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Postpartum Mood and Anxiety Disorders

Postpartum Blues 

Postpartum Depression (PPD)
– DSM5: Peripartum onset specifier
– Onset during pregnancy or within 4 weeks of delivery

Postpartum Psychosis

Postpartum Episodes of Bipolar Disorder

Postpartum Anxiety Disorders or Symptoms



Postpartum Depression

• 10-15% of women experience major depressive episodes after 
delivery (25-40% of women with histories of MDD)

• Symptoms can be similar to non-puerperal major depressive episodes

• Impairment of functioning

• The chief complaint is often not depressed mood

• Co-occurring anxiety or anxiety disorders/OCD are common



PPD: Diagnostic and Research Considerations 

• What is PDD anyway?

• Definitions vary

• DSM-5 specifier vs others that allow for later onset

• DSM-5: defined by onset within four weeks of childbirth or late pregnancy

Major depressive 
episode occurring 

postpartum

• Ideal treatment may work more generally for MDD; 

• Few specific treatments to target PPD (unique target or just indication?)

• different phenotypes - PPD onset, recurrent MDD, index episode bipolar depression, MDD + anxiety

• What about treatment refractoriness- patients on antidepressants already, in therapy

• Need to monitor for emergent mania/hypomania/psychosis, OCD

Not one homogeneous 
condition

• Breastfeeding or not;

• Multiple contacts with health care providers

• Opportunities for screening, diagnosis, education, treatment and treatment planning, prevention

• Who is most likely to be identified and seek treatment

Context: Pregnancy and 
the Postpartum 



Postpartum Depression: MDD +

Anxiety Obsessions Guilt Insomnia

Irritability and 
anger

Impairment of 
transition to 
motherhood 

Impact on 
bonding



Negative Effects of PPD and 
Maternal Depression on the Child
• Insecure attachment

• Behavioral problems

• Cognitive function

• Increased risk of abuse, neglect

• Childhood psychiatric diagnoses & symptoms

• Compliance with preventative measures

• Thoughts of harming infant

Civic & Holt, 2000; Cicchetti et al., 1988; Feldman et al., 1999; Murray et al., 1999; Murray et al., 1996; Sharp et al., 1995; Kotch et al., 
1999; Cadzow et al., 1999; Jennings et al., 1999; McLennan & Kotelchuck, 2000; Weissman et al., 2006. 



Long term Toll of PPD
• Risks of untreated PPD broadly impactful

• Can last months to years; implications for maternal MDD

• Risks to mother, baby, children, family: suicide, bonding and attachment problems, behavioral, emotional, 
and developmental problems, etc.

Follow up of women with histories of MDD who were euthymic at 
pregnancy onset:

Long term follow up of women with MDD followed throughout 
pregnancy and postpartum

• ~1/3 reported sustained remission

• ~2/3 reported subsequent depressive episodes

• ~1/5  (∼12% of the total sample) endorsed depression more 
than 50% of the time following their index pregnancy 

• 6.3% of the women with previous diagnoses of MDD reported 
new diagnoses of bipolar disorder

Freeman MP, Claypoole LD, Burt VK, Sosinsky AZ, Moustafa D, Noe OB, Cheng LJ, Cohen LS. Course of 
major depressive disorder after pregnancy and the postpartum period. Depress Anxiety. 2018 
Dec;35(12):1130-1136. 



Postpartum Bipolar Depression 

• Bipolar depression: most common type of postpartum bipolar mood episode 
• Often missed
• Up to half of women who screen positive for PPD may have bipolar disorder

• Pharmacologic prevention strongly recommended after delivery (or earlier)

• Index episode of bipolar disorder common in the postpartum (PPD)

• Bipolar/mania/hypomania not typically screened for

• Ideal treatment for PPD would not pose risk of “switch”

Sharma V, Khan M, Corpse C, Sharma P.  Bipolar Disord. 2008; Kim B, Wang HR, Son JI, Kim CY, Joo YH. Compr Psychiatry. 2008; Sharma V, 
Doobay M, Baczynski C. J Affect Disord. 2017; Sharma V, Al-Farayedhi M, Doobay M, Baczynski C. 2018; Tebeka S et al. Prog 
Neuropsychopharmacol Biol Psychiatry. 2021; Masters et al., J Clin Psychiatry 2022.



