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Objectives
 At the end of  this session, participants will be able to:

 Describe how to identify and treat peripartum depression.

 Discuss considerations of  medication-based treatment in the 

postpartum period, particularly if  the patient is breastfeeding

 Assess and manage mood symptoms in menopausal and 

postmenopausal women. 

Premenstrual Syndrome (PMS) and Premenstrual Dysphoric Disorder 

(PMDD)
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 Longitudinal research indicates some 

women demonstrate greater 

sensitivity to gonadal steroid shifts

 h/o severe premenstrual mood sx is 

associated with increased risk of  

perimenopause onset or relapse of  

MDD

Freeman EW. Hormones and menopausal status as predictors of  depression in women 

in transition to menopause. Arch Gen Psych 2004;61:62-70

PMS/PMDD
 Characterized by:

 Presence of  

physical and/or behavioral symptoms 

that occur repetitively in the second 

half  of  the menstrual cycle and often 

the first few days of  menses.

 Symptom-free during the follicular 

phase. Otherwise, would be thinking 

more Major Depressive Disorder.

 Clinically significant PMS ~3 to 8 %

 PMDD ~ 2%
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Treatment:

Mild symptoms (Sx)

 Lifestyle measures

 Exercise

 Relaxation techniques

Moderate to severe Sx

 Cognitive behavioral therapy

 Medications

 Selective serotonin reuptake inhibitors 

[SSRIs]

 Combined estrogen-progestin 

contraceptives (COCs) 

 Vitex agnus castus (chasteberry)?

 Continuous versus intermittent?

Medication Treatment

 Antidepressants: Most data is available for sertraline, citalopram, escitalopram and fluoxetine. Effexor 

was effective but withdrawal is more problematic so not as frequently recommended

 Vitex: Two trials in women with PMDD (vitex versus fluoxetine) were also analyzed; fluoxetine was the 

more effective intervention. However, vitex did show some benefit in one of  the PMDD trials. The most 

common dosing studied is 20 to 40 mg of  vitex extract.

 OCPs: Suppressing the hypothalamic-pituitary-ovarian axis to abolish cyclic changes in gonadal steroids 

(combined estrogen-progestin oral contraceptives [COCs], gonadotropin-releasing hormone [GnRH] 

agonists). Monophasic OCP pills recommended, as multiphasic preparations can worsen mood 

symptoms 
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Continuous versus 

Intermittent for 

Antidepressant Treatment

 In continuous dosing patient takes antidepressant 
daily vs intermittent dosing where patient takes daily 
during the luteal phase, i.e., from ovulation to menses 
only.

  Systematic review concluded that continuous and 
intermittent dosing had equivalent efficacy

Perinatal Depression
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Pregnancy as a Risk Factor?
 Overall, population prevalence rates of  depression for women are 

similar before and during pregnancy

 General prevalence post puberty: 10-20%

 1st trimester prevalence: 11%

 2nd and 3rd trimester prevalence: 8.5%

 But…there are things that increase risk

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 

(2015) 754-764.

Time for Audience Participation! 

What do you think are 

risk factors for perinatal 

depression?
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Risk Factors for Perinatal Depression 

 Personal or family hx of  
major or postpartum 
depression 

 Gestational diabetes 

 Difficulty breastfeeding 

 Fetal/newborn loss 

 Lack of  personal or 
community resources 

 Financial challenges 

 Current anxiety

 Single

 Substance use/addiction 

 Complications of  pregnancy, 
labor/delivery, or infant’s 
health 

 Adolescence

 Unplanned pregnancy 

 Major life stressors 

 Violent or abusive 
relationship 

 Isolation from family or 
friends 

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical 

Obstetrics and Gynecology 29 (2015) 754-764.

Pregnancy as a Risk Factor?
 There does appear to be an increased risk for anxiety symptoms 

worsening during pregnancy 

 Particularly seen in:

 Generalized anxiety disorder

 8.5% prevalence in pregnancy compared to 3% in gen pop

 Some confluence with adjustment disorder with anxious features

 Panic disorder

 Overall prevalence is not higher (~2%) though panic disorder symptoms may worsen 

in severity

 Pregnancy can be a very anxiety provoking stimulus

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. 

American Journal of Obstetrics & Gynecology. (2018); October: 326-345. 
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How Do You Detect Perinatal 
Depression?

