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Menopause
Vulnerability 

To Depression



Depression and midlife: Are we overpathologising the menopause?  Fiona K. Judd a,⁎, Martha Hickey b, Christina 
Bryant.Journal of Affective Disorders 136 (2012) 199–211

Getting old Getting ill Feeling less 
feminine

Worries about

Depression

Depression does not occur due to hormonal changes, but due to a

a bio-psycho-socio-cultural model of the processes
which might lead to a depressive disorder in midlife



Maturitas 77 (2014) 111– 117

Women with depression more likely 
to get vasomotor symptoms

Women with vasomotor symptoms 
more likely to get depression

Perimenopause

It can be both ways



 Women are more vulnerable than men .to depression

 Women with high levels of depressive symptoms are at 
greater cardiovascular risk and have poorer cognitive 
function than non-depressed women.

 At present, a direct relationship between psychiatric
symptoms and hormonal changes such as estrogen decrease
has not been clearly found       Maturitas 71 (2012) 120– 130



Maturitas 71 (2012) 120– 130

Women who undergo surgically induced menopause have
higher rates of depression than those who undergo natural
Menopause.

Psychological reactions to the loss of the reproductive organs
could play an important role



Hormone-related factors and post-menopausal 
onset depression: Results from Korean National 

Health and Nutrition Examination Survey 
(KNHANES)
(2010–2012)

Journal of Affective Disorders 175 (2015) 176–183

Greater number of pregnancies

Exogenous hormone use

Depression



Estrogen levels fluctuate around menopause
and finally stay at very low levels



There is higher incidence of depression in perimenopause
when there is higher  Fluctuations in estrogen.
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HOW AND WHY OF DEPRESSION



Estrogen from ovary enters brain 

Estrogen-Estrogen receptor complex

Affect transcription Impact gene activity

Effect of Estrogen on brain



Darlene Deecher et alPsychoneuroendocrinology (2008) 33, 3–17

Estrogenic  Effect on Neurotransmitters



Evidence for effect of estrogen in depression

1) low levels of estrogens are associated with depressed mood; 

2) The unstable and irregular pattern of hormone production 
during the menopausal transition increases vulnerability to 
mood disorders in susceptible women.

Many articles for and many studies against these 2 hypothesis.



What are the risk factors for depression during 
menopausal transition?

• Previous Depressive Episode
• Premenstrual Syndrome
• Postpartum depression
• Hot flashes/ insomnia
• Elevated BMI
• Poor Social Status
• Physical health Issues
• Psychoactive Medication Use
• Ethnicity
• Bilateral oophorectomy without replacement estrogen



Morrison MF, Kallan MJ, Ten Have T, Katz I, Tweedy K, Battistini M. Lack of
efficacy of estradiol for depression in postmenopausal women: a randomized,
controlled trial. Biol Psychiatry 2004;55:406–12.

Study on influence of Hormone Therapy on major 
depressive disorder

No difference in severity of depression even with 
Hormone Therapy 

Hormone Therapy is not a treatment for major 
depression in postmenopausal women



 Role in resistant depression in women

 Better response to fluoxetine in ERT patients

 Payne J.L. (2003) The role of estrogen in mood disorders in women.

International Review of Psychiatry 15:280-290

 Halbreich U, Kahn L.S. (2001) Role of Estrogen in the Aetiology and

Treatment of Mood Disorders. CNS Drugs 15(10) 797-817

OESTROGEN IN DEPRESSION



Diagnostic and Statistical Manual (DSM) version 5

Major depressive disorder

5 of the following symptoms for at least 2 weeks

Depressed mood

Diminished interest Significant weight 
changes

Sleep pattern changes

Loss of energy

Feeling worthless or 
inappropriate guilt

Psychomotor agitation 
or retardation 

Suicidal ideation or 
attempts

Decreased 
concentration



Minor depression

Presence of 2–4 depressive symptoms during a 
2-week period.

One of these symptoms has to be either 
depressed mood or loss of interest or 
pleasure.



• Many depressive symptoms  cause 
considerable suffering for the individual 

but do not meet the diagnostic criteria

for MDD.

• Subsyndromal symptoms can be just as 
debilitating as MDD. 

• Eg:Fluctuating anger



Neurotransmitter Deficiency

• Serotonin

• Norepinephrine

• Dopamine

• Gamma-aminobutyric acid 
(GABA)

• Brain-derived neurotrophic factor 
(BDNF)

• Somatostatin



Neurotransmitter Excess

• Acetylcholine

• Substance P

• CRH



Antidepressants

• SSRIs

• SNRIs – Desvenlafaxine, Duloxetine, 
Venlafaxine

• NASSA - Mirtazapine



Serotonergic Dysfunction

Reduced CSF 5HIAA

Reduced 5HT1A 

receptor binding Depressogenic effect 
of Trp depletion

Antidepressant 
increase intrasynaptic 5HT

Antidepressants decrease 
5HT2 density

Depression causes Serotonergic Dysfunction



Selective serotonin receptor inhibitors(SSRIs)

• Fluoxetine: 20mg daily for 8-12 weeks.

• Sertralin: 50mg -100mg daily 

• Escitalopram 10-20mg daily

Improvement may start only after 3 weeks.



Noradrenergic Dysfunction

Reduced CSF and 
urinary MHPG

Elevated plasma NE
Blunted neuroendocrine

response to clonidine

Altered αAR and β –AR
density and responsivity

AD efficacy of agents 
that increase NE

Depression causes Noradrenergic Dysfunction



Serotonin Norepinephrine Reuptake 
Inhibitors(SNRIs)

•

Venlafaxine 75-225 mg daily

Duloxetine 20-60 mg daily



Antidepressants may cause drowsiness....

Add Modafenil 100-200mg in the morning



Cognitive-behavioral, behavioral, and mindfulness-
based therapies for menopausal depression: A 
review

 Only two studies specifically using CBBMB methods 
were found, both had positive results

 Interventions targeting hot flashes or menopausal 
symptoms using CBBMB methods mostly proved to 
have had a positive impact on depression 
symptoms in the mild range of severity.

Maturitas 80 (2015) 37–47



To conclude......
• There is increased incidence of depression in perimenopause

• Estrogen has actions on brain, but direct effect of estrogen
on depression is still debated

• Use of Estrogen alone for  depression in menopause may not 
be effective

• Treat major depressive disorders with antidepressants

• If assossiated symptoms like vasomotor symptoms are 
present, treat them.





Thank you