Postpartum Anxiety, OCD

Postpartum anxiety and OCD often severe

• Estimated 20% of women experience maternal anxiety disorders
Postpartum 

Anxiety Disorders

• Obsessions are often present with PPD

• Obsessions more common than compulsions/rituals

• Prevalence : up to 17%, risk of recurrence and of new onset
Postpartum OCD

Fairbrother, N., Janssen, P., Antony, M. M., Tucker, E., & Young, A. H. (2016). Perinatal anxiety disorder prevalence and incidence. Journal of Affective Disorders, 200, 148–155. https://doi.org/10.1016/j.jad.2015.12.082↩︎
Fairbrother, N., Challacombe, F. L., Collardeau, F., & Truong, T. T. (2021). Perinatal and Postpartum Obsessive-Compulsive Disorder. In E. A. Storch, J. S. Abramowitz, & D. McKay (Eds.), Complexities in Obsessive Compulsive 
and Related Disorders: Advances in Conceptualization and Treatment (p. 0). Oxford University Press. https://doi.org/10.1093/med-psych/9780190052775.003.0014

https://policycentermmh.org/maternal-mental-health-fact-sheet/#1fb9fc76-7e41-4ab2-85a2-e5a84e5c22cb-link


Postpartum OCD: with or 
without PPD

• OCD symptoms may occur in context of PPD; or prominently without depressive episode

• Obsessions more common in the postpartum than general population

• Obsessions more common than compulsions/rituals

• Estimates: OCD in up to 9-11% of postpartum women; 38% report subsyndromal OCD

• Aggressive obsessions > contamination > checking rituals

• Treatment options: similar to non-perinatal treatments (first line: psychotherapy, 
antidepressants)

• Thoughts of harming infant common; do not elevate risk of violence

Miller et al., J Women’s Health 2015; Wisner et al. J Clin Psychiatry 1999; Zambaldi et al. Compr Psychiatry 2009; 
Arnold Prim Care Companion J Clin Psychiatry 1999; Hudepohl et al., Curr Psychiatry Rep 2022; Brok et al., J Clin Psychiatry 2017



Differentiating OCD and Psychosis

• Postpartum OCD

– Thoughts are ego-dystonic

– Disturbed by thoughts

– Avoid objects or being with their newborn

– Very common disorder

– Low risk of harm to baby

• Postpartum Psychosis

– Thoughts are ego-syntonic

– May not be distressed by thoughts

– May not show avoidant behaviors

– Not common disorder

– High risk of harm to baby



Other Major Areas for Attention

• 1/3 of women experience childbirth as traumatic, 3-6% 
develop new onset postpartum PTSD

• Prevalence of postpartum PTSD ranges from 1-30%
Postpartum PTSD

• High rates of PPD among individuals with SUDs

• High rates of relapse across pregnancy and postpartum

Postpartum 
Depression and 

SUDs
Grekin R, O'Hara MW. Prevalence and risk factors of postpartum posttraumatic stress disorder: a meta-analysis. Clin Psychol Rev. 2014 
Slade P, Murphy A, Hayden E. Identifying post-traumatic stress disorder after childbirth BMJ 2022
Pacho M et al. Substance use during pregnancy and risk of postpartum depression: a systematic review and meta-analysis. Front Psychiatry. 2023; 
Freeman MP et al. Predictors of Depressive Relapse in Women Undergoing Infertility Treatment. J Womens Health. 2018



Breastfeeding

Public health initiatives vs. individual situations

“Baby friendly” hospital initiatives

What is it: education around breastfeeding, rooming in 24 hours/day, no use of infant 
nursery, emphasis on exclusive breastfeeding on demand, no bottles or pacifiers

Overemphasis over maternal wellbeing may increase risk of postpartum 
depression and anxiety

Data do not support 24 hr/day rooming in and breastfeeding success

Sleep deprivation can be a major trigger for psychiatric 
disorders and hinder recoveryDiez-Sampedro et al., 2019; Jaafar et al., Cochrane Database Syst Review 2012 & 2016; babyfriendlyusa.org



Emphasis to Screen and Prevent







Safety: Need to monitor for suicide 
risk with a prespecified safety plan

Suicidal ideation 

• Among women with PPD:

• 5.4% thoughts of self harm sometimes or 
quite often

Suicide attempts and suicide: 

• In US: 1/20 maternal deaths during 
pregnancy or first postpartum year

• Suicide attempts in the postpartum year: Risk 
Factors

• Mood disorders: bipolar disorder, MDD

• Anxiety disorders

• Psychotic disorders 

• Substance use disorders

• Comorbid diagnoses 
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Using the EPDS as a screening tool

What is the EPDS?

