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Postpartum Depression
Postpartum depression can start any time during pregnancy or in the first year
after giving birth.

T H E  S T O RY  I N  O N E  S E N T E N C E

Postpartum depression can start any time during pregnancy or in the first year after giving

birth.

“After birth, a sudden drop in hormones plus sleep loss and huge life stress can push the

brain's mood circuits into a stuck-down state that won't lift on its own.”

Normal anatomy — the body's job

A healthy brain keeps mood steady through a balance of chemical messengers—serotonin

(steadies mood and sleep), dopamine (sparks joy and motivation), and norepinephrine (powers

energy and focus)—working across the limbic system (the deep emotion centers) and the

prefrontal cortex (the front part that steadies feelings and keeps perspective).

B O D Y ' S  J O B

The limbic system reads your emotional world and sets your baseline feeling tone. The

prefrontal cortex acts like the brakes, calming big feelings and helping you see the bigger

picture. The hypothalamus (a small control center deep in the brain) talks to the pituitary

gland (a pea-sized gland just below the brain) and the adrenal glands (two small glands

sitting on top of your kidneys) to manage your stress response—this is called the HPA axis.

When everything works, these parts keep your mood in a healthy range, let you feel joy,

give you energy to care for your baby, and help you sleep when you get the chance.

Pregnancy floods the body with estrogen and progesterone (the main pregnancy hormones),

which keep serotonin, dopamine, and norepinephrine levels high.

After delivery, estrogen and progesterone drop sharply within 24 to 48 hours—sometimes

by 90 percent or more.

In most women, the limbic system and prefrontal cortex adapt to the hormone drop and

brain-chemical levels rebalance within a few weeks.

Sleep, social support, and low stress give the brain time and space to adjust.
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Mood stays steady, joy returns, energy comes back, and the new mother can bond with her

baby.

What breaks

The same hormone crash that ends pregnancy can push brain-chemical levels so low that the

mood circuits get stuck in a down state. The prefrontal cortex (the part that steadies feelings)

and the limbic system (the deep emotion centers) cannot pull mood back up on their own. Lost

sleep, isolation, past depression, childhood trauma, and big life stress make the stuck state

much worse and much harder to escape.

C L I N I C A L  T E R M

Postpartum depression is a major depressive episode with onset during pregnancy or

within the first year postpartum, driven by the rapid withdrawal of estrogen and

progesterone after delivery, which destabilizes serotonin, dopamine, and norepinephrine

signaling in the limbic system and prefrontal cortex. The HPA axis (hypothalamic-pituitary-

adrenal stress circuit) becomes overactive, flooding the body with cortisol (the main stress

hormone). Risk is amplified by sleep deprivation, lack of social support, prior mood

disorder, childhood adversity, and psychosocial stressors.

How the body compensates

In the early days, the body tries to push through with adrenaline (the fight-or-flight hormone)

and sheer willpower. A new mother may look like she is coping—going through the motions of

feeding, changing, and soothing her baby—while inside, sadness, guilt, and scary thoughts are

growing. This is the dangerous window: she may not ask for help because she feels ashamed,

fears judgment, or believes she should be able to handle it alone.

{'stage': 'First days to weeks', 'what': 'The body runs on adrenaline and the drive to protect

the baby. The mother may look tired but functional.', 'hidden': 'Inside, mood is sinking, joy

is gone, and guilt or scary thoughts are starting—but she hides it, fearing she will be seen

as a bad mother.'}

{'stage': 'Weeks to months', 'what': "Sleep debt piles up, social isolation grows (especially if

she cannot leave the house or feels too ashamed to reach out), and the brain's reward

circuits (powered by dopamine) shut down further.", 'hidden': 'She may stop eating well,

stop caring for herself, withdraw from her partner or family, and feel numb or detached

from her baby—while still going through the motions of care.'}
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{'stage': 'Critical danger point', 'what': 'Suicidal thoughts appear, or she has intrusive

thoughts of harming the baby (these are unwanted, terrifying thoughts—not desires—but

they cause overwhelming guilt and fear).', 'hidden': 'She may not tell anyone because the

shame is so great. Suicide is a leading cause of maternal death in the first year postpartum.