Screening

Ideally..

 Once per trimester

 At postpartum visit (2 weeks 

if  high risk, or 6-7 weeks 

routine visit)

  At well-child visit

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 

754-764.

Matthy S. Using the edinburgh postnatal depression scale to screen for anxiety disorders. Depression and Anxiety 

(2008) 25:926–931.
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What Screening Tools to Use?

Perinatal depression: Implications for child mental health. Mental Health in Family 

Medicine 2010;7:239-47 

So, They Are Depressed and/or 

Anxious and Pregnant…Now 

What?
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Please See End of  Slide Set for the 
Data Regarding The Following:

 SSRIs and risk of  spontaneous 

abortion

 SSRIs and birth outcomes

 Congenital malformations

 Persistent Pulmonary 

Hypertension of  the Newborn 

(PPHN)

Poor Neonatal Adaptation Syndrome 

(PNAS)
 Occurs in up to 30% of  newborns 

exposed to SSRIs

 Symptoms are transient and usually 

mild

 Resolve with supportive care in days 

to weeks

 Unclear if  this is due to withdrawal 

from SSRIs, SSRI toxicity, and/or 

some combination

PNAS Symptoms

Irritability

Weak cry

Poor tone

Decreased feeding

Jitteriness 

Tachypnea 

Respiratory distress

Temperature instability

Hypoglycemia 

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.

19

20



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

Ugh… Can I Have a Digest 
Version Please?

 There are risks associated with taking SSRIs during 
pregnancy:

 May be some small increased risk of  miscarriage

 Increased risk of  preterm birth

 Average decreased gestation of  3 days

 Increased risk of  low birth weight

 ~2% lower weight

 There may be an increased risk for PPHN

 Overall risk still < 1%

 PNAS symptoms are the most likely, concrete 
outcome, but these are generally mild and transient 

Considerations for Prescribing Medication

Suggests Medication May Not be 
Indicated 

Suggests Medication Treatment 
Should be Strongly Considered 

• Mild depression based on 

clinical assessment 

• No suicidal ideation 

• Engaged in psychotherapy or 

other non-medication treatment 

• Depression has improved with 

psychotherapy in the past 

• Able to care for self/baby 

• Strong preference and access to 

psychotherapy 

• Moderate/severe depression 

based on clinical assessment 

• Suicidal ideation 

• Difficulty functioning caring for 

self/baby 

• Psychotic symptoms present 

• History of  severe depression 

and/or suicide 

ideation/attempts 

• Comorbid anxiety 

diagnosis/symptoms 
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Treatment: Psychotherapy
 First-line treatment for mild 

to moderate depression

 Indicated for residual 
symptoms, high risk of  
relapse

 Encourage in preconception 
period

 Cognitive behavioral therapy 
(CBT) or interpersonal 
psychotherapy(IPT) have 
been shown to be effective

 Can consider web-based 
CBT

Treatment Pearls
 Antidepressant doses may well need to be increased during pregnancy to 

achieve consistent effect

 Due to changes in metabolism, GFR, and volume of  distribution

 Use symptoms for guidance 

 Be cautious of  undertreating illness in the hope of  “limiting fetal exposure”

 Discontinuing medications prior to delivery is not a great idea

 Ensure that initial and ongoing screening includes direct questions on:

 Suicidal thoughts

 Thoughts of  harming others, including baby

 Symptoms of  psychosis

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. 

American Journal of Obstetrics & Gynecology. (2018); October: 326-345. 
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Treatment Pearls
 Screening for patient and familial history of  bipolar disorder is very 

important

 Average of  onset of  bipolar disorder (30s) coincides with common childbearing 

periods

 Patients with bipolar disorder have a 30-40% chance of  relapse during the 

postpartum period

 This is substantially reduced (~66%) with medication-based treatment

 Patients with a history of  postpartum psychosis have a ~30% chance of  

relapse during subsequent postpartum periods

 Psychiatric consultation is STRONGLY encouraged in these scenarios

Wesseloo R et. al. Risk of Postpartum Relapse in Bipolar Disorder and Postpartum Psychosis: A Systematic Review and Meta-

Analysis. Am J Psychiatry (2016) 173;2:117-127.

