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Menopause
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Pre-menopause:

• Diagnosis: Women aged 40-
49 with ≥ 3 consecutive 
months of amenorrhea or a 
mean cycle length ≥ 42 days

Menopause: 

• Diagnosis: 12 consecutive 
months of amenorrhea 
without a pathologic cause 

• Supporting the diagnosis: 
useful in women without a 
uterus 

• Elevated FSH

• Estradiol < 20 



These symptoms affect 80% of women during peri-menopause or menopause

Affecting women for approximately 7.4 years

Symptoms during the day can lead to decreased quality of life 

Symptoms at night can affect sleep and mood 
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Vasomotor Symptoms of  Menopause

Hot flashes with 

Vasodilation
Shivering Sweating



Novel, non-hormonal treatment 
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Fezolinetant
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FDA approved for the treatment of vasomotor symptoms in 
menopause

NK3R antagonist: blocks the binding of neurokinin B to KNDy 
neurons which affects thermoregulation



Fezolinetant by Chavez et al. 
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2260 people 
assigned to 
Fezolinetant

1042 people 
assigned to 
placebo

Follow up 
period: 12-
55 weeks

Mean Age: 

53.3-54.9 

years



Fezolinetant by Chavez et al. Efficacy Endpoints 
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Primary efficacy endpoint: reduction of 

moderate-severe vasomotor symptoms 

from baseline over 4 and 12 weeks

Secondary efficacy endpoints: change in 

sleep disturbance, hot flashes and quality 

of life



Fezolinetant by Chavez et al. Safety Endpoints
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Thrombocytopenia GI disorders 
& nausea

Fracture

MSK tissue 
disorders

Disordered 
proliferative 
pattern

Headache

DepressionBreast Disorders

Reproductive 
Disorders

ALT or AST 
>3x ULN

ALK >ULN All 
cause 
mortality 



Pooled analysis significant outcomes:

• Daily frequency of VMS in week 4  (p- value: 0.02) and week 12: (p-value: 0.01)

• Quality of life at week 12: (p-value: 0.01)

• Sleep disturbance: (p-value: 0.01) 

Pooled analysis insignificant outcomes: 

• GCS scale (p-value: 0.23)

• TEAE's (p-value: 0.36), serious TEAE's (p-value: 0.52) 

• Permanent discontinuation of treatment due to TEAE's (p-value: 0.35)

• Reduction in reproductive system and breast disorders (p-value: 0.04)

Fezolinetant by Chavez et al. Continued 
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Notable Comparators 
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Paroxetine: efficacy 
40-65%

Dose dependent 
effect and side effect 

limitations

No improvement in 
sleep disturbance 

Venlafaxine: not FDA 
approved 

Dose dependent 
effect and side effect 

limitations

Exercise, Acupuncture, 
Relaxation Therapy, 
Phytoestrogens and 

Black Cohosh

No 
significant reduction 

of VMS

5 alternative neurokinin 
receptor antagonists: 
currently in phase III 

clinical trials 

Rise in 
transaminase levels



Fezolinetant Dosing
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FDA approved: 45 mg daily 

• Taken with or without food 

• Missed doses: take the missed dose then return 
to normal daily schedule 

Chavez et al studied: 30 mg daily, 45 mg daily, 90 
mg BID

• No significant difference in effect size attributable 
to dose 

• 45 mg dosing demonstrated a significant impact 
on sleep compared with 30 mg dosing

• No difference in drug related TEAE's in 90 mg BID 
v. placebo 



• Chavez et al. Limitations: 

▪ Heterogeneity

▪ Baseline - week 4 without statistical significance 

▪ Healthy women only

▪ Lack of Diversity: highly white population

Fezolinetant
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• Contraindications to Use: 

▪ Known Cirrhosis 

▪ Severe Renal Impairment or ESRD

▪ Use with CYP1A2 inhibitors



• Safe and effective or treatment of vasomotor 

symptoms in menopause

• FDA approved 45 mg daily dosing 

• Do not use in women with known ESRD, 

cirrhosis or interacting medications

• Monitor LFT’s while patients are on this 

medication
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Fezolinetant in Summary



Testosterone Use in Menopausal 
Women
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Background
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2019: Authors representing 10 societies conducted an 
extensive literature review regarding the use of testosterone 
in women 

The sole indication for testosterone: Hypoactive Sexual 
Desire Disorder

Why is there controversy?

There are no FDA approved prescriptions of 
Testosterone for women

Global Position 

Statement 



Pathophysiology

Source: Parish et al. 
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Intake & Assessment
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Diagnosis of Hypoactive Sexual Desire 
Disorder​

Consider validated screening tools​: “Profile 
of Female Sexual Function” or “Personal 
Distress Scale”

Have symptoms persisted through time?