The Edinburgh Postnatal Depression Scale (EPDS) is a questionnaire originally developed to assist

in identifying possible symptoms of depression in the postnatal period.  It also has adequate

sensitivity and specificity to identify depressive symptoms in the antenatal period and is useful in

identifying symptoms of anxiety.

The EPDS is not a diagnostic tool. Rather, it is a screening tool that aims to identify women who

may benefi t from follow-up care, such as mental health assessment, which may lead to a diagnosis

based on accepted diagnostic criteria (DSM-IV-TR or ICD-10).

Download the EPDS Questionnaire

Download the EPDS Scoring Guide

Discover iCOPE: A Digital Screening Solution

Translated versions of the EPDS have been validated in some languages.

How of ten should the EPDS be com pleted?

All women should complete the EPDS at least once, preferably twice, in both the antenatal period

and the postnatal period (ideally 6–12 weeks after the birth).

The non-diagnostic nature of the EPDS, its purpose and the fact that it relates to the previous

seven days (not just that day), should be clearly explained.

Calculat ing Edinburgh Postnatal Depression Scale scor ing

The EPDS is a 10-item questionnaire.  Women are asked to answer each question in terms of the

past seven days. A score is calculated by adding the individual items, as indicated below, for each

question (note some items have reversed scoring):

The EPDS is a 10-item questionnaire. Women are asked to answer each question in terms

of the past seven days.

1. I have been able to laugh and see the

funny side of things

As much as I always could (score of 0)

Not quite so much now (score of 1)

Definitely not so much now  (score of 2)

Not at  all (score of 3)

2. I have looked forward with enjoyment to

things

As much as I ever did (score of 0)

Rather less than I used to (score of 1)

Definitely less than I used to (score of 2)

Hardly at  all (score of 3)

3. I have blamed myself unnecessarily

when things went wrong

Yes, most of the t ime (score of 3)

Yes, some of the t ime (score of 2)

Not very often (score of 1)

No, never (score of 0)

4. I have been anxious or worried for no

good reason

No not all (score of 0)

Hardly ever (score of 1)

Yes, sometimes (score of 2)

Yes, very often (score of 3)

5. I have felt  scared or panicky for no very

good reason

Yes, quite a lot (score of 3)

Yes, sometimes (score of 2)

No, not much (score of 1)

No, not at  all (score of 0)

6. Things have been gett ing on top of me Yes, most of the t ime I haven’t  been able to

cope at all (score of 3)

Yes, sometimes I haven’t  been coping as

well as usual (score of 2)

No, most of the t ime I have coped quite well

(score of 1)

No, I have been coping as well as ever (score

of 0)

7. I have been so unhappy that I have had

di! culty sleeping

Yes, most of the t ime (score of 3)

Yes, sometimes (score of 2)

Not very often (score of 1)

No, not at  all (score of 0)

8. I have felt  sad or miserable Yes, most of the t ime (score of 3)

Yes, quite often (score of 2)

Not very often (score of 1)

No, not at  all (score of 0)

9. I have been so unhappy that I have been

crying

Yes, most of the t ime (score of 3)

Yes, quite often (score of 2)

Only occasionally (score of 1)

No, never (score of 0)

10. The thought of harming myself has

occurred to me

Yes, quite often (score of 3)

Sometimes (score of 2)

Hardly ever (score of 1)

Never (score of 0)

Interpret ing EPDS scor ing

Clinical judgement is integral to interpreting EPDS scores, as in some cases the score may not

accurately represent a woman’s mental health.  For example, a woman may have a low score, even

though there is good reason to believe that she is experiencing depressive symptoms.  A very high

EPDS score could suggest a crisis, other mental health issues or unresolved trauma.