Hermann A, Gorun A, Benudis, A. Lithium Usa and Non-use for Pregnant and Postpartum Women with Bipolar Disorder. Current 

Psychiatry Reports (2019) 21:114

Risks from Benzo Use?
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Benzo Use During Pregnancy

 Older data demonstrated a positive association with benzos use and 

cleft lip and palate

 Newer, larger, and more well-designed studies have shown no association

 Studies have not consistently demonstrated developmental or 

cognitive effects in newborns and babies that are present when 

confounders are controlled 

 Higher dosed, consistently dosed benzos in the 3rd trimester can lead 

to clinically significant withdrawal after delivery

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. 

American Journal of Obstetrics & Gynecology. (2018); October: 326-345. 

Risk of  Untreated Depression 

and Anxiety?
This Coin Has Two Sides
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Risk of  Untreated Depression
 Data is much less concrete and difficult to parse from other 

psychosocial factors and realities

 Numerous studies have demonstrated significant impact from maternal 

depression, stress, and anxiety on neonatal development and outcomes

 Preterm birth

 Low birthweight 

 Decreased vagal tone and reactivity

 Altered temperament and increased irritability

 Altered attention, sleep problems, and delayed neuromotor development 

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Risk of  Untreated Depression
 Additionally:

 Maternal depression leads to:

 Impaired maternal infant bonding

 Decreased desire to breastfeed

 Shorter feeding sessions

 Young children of  untreated, depressed mothers are at increased risk for:

 Externalizing behaviors

 Fearful temperament and anxiety

 Delayed motor development

 Delayed cognitive development

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.
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Risk of  Untreated Depression
 Older children of  mothers with untreated depression are at increased 

risk of:

 ADHD

 Depression

 Anxiety disorders

 Altered stress response

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Risk of  Untreated Anxiety?
 Maternal anxiety disorders lead to substantial morbidity including:

 Sleep disruption

 Decreased exercise

 Poor nutrition

 Substance use

 Increased use of  prenatal services

 Maternal anxiety disorders also impact birth outcomes:

 Low birth weight

 Preterm birth

 Increased risk of  preeclampsia 

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. 

American Journal of Obstetrics & Gynecology. (2018); October: 326-345. 
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Risk of  Untreated Anxiety?
 Fetal exposure to untreated maternal anxiety has been linked to:

 Behavioral and emotional problems

 Attentional disorders

 Increased risk of  psychiatric disorders later in life

 Decreased gray matter volumes in areas related to learning, memory, and 

auditory language processing

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. 

American Journal of Obstetrics & Gynecology. (2018); October: 326-345. 

Putting It All Together

33

34



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

Informed Consent for Antidepressant Use
• No decision regarding whether to use antidepressants during pregnancy is perfect or 

risk free, including not treating

• SSRIs are among the best studied class of  medications during pregnancy

• Both medication and non-medication options should be considered

• Encourage non-medication treatments (e.g., psychotherapy) in addition to 

medication treatment or as an alternative when clinically appropriate

Risks of antidepressant use during 
pregnancy

Risks of under treatment or no 
treatment of depression during 
pregnancy

• Small, but inconsistent increased risk of  

birth defects when taken in first 

trimester, particularly with paroxetine

• Possible transient neonatal symptoms

• Low risk for persistent pulmonary 

hypertension

• Studies do not suggest long-term 

neurobehavioral effects on children

• Association with preterm deliveries

• Increases the risk of  postpartum 

depression

• Can make it harder for moms to take 

care of  themselves and their babies

• Can make it harder for moms to bond 

with their babies

- If pregnant: In your situation, the benefits of taking an antidepressant outweigh the chance of the things 

we just discussed.

 - If lactating: SSRIs and other antidepressants are considered a reasonable treatment option during 

breastfeeding. The benefits of breastfeeding while taking antidepressants generally outweigh the risks.

So, the Baby Is 

Delivered…then What?

35

36



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

• QUESTIONS 1, 2, & 4 (with

out an*) → scored 0, 1, 2 

or 3 with top box scored as 

0 and the bottom box 

scored as 3.

• QUESTIONS 3, 5-10 

(marked with an*)  → 

reverse scored, with the 

top box scored as a 3 and 

the bottom box scored as 

0.