Has a full biopsychosocial workup been 
completed?​

Are there any contraindications to 
testosterone therapy?​

Labs: Baseline Total Testosterone



• Options for Dosing – Transdermal Patch or Gel

• Counsel the patient regarding use
▪ Consent
▪ Application
▪ Risk of transference
▪ Alternatives on the market --> generally not recommended

Initial Dosing
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Patch

Initial Dose: 300 µg / 24 hours

(~1/10th of a 2mg patch)

Gel

Initial Dose: 1% 

Testosterone

(~1/10th of a tube/packet)



Monitoring

Women's Health 20

Labs: CMP, Lipid Panel, Total 
Testosterone, SHBG

Initiate Testosterone

Labs: Recheck Testosterone
If supraphysiologic, decrease dose and 
recheck in 2-3wks

(3-6wks) First Assessment

Generally when patients begin to 
report improvement

(6-8wks)

Max effects of current dose

(12wks)

Recheck and measure every 4-6 
months once stable levels reached

(4-6mo)

Discontinue at 6 months if no 
meaningful effect

(6mo)



Safety & Side Effects
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• Expected Side Effects
o Increase in hair growth

o Increase in acne

• Unexpected Side Effects
oAbnormal uterine 

bleeding

• No Expected changes
oLipid Profiles

oCarbohydrate metabolism

oRenal/liver function

oCardiometabolic markers

oMammographic breast density*

oRisk for endometrial 

cancer/hyperplasia

oBone mineral density

oMemory/cognitive 

performance/mood



Barriers & Limits
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• Testosterone remains off label in the United States and elsewhere

• Limited studies in women

• Studies thus far have been heterogenous in design

• Alternatives on the market



• Indication: Hypoactive Sexual Desire Disorder

• No FDA approved prescriptions for women 

• Dosing: patch 300 mcg/day or gel 1/10 of a tube

• Dose for physiologic levels of testosterone in 

women 

• Expected side effects: increased hair growth and 

acne
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Testosterone in Summary



Use it or lose it: why perception 
matters
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Use It or Lose It
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Some alternatives our patients see
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https://www.herbazest.com/wellness/top-5-herbs-to-relieve-menopause-symptoms | https://www.longevitamedical.com/blog/bhrt-vs-hrt-why-choose-bioidentical-hormone-replacement

/

Read:
natural, not effective

Read:
natural, effective, 

tailored

https://www.herbazest.com/wellness/top-5-herbs-to-relieve-menopause-symptoms%20/
https://www.longevitamedical.com/blog/bhrt-vs-hrt-why-choose-bioidentical-hormone-replacement


Why Perception Matters
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What’s wrong with conventional treatments?

• Fear and uncertainty about safety of HRT

• Distaste for conjugated estrogens

What about alternative therapies?

• They don’t really work

The draw of compounded bioidentical 
hormone therapy (CBHT)

• Effective

• ”Safer” than conventional HRT

• Individualized treatment

• Enhanced clinical experience

https://amazing-meds.com/bhrt-bioidentical-hormone-replacement-therapy/



“…[A]n important take home message of this study is that women 

are not only seeking alternatives to conventional pharmaceuticals, 

but alternatives to conventional care…. In short, the clinical context 

of CBHT appears to explicitly invite women to participate [in] shared 

decision-making in ways the standard clinical context does not.”

Women's Health 28



Breast cancer screening 
guidelines

Women's Health 29



Breast cancer screening – USPSTF 2024 update
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• Moderate certainty for biennial screening 
mammography in women aged 40-74 with 
moderate net benefit

• Biennial vs annual screening

• Insufficient evidence to determine 
screening over age 75

• Insufficient evidence to determine 
supplemental screening regardless of  breast 
density



Mammography
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• Only imaging technique shown to 
decrease mortality

• Types
Film

Digital 2D

Digital breast tomosynthesis (3D)

• Mammogram report
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Breast density
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• Associated with: BRCA1/BRCA2, hormone therapy, younger age, lower BMI, 
alcohol consumption

• Decreases with age

• Can obscure underlying breast lesions

• Increased risk of  breast cancer in dense tissue but no increased risk of  
mortality from breast cancer with dense breasts

• Breast density reporting
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Gail model Tyrer-Cuzick model (IBIS)
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• Risk assessment by age 30

• 40-75 -> mammogram every 1-2 years

• Dense breasts -> assess risk (Gail, Tyrer-Cuzick)

• High risk >20% -> yearly mammogram + breast MRI
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In Summary



• Fezolinetant is a novel therapy for VMS of  Menopause that is highly 
effective, safe in women who cannot/do not want hormonal therapy

• Off-label testosterone can be used in women with HSDD after 
addressing biopsychosocial needs and any genitourinary symptoms of  
menopause

• Perception matters - women turn to alternative remedies for a variety 
of  reasons; setting goals for treatment and asking their "why" can 
create a shared decision making

• USPSTF updated their breast cancer guidelines to start mammograms 
every other year at age 40. Utilize breast density and risk calculators to 
identify those at higher risk who need more frequent and/or additional 
screening
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Women's Health Take Home Points
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