Scores may be influenced by several factors, including the patients understanding of the language

used, their fear of the consequences if depression is identified and di" erences in emotional

reserve and perceived degree of stigma that is associated with depression.

When fol low- up care is required 

A total score of 13 or more is considered a flag for the need for follow up of possible depressive

symptoms.  In the antenatal period, repeat the EPDS in 2-4 weeks if a women’s score is 13 or more

in line with clinical judgement.  If the second EPDS score is 13 or more, refer to an appropriate

health professional, ideally the women’s usual general practit ioner.  In the postnatal period,

arrange referral or ongoing care if a women’s score is 13 or more in line with clinical judgement.

Follow-up may also be needed if scores on Questions 3, 4 and 5 suggest possible symptoms of

anxiety.

For scores of 1, 2 or 3 on Question 10, the safety of the woman and children in her care should be

assessed and, according to clinical judgment, advice sought and/or mental health assessment

arranged.

Cultural considerat ions when using the Edinburgh Postnatal Depression Scale

Scores used to identify possible depression in Aboriginal and Torres Strait Islander and culturally

and linguistically diverse populations are generally lower than those used in the general

population.

For Aboriginal and Torres Strait Islander women, the score may be influenced by the woman’s

understanding of the language used, mistrust of mainstream services or fear of consequences of

depression being identified.

Translations of the EPDS developed in consultation with women from Aboriginal communities

have been found to identify a slightly higher number of women experiencing symptoms of

depression.

Cultural practices, such as attending the consultation with a family member, and di" erences in

emotional reserve and the perceived degree of stigma associated with depression may also

influence the performance of the EPDS in women from culturally and linguistically diverse

backgrounds.

Int roducing iCOPE: The digital per inatal depression screening solut ion

iCOPE is an innovative digital screening

platform that incorporates both the Edinburgh

Postnatal Depression Scale and the Antenatal

Risk Questionnaire.

iCOPE ensures 100% accuracy in scoring,

provides automated tailored clinician and

patient reports and resources, and facilitates

e# cient, cost-e" ective and private screening.

Find out today about how you can make the

switch to digital screening:

M ake the Sw itch to Digital Screening

 

 

EPDS

Questionnaire

(Download)

–

EPDS Scoring

guide (Download)

–

Donate Find Help

Health professionalsAbout Planning a family Expecting a baby Preparing for birth New parents

Health ProfessionalsHealthcare Professional Registration COPE Online Training: Course Information iCOPE Digital Screening Health professional information hubs

Family & community Support us

EPDS Suicide Item

Sit et al., 2015; Goldman-Mellor et al, 2025. Vanderkruik R, Freeman MP, Dunn KA, Clifford CA, Dimidjian S, Cohen LS. The Challenge of Clinical Research and 
Suicidality: Participant Feedback on a Safety Protocol. J Clin Psychiatry. 2023



Risk for PPD: Who is At Risk and Why?

No single known cause of 
postpartum depression

Inconsistent findings: no hormonal abnormality has 
been implicated in the cause of PPD

Thyroid dysfunction is common- either hypo- or 
hyperthyroidism (hypothyroidism more common; 
thyroiditis with acute hyperthyroidism may occur)

Major Risk Factors

Depression and anxiety during pregnancy

History of PPD or postpartum psychosis 

psychosis

History of bipolar disorder

History of recurrent MDD

Cohen et al. Psychiatr Clin North Am. 2010; Pearlstein et al. Am J Obstet Gynecol 2009.