• Maximum score: 30

• Possible Depression: score 

of  10 or greater 

• Items 3,4,&5 investigate 

anxiety symptoms

• Score 6 or more on 

these items screens + 

for anxiety

Prevalence 

 Postpartum psychosis (0.1-0.2%)

 Postpartum blues (50-85%)

 Postpartum depression (10-15%)
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Postpartum Blues

 Onset 3-5 days after delivery

 Sx: weepiness, sadness, fatigue, 

irritability

 Tx: partner, community support

 Should resolve in 10 days. If  not 

consider Peripartum depression

 Usually develops slowly over first 3 months

 Sx- MDD sx

 Often unable to sleep

 Often see anxiety

 Up to 50% will have intrusive obsessional ruminations/images usually 

focused on baby. Often violent in nature but egodystonic and no 

problem with reality testing.

Postpartum Depression
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Postpartum Depression
 Studies vary, but the prevalence of  postpartum depression is roughly 

15-20%

 Distinctly different from “baby blues”

 Mild symptoms that peak between 2-5 days post delivery and do not meet 
criteria for a MDE and are not severe enough to impair function

 Exact pathophysiology is not known, but suspected to be a 
combination of:

 Rapid decline of  hormone levels post delivery

 Genetic factors

 Social factors

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Zhao XH, Zhang ZH. Risk factors for postpartum depression: An evidence-based systemic review of systematic reviews and meta-
analyses. Asian Journal of Psychiatry 53 (2020) 102353.

Pinheiro, E. et. al. Sertraline and breastfeeding: review and meta-analysis. Arch Womens Ment Health (2015) 18:139-146.

Postpartum Depression
 Risk factors:

 Hx of  depression***

 Women with untreated depression during pregnancy have a 7 times greater 

likelihood of  developing postpartum depression

 AND…

Violence and Abuse Low birthweight infant Immigration status

Gestational diabetes Vit D deficiency Obesity

Sleep disruption Lack of  social supports Multiple births

Postpartum anemia Negative birth 

experience

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Zhao XH, Zhang ZH. Risk factors for postpartum depression: An evidence-based systemic review of systematic reviews and meta-

analyses. Asian Journal of Psychiatry 53 (2020) 102353.
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Postpartum Depression
 Preventative/Protective Factors:

 Treatment of peripartum depression

 In-home supportive care programs

 Skin-to-skin contact and care

 Healthy diet

 Adequate sleep*

 Adequate exercise*

*- Limited data for outcomes 

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Zhao XH, Zhang ZH. Risk factors for postpartum depression: An evidence-based systemic review of systematic reviews and meta-

analyses. Asian Journal of Psychiatry 53 (2020) 102353.

Postpartum Depression
 Treatment:

 Mild to moderate symptoms:

 Psychotherapy often recommended as the treatment of  choice

 SSRIs are considered first line medication-based treatments

 Severe symptoms:

 Medication based treatment is encouraged

 Consultation with psychiatric care if  possible

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Zhao XH, Zhang ZH. Risk factors for postpartum depression: An evidence-based systemic review of systematic reviews and meta-

analyses. Asian Journal of Psychiatry 53 (2020) 102353.

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.
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Psychotropics and Breastfeeding 
 Most antidepressants are transmitted in breastmilk at levels that are 

10% or lower than the maternal dose

 This is 5-10 X lower than gestational exposure

 Sertraline has substantial data demonstrating that it has some of  the 
lowest transmission rates (often undetectable in milk)

 Likely due to the high level of  protein binding

 The impact of  low dose SSRIs in breastmilk on newborns has limited 
data

 Case reports are conflicting, though most common findings are irritability, 
restlessness, and/or colic 

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.
Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Pinheiro, E. et. al. Sertraline and breastfeeding: review and meta-analysis. Arch Womens Ment Health (2015) 18:139-146.

Psychotropics and Breastfeeding 
 TCA use is generally discouraged while breastfeeding due to cardiac 

side effects

 Cases of  newborn seizures in mothers who were breastfeeding while 

taking bupropion have been reported

 Expert consensus recommends that individual decisions be made 
based on relative risk ratios, but SSRI use is generally considered to 
be safe while breastfeeding and that the risks of discontinuation are 
more concerning

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Pinheiro, E. et. al. Sertraline and breastfeeding: review and meta-analysis. Arch Womens Ment Health (2015) 18:139-146.
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Psychotropics and Breastfeeding 
 Benzodiazepines are also transmitted in breastmilk

 Effective doses are low, but can lead to infant sedation

 Occurs in < 2% of  cases

 Case reports of

 Apnea 

 Irritability

 Poor weight gain

 Lithium passes into breastmilk in substantial doses 

 Breastfeeding on lithium should only be attempted with close, expert 

consultation and support

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 18:32.