In rare cases (<1 in 1,000), postpartum depression can tip into postpartum psychosis (a

break from reality with hallucinations or delusions), which is a psychiatric emergency

because the risk of harm to mother or baby is high.'}

Domino effect

Within hours after delivery, estrogen and progesterone drop by up to 90 percent. — These

hormones kept serotonin, dopamine, and norepinephrine levels high during pregnancy.

When they crash, brain-chemical levels fall with them—like a wave pulling back from the

shore.

Serotonin (the brain messenger that steadies mood and sleep) drops, and the limbic system

(the deep emotion centers) cannot stay balanced. — Low serotonin makes the amygdala

(the alarm center) more sensitive to threat and the prefrontal cortex (the steady-feeling

center) less able to calm it down. Sadness feels heavier, anxiety spikes, and sleep stays

broken even when the baby sleeps.

Dopamine (the messenger that sparks joy and motivation) falls, and the brain's reward

system goes quiet. — The nucleus accumbens (the reward and pleasure center) stops

lighting up in response to the baby's smile, a warm meal, or time with loved ones. Nothing

feels good. This is anhedonia—the loss of joy—and it is one of the core signs of depression.

The HPA axis (the stress circuit from brain to adrenal glands) gets stuck in overdrive,

flooding the body with cortisol. — High cortisol keeps the body in a state of alarm, breaks

down deep sleep, weakens the prefrontal cortex further, and amplifies guilt and negative

thoughts. The brain interprets normal new-parent stress as overwhelming danger.

Sleep deprivation from nighttime baby care prevents the brain from clearing waste,

rebalancing chemicals, or repairing mood circuits. — Deep sleep is when the brain does its

housekeeping—flushing out toxins, restoring serotonin and dopamine, and strengthening

the prefrontal cortex. Without it, the stuck-down state gets worse every day.

Guilt, shame, and scary intrusive thoughts flood in, and the mother withdraws or hides her

feelings. — The weakened prefrontal cortex cannot stop the amygdala from firing alarm

signals or block unwanted, frightening thoughts (like images of harm coming to the baby).

She feels like a bad mother, fears judgment, and often does not ask for help.
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In severe cases, suicidal thoughts appear, or—rarely—postpartum psychosis develops

(hallucinations, delusions, or a break from reality). — When brain chemistry stays broken,

despair can grow into thoughts of self-harm or escape. Postpartum psychosis is a

psychiatric emergency and requires immediate hospitalization because the risk of harm to

mother or baby is very high.

Without treatment—therapy, medication, support, and rest—the depression deepens,

mother-infant bonding suffers, and long-term outcomes for both worsen. — Early

intervention (screening with tools like the Edinburgh Postnatal Depression Scale, starting

therapy such as cognitive-behavioral or interpersonal therapy, considering SSRIs if needed,

mobilizing family support, and protecting sleep) can reverse the circuit breakdown and

restore mood. Untreated postpartum depression can last months to years and harm the

child's emotional and cognitive development.

Symptoms · what the patient feels, and why

Feeling sad, empty, or hopeless most of the day, nearly every day: After birth, estrogen and

progesterone (hormones that were sky-high during pregnancy) crash suddenly. This steep

drop affects serotonin and dopamine (brain messengers that regulate mood and pleasure),

leaving the emotional centers of the brain—especially the limbic system (the brain's feeling

hub)—struggling to stay balanced.

Loss of interest or pleasure in things that used to feel good: The reward pathways in the

brain—powered by dopamine (the 'feel-good' messenger)—lose their signal strength when

hormone levels plummet after delivery. The nucleus accumbens (the brain's reward center)

stops lighting up the way it should, so even caring for the baby or hobbies can feel flat and

empty.

Extreme tiredness or no energy, even after rest: Sleep deprivation from newborn care

disrupts the hypothalamus (the brain's control tower for sleep and energy). At the same

time, the body is recovering from birth, inflammation is still settling, and thyroid hormone

levels can dip temporarily—all draining the body's fuel reserves.

Trouble bonding with or feeling connected to the baby: Oxytocin (the 'bonding hormone'

released during skin-to-skin contact and breastfeeding) may not rise normally when

depression dampens the brain's emotional circuits. The prefrontal cortex (the brain's

planning and emotion-regulating center) also struggles to process warm feelings when

serotonin is low, making connection feel forced or absent.