Postpartum Depression Predictors 
Inventory
Stronger Predictors:

• History of depression 

• Depression in pregnancy

• Anxiety in pregnancy

• Stressful life events

• Marital dissatisfaction

• Child-care stress

• Inadequate social supports

• Difficult infant temperament

• Low self-esteem

• Family History of Postpartum Depression –
heritability 44-54% (from twin and sibling studies

Weaker Predictors:

• Unwanted or unplanned 
pregnancy

• Lower socioeconomic status

• Being single

• Postpartum blues



Treatment: Postpartum 
Depression
• Moderate to severe depression

• Antidepressants are first line

• Use lowest effective doses – aim for remission

• Consultation with perinatal psychiatry specialists as needed

• Maximize non-medication alternatives



Antidepressants and Breastfeeding

• Most studies of infant exposure to antidepressants show low levels of drug in 
breast milk and infant serum

• Variable quality of studies

• Some rigorous mother-baby pair studies quantify exposure; case reports can 
be misleading 

• Antidepressants as a class considered reasonable in breastfeeding

• Some better known than others

• Most data for sertraline, paroxetine (low levels of exposure)

• Fluoxetine (more likely detectable but still compatible in breastfeeding)

Weissman et al., 2004; Burt et al., 2001; Orsolini and Bellantuono, 2015; Guille et al., 2013



Breastfeeding and Antidepressants





Brexanolone (SAGE-547) 
Allopregnanolone/Neurosteroids
• FDA approval in 2019

• IV delivered analogue of allopregnanolone

• Allosteric modulator of GABA receptors

• Two positive, controlled trials in postpartum depression (onset during late 
pregnancy or postpartum, presented within six months postpartum with MDD)

• Rapid onset of benefit, durable efficacy to 30 days

• Implementation challenges: cost, in hospital

• Not currently available

Meltzer-Brody et al., Lancet 2018



Zuranolone: FDA approved for PPD
• Oral neurosteroid GABA allosteric modulator

• Studies have demonstrated benefit in placebo-
controlled trials

• Administered orally for 2 weeks 

• Significant improvement on HAM-D observed 
from day 3, at primary endpoint (day 15), 
through day 45

• Improvements on sleep, anxiety also 
demonstrated

• Studies for MDD in men and women

• Most common TEAEs with zuranolone: 
somnolence, dizziness, sedation

• Available through specialty pharmacies

• Scheduled

• Taken with fat containing food

• No clear guidance yet on breastfeeding 

• Safety considerations with other CNS 
depressants (benzodiazepines)

• Current lack of longer term data or guidance 
on use after relapse and for other disorders 
such as postpartum anxiety, OCD, bipolar 
disorder, prevention of PPD

• Variable ease of obtaining and financial 
coverage

Deligiannidis et al., AJP 2023; Deligiannidis et al., JCP 2023; 



Perinatal Depression: 
Non-medication treatments

• Psychotherapy

• Evidence based therapies (Interpersonal Therapy, Cognitive Behavioral Therapy, Behavioral Activation); 
individual and groups; support; range of delivery options being explored: telehealth, phone, peer delivered, 
apps

• Psychoeducation, support groups

• Electroconvulsive Therapy (ECT)

• Transcranial Magnetic Stimulation (TMS)

• Complementary and Alternative Medicine (Integrative Medicine)

Spinelli MG. Am J Psychiatry. 1997;154(7):1028-1030; Dennis CL. J Clin Psychiatry. 2004;65(9):1252-1265; Yonkers KA et al. Obstet Gynecol. 2009; 114(3):703-713; Miller LJ. Hosp Community 
Psychiatry. 1994;45(5):444-450; Goodman and Santangelo, Arch Women’s MH, 2011; Miniati et al., Arch Women’s Mental Health 2014; O’Hara and Engeldinger, Clin Obstet Gynecol 2018; 
Deligiannidis and Freeman, 2014;
Liu et al., Worldviews Evid Based Nurs 2022; Cohen et al. Psychiatr Clin North Am. 2010; Perlstein et al. Am J Obstet Gynecol 2009; Appleby et al., 1997; Branquinho et al., J Affect Disorders 2021.



Prevention:
When? With What?

Pregnancy Postpartum 

Screening, assessments

Leverage pregnancy: Assess for risk factors; 
subsyndromal disorder(s); formulate plans

Implement plan, monitoring and actions

Prevention before PPD onset: Pre-pregnancy?  During pregnancy?  Immediately after delivery? 
Psychotherapies?  Medications?  