Stewart DE, Vigod S. Postpartum Depression. N Engl J Med (2016);375;22:2177-2186.

Thorsness KR, Watson C, LaRusso EM. Perinatal anxiety: approach to diagnosis and management in the obstetric setting. American Journal 

of Obstetrics & Gynecology. (2018); October: 326-345. 

Informed Consent for Antidepressants when 

Breastfeeding

 SSRIs and other antidepressants are 

considered a reasonable treatment 

option during breastfeeding. The 

benefits of breastfeeding while 

taking antidepressants generally 

outweigh the risks.

47

48



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

 Center for Women’s Mental Health at MGH

 https://womensmentalhealth.org/ 

 This is my go to resource for thoughtful commentary on new studies as well as great 
provider and patient resources to make informed decisions about mental health 
treatment, especially during pregnancy and breastfeeding.

 LactMed: A TOXNET DATABASE

 https://toxnet.nlm.nih.gov/newtoxnet/lactmed.htm

 This database allows you to look up any medication and get thoughtful guidance 
about the use in breastfeeding mother.

 MCPAP For Moms

 https://www.mcpapformoms.org/Toolkits/Toolkit.aspx 

 This is a great toolkit with information and decision aids to support assessing and 
treating perinatal depression.

Resources

A Little Further 
Down the Road…

Perimenopause and 

Menopause
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Depression in Women
 Overall, woman experience depression roughly twice as frequently as 

men

 This increased is generally confined to reproductive years

 The perimenopausal period is one of  particularly vulnerable time with 
2-5X ⇧ risk for depression

 Increased risk is predominantly seen in women with a history of  MDD

Bromberger JT, Epperson, CN. Depression During and After the Perimenopause. Obstet Gynecol Clin N Am. 2018. 45:663-678.

Maki PM et. al. Guidelines for the Evaluation and Treatment of Perimenopausal Depression: Summary and Recommendations. J 

of Women’s Health. 2019. 28;2:117-134.

Can We Articulate Depression Risk in Terms of  

Hormonal Changes?

 … Not really

 Studies vary in their association of  specific sex hormones with 

specific depression outcomes throughout the menopausal transition

 This is complicated by the complex relationship between sex hormones, 

neurotransmitters, and dx

 There appear to be more consistent associations with overall change 

in estradiol levels rather than absolute levels

 More about the change and lack of  stability than anything else

Bromberger JT, Epperson, CN. Depression During and After the Perimenopause. Obstet Gynecol Clin N Am. 2018. 45:663-678.

Maki PM et. al. Guidelines for the Evaluation and Treatment of Perimenopausal Depression: Summary and Recommendations. J 

of Women’s Health. 2019. 28;2:117-134.
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Menopause and Mood Disorders: 
Risk Factors

 Lower income

 Lower education

 Younger age

 Unpartnered

 Poor social supports

 Childhood and lifetime adversity

 Smoking

 Physical inactivity

 Sleep disturbance

 Vasomotor symptoms

 h/o depression 

 h/o PMS

 Anxiety

Maki PM et. al. Guidelines for the Evaluation and Treatment of  Perimenopausal 

Depression: Summary and Recommendations. J of  Women’s Health. 2019. 28;2:117-

134.

Treatments During 
Perimenopause

 Antidepressants

 Psychotherapy

 Exercise

 Estrogen

53

54



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

Which Antidepressant?

Consider…

 Prior antidepressant trials and 

responses

 Adverse side effects

 Safety (drug-drug interactions)

 SSRIs and SNRIs at typical doses

 Added benefit of  improving 

menopause-related sx such as hot 

flashes and pain

Does Estrogen Treat Depression?

 Several small, double blinded studies have 

demonstrated estrogen therapy to be effective 

in improving depressive symptom rating scales 

in perimenopause

Bromberger JT, Epperson, CN. Depression During and After the Perimenopause. Obstet Gynecol Clin N Am. 2018. 45:663-678.