Feeling worthless, guilty, or like a bad mother: The anterior cingulate cortex (a brain region

that tracks mistakes and self-judgment) becomes overactive when serotonin drops. This

creates a loop of harsh self-criticism and exaggerated guilt, even over small things or

situations beyond the mother's control.
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Trouble concentrating, remembering things, or making decisions: The prefrontal cortex and

hippocampus (the brain's memory and decision-making centers) need steady dopamine and

norepinephrine (brain messengers that sharpen focus and memory) to work well. When

these messengers drop after childbirth, thinking gets foggy and choices feel overwhelming.

Changes in appetite—eating much more or much less than usual: The hypothalamus

controls hunger signals. When serotonin and dopamine fall, the brain's ability to sense

fullness or hunger gets scrambled, leading some mothers to lose interest in food and others

to seek comfort in eating.

Thoughts of harming yourself or the baby, or thoughts that you or the baby would be better

off dead: Severe depletion of serotonin (which helps regulate mood and impulse control)

combined with relentless stress and sleep loss can overwhelm the prefrontal cortex's ability

to stop dark, intrusive thoughts. The brain's safety brakes weaken, and dangerous ideas

that would normally be dismissed can feel compelling or even logical.

Hearing voices, seeing things that aren't there, or having bizarre beliefs (signs of

postpartum psychosis): In rare cases, the sudden hormone crash after birth—combined with

inflammation, autoimmune triggers, or genetic vulnerability—can destabilize dopamine

pathways so severely that the brain loses its grip on reality. The thalamus (the brain's

sensory relay station) and the temporal lobes (which process sounds and perceptions) begin

to misfire, creating hallucinations and delusions.

Focused exam

Edinburgh Postnatal Depression Scale (EPDS) score ≥10: The EPDS is a 10-question form

that catches postpartum depression early. A score of 10 or higher means the brain's mood

circuit—the parts that keep feelings steady and make you feel okay—is stuck in the 'off'

position and needs help now.

Flat or sad face, slow speech, poor eye contact: When the mood circuit breaks in

postpartum depression, the face and voice show it first—like a battery running low, the

whole system slows down. This tells you the problem is real and in the brain, not just

tiredness from caring for a baby.

Mom says she has no joy in her baby or anything else (anhedonia): Loss of joy is the core

break in postpartum depression—the nucleus accumbens (the brain's pleasure and reward

center) goes offline, so nothing feels good anymore. This separates postpartum depression

from normal new-mom tiredness, which still allows moments of happiness.

Direct question: 'Have you thought about harming yourself or your baby?' Answer is yes or

unclear: Suicide is the top cause of death in mothers in the year after birth. Postpartum

depression makes these thoughts real and scary. You must ask every time and write down

the answer—it can save a life.
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Sleep and appetite changed even when baby is asleep or fed (not just from baby care): In

postpartum depression, the hypothalamus (the brain's control tower for sleep, hunger, and

body rhythms) breaks—mom can't sleep even when she has the chance, and food tastes like

nothing. This proves the brain chemistry is wrong, not just the schedule.

Signs of psychosis: mom sees or hears things not there, or fears she will hurt the baby with

no reason to: Postpartum psychosis is a different, more dangerous condition—it means the

break from reality is happening, usually from too much dopamine (a brain messenger that

when too high causes hallucinations and delusions). This is a separate emergency—hospital

now.

Diagnostics · every test answers a question

Edinburgh Postnatal Depression Scale (EPDS) → Is the mom's mood low enough to be

depression, not just normal tiredness?

Thyroid-stimulating hormone (TSH) and free T4 → Is the thyroid gland (the body's

metabolism control center in the neck) working right, or is it broken and causing the low

mood?

Complete blood count (CBC) → Does the mom have anemia (low red blood cells) from blood

loss at birth or low iron, which can make tiredness and sadness worse?

Ferritin (iron storage level) → Are the body's iron stores empty, even if the blood count

looks okay?

25-hydroxyvitamin D level → Is vitamin D (which the brain needs to make mood

messengers) too low?