PPD Prevention
• Psychotherapies endorsed by 

the US

• Interpersonal Psychotherapy

• Cognitive behavioral therapy

• Groups and individual 
psychotherapies

• Few small randomized controlled 
trials of relapse prevention with 
medication for PPD

• Relapse pharmacologic 
prevention data robust for 
bipolar disorder

US Preventative Task Force, JAMA 2019

Zlotnick et al., 2016, Werner et al., 2014; Kozinsky et al., 2012

Wisner et al., 1994, 2001, 2003



Postpartum Bipolar Disorder and 
Postpartum Psychosis



Pregnancy & Postpartum: 
Risks of Discontinuing Medication 
Viguera, et al. 2000:

• Retrospective comparison of recurrence rates, pregnant (N=42) vs. nonpregnant women 
(N=59) with bipolar disorder

• Rates of recurrence after discontinuation of medication
• Similar for pregnant and nonpregnant women, except more depressive episodes in pregnant 

women (overall recurrence rate = 55%)

• Women at increased risk of recurrence postpartum (70% vs. 24%; 2.9 x more likely to have 
recurrence than nonpregnant women after same time course)

• Recurrence risk greater after rapid discontinuation (<2 wks) than gradual (2-4 wks)



Postpartum Psychosis

Nonacs and Cohen, 1998; Jones & Craddock, 2001; 
Spinelli, AJP, April 2009; Osborne 2018; Spinelli, AJP 2004; Spinelli, AJP 2009



Risk of Psychiatric Hospitalization 
During Pregnancy and 
Postpartum

Highest risk of hospitalization for new mothers is 10 to 19 days postpartum, 
increased outpatient contacts first three months 

Kendell et al. Br J Psychiatry. 1987;150:662; Munk-Olsen et al., JAMA. 2006;296(21):2582-2589.



Cohen LS, Arakelian M, Church TR, Dunk MM, Gaw ML, Yoon HE, Kobylski LA, Vanderkruik R, Freeman MP. The phenomenology of postpartum psychosis: 
preliminary findings from the Massachusetts General Hospital Postpartum Psychosis Project. Mol Psychiatry. 2025 Jun;30(6):2537-2544.



Who is at greatest risk for 
postpartum psychosis?

Harlow et al, Arch Gen Psychiatry 2007



Treatments

Mood stabilizers –
especially lithium, 

atypicals

lamotrigine (only for depressive polarity)

Sleep medications when 
needed

Regimens with multiple 
medications are common 
– consider risks/benefits 

of each as treatment 
evolves

ECT is an option for 
severe illness during 
pregnancy and the 

postpartum



Postpartum Psychosis:
Acute Treatment

• Inpatient psychiatric hospitalization 

• Rule out medical conditions

• Length of stay depends on clinical condition

• Many women will need to stop breastfeeding

• Primary pharmacotherapy: mood stabilizer and an antipsychotic, with medications for 
anxiety, insomnia, and agitation as needed 
• Sequential study of benzodiazepines, antipsychotics, lithium and ECT found majority of response with 

lithium 

• Mainstay treatment – lithium, antipsychotics, ECT

Sit et al., J Women’s Health, 2006; Bergink et al., AJP 2015; Jairaj et al., 2023



Postpartum Psychosis or Mania: 
Treatment After Discharge
• For women with bipolar disorder, maintenance is crucial to prevent relapse

• Treatment planning for adequate sleep, support, help in meeting the needs of caring for a 
baby

• Close monitoring is required for safety
• Psychoeducation of family and friends

• Isolated postpartum psychosis: Little data to inform length of care

• Need to monitor in case index episode of bipolar disorder
• Psychotherapy and close monitoring

• Treatment 6-12 mo with pharmacotherapy



Bipolar Disorder and Postpartum 
Psychosis
Postpartum Psychosis
• 1-2 per 1000 deliveries
• Most commonly associated 

with bipolar disorder
• Can occur circumscribed to the 

postpartum
• High risk of harm to infant, 

mother, other children in 
household

Prevention of severe postpartum illness

• History of isolated postpartum psychosis
• High risk for recurrence postpartum
• Prophylaxis may be deferred to immediately 

postpartum 

• Bipolar disorder
• High risk for recurrence throughout pregnancy and 

the postpartum
• High risk postpartum relapse, postpartum 

prophylaxis decreases risk
• Clinical picture during pregnancy greatly factors into 

postpartum prognosis – recommendation not to 
delay treatment

Nonacs and Cohen, 1998; Jones & Craddock, 2001;  
Spinelli, AJP, April 2009; Osborne 2018; Spinelli, AJP 2004; 
Spinelli, AJP 2009; Wesseloo et al. Am J Psychiatry. 2016