Maki PM et. al. Guidelines for the Evaluation and Treatment of Perimenopausal Depression: Summary and Recommendations. J 

of Women’s Health. 2019. 28;2:117-134.
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Does Estrogen Treat Depression?
 Data indicates estrogen may be an augmentation agent for 

antidepressant treatment in midlife and older women but should be 

considered with caution

 Estrogen monotherapy is ineffective in treating symptoms of  

depression in postmenopausal women

 Estrogen is NOT an FDA approved treatment for depression

Bromberger JT, Epperson, CN. Depression During and After the Perimenopause. Obstet Gynecol Clin N Am. 2018. 45:663-678.

Maki PM et. al. Guidelines for the Evaluation and Treatment of Perimenopausal Depression: Summary and Recommendations. J 

of Women’s Health. 2019. 28;2:117-134.

Key Take Home Points

 Perinatal depression is common and often undetected 

and untreated!

 Screening tools really help with identification

 Treatment is critical for both baby and mom

 The perimenopausal period is a high-risk time for 

depression so look for it and treat it!

 Risk vs benefit assessment requires multifactorial 

consideration 

 A collaborative approach is key
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SSRIs and Risk of  Spontaneous Abortion

 Kjaersgaard et al. 2013: Population based study of  pregnancies in 
Denmark reported 12% rate of  spontaneous abortion with exposure 
to antidepressants

 RR 1.14 (95% CI 1.10-1.18)

 RR lowered to 1.0 when compared to spontaneous abortion rates in 
women with depression who did not take an antidepressant

 Andersen et al. 2014: Large study of  pregnancies in Denmark 

 Adjusted hazard ratio of  spontaneous abortion with exposure to an SSRI 
of  1.27 (95% CI 1.22-1.33)

 Adjusted hazard ratio of  spontaneous abortion with discontinuation of  an 
SSRI one year prior to pregnancy of  1.24 (95% CI 1.18-1.30)

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Kjaersgaard MIS, Parner ET, Vestergaard M. et al. Prenatal antidepressant exposure and risk of spontaneous abortion – a 

population-based study. PLoS One 2013;8:e72095.

Andersen JT, Andersen NL, Howitz H, et al. Exposure to selective serotonin reuptake inhibitors in early pregnancy and the risk of 

miscarriage. Obstet Gynecol 2014; 124:655-61.

SSRIs and Birth Outcomes
 Numerous studies have examined outcomes related to preterm birth 

and low birth weight

 2013 systemic review and metanalysis found:

 Pooled OR 1.55 (95% 1.38-1.74) of  preterm birth in mothers taking 

antidepressants

 Averaged 3 days shorter gestational age

 Same analysis found a mean birthweight difference of  -74 grams in 

newborns exposed to SSRIs during gestation (95% CI -117 to -31)  

 ~2% birthweight of  a 3.5 kg newborn

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Ross LE, Grigoriadis S. Mamisashvili L, et. al. Selected pregnancy and delivery outcomes after exposure to antidepressant 

medication: a systemic review and meta-analysis. JAMA Psychiatry 2013;70:436-43.

59

60



Medical Updates in Primary Care Conference Friday, December 6, 2024

Heidi Combs, MD
Mental Health Issues in Women Across the Reproductive Cycle

Congenital Malformations
 Studies have varied somewhat in findings

 Huybrechts KF et. al. 2014 NEJM found no substantial increase in the risk 

of  cardiac malformation with first-trimester exposure to antidepressants 

 Other, contemporary studies have found an increased risk of  

malformations with SSRIs, particularly paroxetine, though the clinical 

significance of  findings has been inconsistent

 Reports of  increased risk of  malformations usually report OR of  1.2 to 

2.0

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.

Persistent Pulmonary Hypertension of  the 

Newborn (PPHN)

 PPHN occurs in 1.9 infants per 1000 live births

 Range of  complications and outcomes, but mortality can be 10-20%

 Studies have been somewhat inconclusive in that some demonstrate 

and association with SSRI use in late pregnancy and others do not

 Caused the FDA to revise their 2006 warning in 2011

 Studies that do show an association demonstrate an absolute risk of  

2.9-3.5/1000 with SSRI use in late pregnancy

T Pearlstein. Depression During Pregnancy.  Best Practice & Research Clinical Obstetrics and Gynecology 29 (2015) 754-764.

Becker M, Weinberger T, Chandy A, Schmukler S. Depression During Pregnancy and Postpartum. Curr Psychiatry Rep (2016) 

18:32.
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