causes of hot flashes should 
iibe consideredbe considered

Malignancy: e g lymphoma medullary cancerMalignancy: e g lymphoma medullary cancerMalignancy: e.g. lymphoma, medullary cancer Malignancy: e.g. lymphoma, medullary cancer 
of thyroidof thyroid
MedicationsMedicationsMedicationsMedications
Infections: e.g.TB, HIVInfections: e.g.TB, HIV
Endocrine disorders: e.g. hyperthyroidism, Endocrine disorders: e.g. hyperthyroidism, 
pheochromocytomapheochromocytoma
Others: food additives, CVAOthers: food additives, CVA



MedicationsMedicationsMedications Medications 
AntiAnti--migraine drugsmigraine drugsg gg g
AntiAnti--hypertensive medications: bhypertensive medications: b--blockers, calcium blockers, calcium 
channel blockerschannel blockers
GnRH agonistsGnRH agonists
SERMSSERMS
Others: NSAIDS, ASA, Niacin, etcOthers: NSAIDS, ASA, Niacin, etc



Case 2Case 2Case 2 Case 2 

A 54 yo female w/o a significant medical historyA 54 yo female w/o a significant medical historyA 54 yo female w/o a significant medical history A 54 yo female w/o a significant medical history 
presents to your clinic for a routine physical presents to your clinic for a routine physical 
exam She reports hot flashes since goingexam She reports hot flashes since goingexam.  She reports hot flashes since going exam.  She reports hot flashes since going 
through menopause one year ago.  She also has through menopause one year ago.  She also has 
stage I HTN trx with HCTZ and thereforestage I HTN trx with HCTZ and thereforestage I HTN trx with HCTZ and therefore stage I HTN trx with HCTZ and therefore 
decide to order a CMP.decide to order a CMP.



Case 2 cont:Case 2 cont:Case 2 cont:Case 2 cont:

On the lab you note the following:On the lab you note the following:On the lab you note the following:On the lab you note the following:
ALT: ALT: 150 U/L150 U/L
AST:AST: 130 U/L130 U/LAST: AST: 130 U/L130 U/L
Alb: 3.0 g/dlAlb: 3.0 g/dl
T 7 5 /dlT 7 5 /dlTp: 7.5 g/dlTp: 7.5 g/dl
Rest of her labs are normalRest of her labs are normal



Case 2 cont:Case 2 cont:Case 2 cont:Case 2 cont:

You call her back to discuss her resultsYou call her back to discuss her resultsYou call her back to discuss her results.You call her back to discuss her results.
She has never had a blood transfusion and does She has never had a blood transfusion and does 
not engage in high risk behaviornot engage in high risk behaviornot engage in high risk behavior.not engage in high risk behavior.
Her medications include:Her medications include:

Vitamin EVitamin E
Vitamin CVitamin C
Black Cohosh Black Cohosh 



Case 2 cont:Case 2 cont:Case 2 cont:Case 2 cont:
Workup for her liver disease includes:Workup for her liver disease includes:Workup for her liver disease includes:Workup for her liver disease includes:

Neg: ANANeg: ANA
Hep C: NRHep C: NRHep C: NRHep C: NR
Hep B,A: negativeHep B,A: negative
Iron TIBC Ferritin: normalIron TIBC Ferritin: normalIron, TIBC, Ferritin: normalIron, TIBC, Ferritin: normal
AFP: < 5AFP: < 5

What is the likely culprit for her liver problem?What is the likely culprit for her liver problem?



Black CohoshBlack CohoshBlack CohoshBlack Cohosh

Herbal remedies such as black cohosh haveHerbal remedies such as black cohosh haveHerbal remedies such as black cohosh have Herbal remedies such as black cohosh have 
been reported in the literature to cause liver been reported in the literature to cause liver 
diseasediseasediseasedisease
In the United States, the Food and Drug In the United States, the Food and Drug 
Administration (FDA) lists it as a "herb ofAdministration (FDA) lists it as a "herb ofAdministration (FDA) lists it as a "herb of Administration (FDA) lists it as a "herb of 
undefined safety".undefined safety".



Case 3Case 3Case 3Case 3

A 52 yo woman presents to your clinic for a routineA 52 yo woman presents to your clinic for a routineA 52 yo woman presents to your clinic for a routine A 52 yo woman presents to your clinic for a routine 
health examination.  Her medical history is health examination.  Her medical history is 
significant for osteoarthritis.  On ROS she tells you significant for osteoarthritis.  On ROS she tells you 
that she has felt anxious and unusually irritable over that she has felt anxious and unusually irritable over 
the last 6 months.  In addition she has been having the last 6 months.  In addition she has been having 
diffi lt f lli l t i ht Sh ti tdiffi lt f lli l t i ht Sh ti tdifficulty falling asleep at night.  She continues to difficulty falling asleep at night.  She continues to 
have have periodsperiods however they have been however they have been more irregularmore irregular
over the past 1 yearover the past 1 yearover the past 1 year.over the past 1 year.
How do you advise her?How do you advise her?



Mood DisordersMood DisordersMood DisordersMood Disorders

Trazodone: may be helpful for women withTrazodone: may be helpful for women withTrazodone: may be helpful for women with Trazodone: may be helpful for women with 
both mood and sleep disorderboth mood and sleep disorder
SSRI’sSSRI’sSSRI’sSSRI’s
Consider low dose estrogen / progesterone Consider low dose estrogen / progesterone 

bi i hbi i hcombination therapycombination therapy



Mood DisordersMood DisordersMood DisordersMood Disorders

Botanicals marketed for mood disordersBotanicals marketed for mood disordersBotanicals marketed for mood disordersBotanicals marketed for mood disorders
St John’s Wort: 8 RCT showing modest benefit for St John’s Wort: 8 RCT showing modest benefit for 
treatment of mild to moderate depression Inducestreatment of mild to moderate depression Inducestreatment of mild to moderate depression.  Induces treatment of mild to moderate depression.  Induces 
P450.  May interact with SSRI, TCA, anesthesia P450.  May interact with SSRI, TCA, anesthesia 
(can either inhibit or potentiate effects)(can either inhibit or potentiate effects)( p )( p )
GinsengGinseng
Kava kava: liver toxicityKava kava: liver toxicityyy