Postpartum Treatment

• Prescribe Sleep

• Sleep deprivation increases the risk of relapse to mood episodes – similar to antidepressants regarding 
risk of induction of mania/hypomania (10%)

• Prescribe Support

• Good social support associated with quicker recovery, less symptomatic; better prophylaxis against 
episodes

• Psychoeducation

• Education during pregnancy (and preconception) about risk of postpartum mood episodes and 
postpartum psychosis

• Include partners/families in conversations about postpartum illness and risks during pregnancy

Colombo, et al. 1999; Johnson, et al. 1999; Stefos, et al. 1996



Mood Stabilizers & Breastfeeding

Lithium – historically not recommended in breastfeeding 

• Toxicity in infants reported in a notable number of cases; Contraindicated at one time by the American 
Academy of Pediatrics

• Modest study has shown that with careful monitoring may be reasonable with low infant lithium blood 
levels (careful monitoring required)

Lamotrigine – substantial number of mother-baby pairs studied without adverse 
effects

Atypical antipsychotics – generally understudied or unstudied, depending on 
individual medication

American Academy of Pediatrics 2001; Viguera et al., 2007; Newport et al., 2009; 
Imaz et al., 2021; Heinonen et al., 2022



Mood Stabilizers and 
Breastfeeding
Lithium and Breastfeeding 
•N=10 mother-baby pairs
•Mothers stable, lithium monotherapy 600 to 1,200 mg/day
•Babies’serum levels 0.09 to 0.3 meq/L (average 0.16) 
•Transient increases in elevated infant TSH, BUN, Cr

Recommendations
Consider lithium when:
• Bipolar disorder in mother who is stable
• Lithium monotherapy (or simple regimen)
• Adherence to infant monitoring (lithium level, TSH, BUN, Cr immediately postpartum, 4 to 6 weeks of age, and then every 

8 to 12 weeks)
• Healthy infant
• Collaborative pediatrician

BUN, blood urea nitrogen; Cr, creatinine; TSH, thyroid-stimulating hormone.

Viguera AC et al. Am J Psychiatry. 2007;164(2):342-345.



Approaching Barriers to Care

Multidisciplinary collaboration and education

Telehealth - when appropriate

Addressing shame and stigma

Prioritizing maternal mental health 

Digital health – how to best integrate?

Collaborative care – best models? 



Postpartum Depression:

Methodological Issues in Treatment Trials



Indication: Postpartum 
Depression (PPD)
• Specific?  Specifically helpful for PPD?

• Efficacious for MDD, but PPD is an easier target?

• Easier?   FDA requirements different for PPD vs. MDD - trial length, 
longer term data

MDD MDDMDD

PPD



Context of PPD – The Nuances

Context of having a 
new baby

Breastfeeding or not
Comorbidity of other 

disorders – psychiatric 
and obstetric/medical

Heterogeneity of 
presentation 

Stigma and shame

Will she get pregnant?  

Can a treatment be 
used again if needed 

for relapse or 
recurrence

Level of support at 
home

Sleep issues – can 
someone else help for 
restorative sleep, night 
feedings, re: sedating 

med

Impact of support 
provided by contact in 

study

Difficulty of getting to 
appts and out of the 

home

Risk of bipolar disorder 
with index episode 

being PPD
Recruitment challenges



Recruitment Challenges and 
Generalizability

What happened before: phone screens?



The result of short term studies for 
FDA approval:
Post-approval for PPD: What clinicians want to 
know about Zuranolone

• Assuming a brief course approved, can it be used longer? 

• If a patient responds, should they be started on an SSRI to maintain the response or continue to improve

• If they had been on an antidepressant prior to zuranolone, should they continue it

• If it works and pt relapses, can it be used again?

• PPD is recurrent – can use prophylactically after next pregnancy

• Other postpartum diagnoses –postpartum bipolar depressive episodes, postpartum anxiety, psychosis, OCD

• Outside of the postpartum?  

• Further out postpartum - 2 years?  Any episode MDD?  TRD?

• Other hormonally related disorders- PMDD, perimenopause/menopause?

• For men and women for MDD, bipolar depression

• Safety data unknown after 45 days

• For wider use, Phase 4 studies or build into earlier phases are needed



Pipeline
• Neurosteroids: Rapid acting: in theory based on hormonal shifts during the postpartum, 

allopregnanolone drop within 24 hrs, mainly GABAa receptor positive allosteric modulators 
(PAMs)
• Zuranolone, brexanolone – FDA Approved

• Short term studies
• Zuranolone studied for MDD in men and women –– longer studies

• Ganaxolone did not differ significantly from placebo at 28 days – high placebo response rates
• Outperformed placebo at 24-hour point – low placebo response at 24 hours, higher later 

endpoints

• Rapid-Acting Psychedelic-Inspired Therapeutics: 
• Luvesilocin (formerly RE104):  Recent Phase 2 data (Reunion Neuroscience); subcutaneously 

administered prodrug targeting the serotonin 2A receptor.
• Inhaled Mebufotenin (GH001): Developed as an ultra-rapid treatment administered via inhalation on a 

single-day individualized dosing regimen. 

• (Johnson M, Aceves Baldo P, Arbe E, Brennan B, Cohen SE, Doolin K, Gann W, Gregory D, Keady S, Kriger K, MacIsaac R, Ratcliffe S, Rubinow DR, Svendsen 
CB, Terwey TH, Tully D, Valcheva V, Zantvoord JB, Deligiannidis KM. Inhaled Mebufotenin (GH001) for Adult Patients With Postpartum Depression: A Phase 
2a Open-Label Clinical Trial. J Clin Psychiatry. 2026 Jun 3;87(3):25m16284.)

• Accelerated Transcranial Magnetic Stimulation

• Mobile apps                                                                                                                  [from AI, clinicaltrials.gov]



Important Resources

Postpartum Support International
www.postpartum.net

MGH Center for Women’s Mental Health
www.womensmentalhealth.org

MGH Postpartum Psychosis Project
https://www.mghp3.org

MCPAP for Moms
https://www.mcpapformoms.org

National Maternal Mental Health Hotline
https://mchb.hrsa.gov/national-maternal-mental-health-hotline

http://www.postpartum.net/
http://www.womensmentalhealth.org/
https://www.mghp3.org/
https://www.mcpapformoms.org/
https://mchb.hrsa.gov/national-maternal-mental-health-hotline


Virtual Rounds at the Center for 
Women’s Mental Health

Register here: https://womensmentalhealth.org/educational-programs/virtual-rounds-at-the-cwmh/

12/3/23, 2:52 PMVir tual Rounds at  t he CWMH -  MGH Center for Women's Mental Health

Page 2 of  3ht tps://womensmentalhealth.org/educat ional- programs/vir tual- rounds- at - the- cwmh/

Register Here!

Since COVID-19 rendered the Center for

Women’s Mental Heal th almost totally

remote, Virtual Rounds have served as a

precious opportunity for us to remain

engaged and build further connect ions with

women’s mental heal th providers across the

United States and the world. Our panelists

include Dr. Lee S. Cohen, Dr. Marlene

Freeman, al ternating faculty from the

CW MH, and colleagues across the country.

Attendees have ranged from specialists in

reproduct ive psychiatry to clinical social

workers to researchers and to trainees. We

field questions and clinical cases, and share

resources to guide decision-making and

patient care.

The webinar is hosted via Zoom.

Participants need register only once at this

form to receive an invitat ion to the full

webinar series. We suggest that registrants

create a recurring calendar reminder for

themselves with the invitat ion link,

although Zoom also sends reminders 1 day

and 1 hour prior to the webinar.

If you have a question or case you would

like to have considered for discussion during

rounds, you are welcome to email it to

admin@womensmentalheal th.org

Virtual Rounds are held from 2-3pm EST

on Wednesdays.

-Started March 2020 

-All health care providers 
welcome

-No cost to attend



Thank you!

Marlene P. Freeman, MD

www.womensmentalhealth.org