Urine drug screen (if history or concern for substance use) → Is the mom using substances

(alcohol, opioids, cannabis, stimulants) that could be causing or worsening the mood

symptoms?

Treatment logic

EPDS screening at every postpartum visit (2 weeks, 6 weeks, and any time concern arises)

→ Catches depression early before it deepens. A score of 10 or higher means the brain's

stress-stopping circuit—the prefrontal cortex (the front of the brain that pumps the brakes

on big feelings) and the hippocampus (the memory center that helps make sense of stress)

—is already struggling. Finding it now stops the spiral before it gets worse.

Sertraline 50-200 mg daily (SSRI antidepressant) or escitalopram 10-20 mg daily, started

right away → These medicines block serotonin (a brain messenger that steadies mood and

sleep) from being vacuumed back up too fast, so more stays in the space between brain

cells. This lets the mood circuit work again. They take 2-4 weeks to show full effect, but

some relief starts earlier.
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Weekly talk therapy: cognitive-behavioral therapy (CBT) or interpersonal therapy (IPT) →

CBT rewires the thinking patterns that feed the depression—like breaking the loop of 'I am

a bad mother' by testing that thought against real evidence. IPT helps fix relationship

problems and role changes (like becoming a mom) that trigger the depression. Both

strengthen the prefrontal cortex's ability to regulate feelings.

Brexanolone IV (60-hour continuous infusion in hospital) or zuranolone oral (2.5 mg daily ×

14 days) for moderate-to-severe cases → These target the allopregnanolone pathway—

allopregnanolone is a brain steroid (made from progesterone) that calms the amygdala (the

brain's alarm center) by boosting GABA (the brain's main calming signal). After birth,

allopregnanolone drops sharply, and these medicines restore it. They work in days instead

of weeks, which matters when mom is suffering hard or having thoughts of self-harm.

Sleep support: dedicated night helper (partner, family, doula, or night nurse) so mom gets

at least one 5-hour block of unbroken sleep each night → Sleep loss is both cause and

symptom—it amplifies the broken stress circuit by keeping cortisol (the body's main stress

hormone) high and blocking the hippocampus from clearing out stress memories.

Protecting sleep lets the brain reset and makes every other treatment work better.

Ask directly every visit: 'Do you have thoughts of harming yourself or your baby?' If yes →

immediate same-day psychiatric evaluation, safety plan (remove guns, pills, sharp objects),

and consider hospitalization → Identifies severe suicidal risk or postpartum psychosis (a

medical emergency where the brain loses touch with reality). These need hospital care,

often with antipsychotic medicines like olanzapine or haloperidol for psychosis, and close

monitoring to prevent tragedy.

Lactation support + safe medicine choice: sertraline and escitalopram pass into breast milk

in tiny amounts (safe); brexanolone and zuranolone are also safe; avoid paroxetine and

benzodiazepines → If breastfeeding matters to mom, choosing the right medicine lets her

stay connected to her baby and keep the bonding and health benefits of nursing while

treating her brain. This reduces guilt and preserves the relationship.

Medications

Sertraline (Zoloft) · SSRI (selective serotonin reuptake inhibitor)

Sertraline blocks the pump that normally sucks serotonin (the brain messenger that steadies

mood and sleep) back out of the gap between nerve cells. When serotonin stays in the gap

longer, the receiving cell gets a stronger, steadier signal. Over a few weeks, this helps lift the

dark cloud of depression and makes it easier to feel joy again. Sertraline passes into breast

milk in very tiny amounts — the lowest of all SSRIs — so doctors often pick it first when a mom

is breastfeeding.

Sertraline enters the bloodstream and crosses into the brain.
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It lands on the serotonin transporter (the pump on the sending nerve cell that normally

pulls serotonin back inside).

By blocking that pump, sertraline lets serotonin stay in the synapse gap longer.

The receiving nerve cell picks up more serotonin signal, which over time helps rebalance

mood circuits.

After 2–4 weeks of daily use, the brain adjusts and depression symptoms begin to lift —

mood improves, sleep steadies, and interest in life returns.

S A F E T Y  WAT C H

Watch for worsening sadness, thoughts of harming yourself or the baby, or new agitation in

the first few weeks — call the doctor immediately if these appear. · Common early side

effects: upset stomach, loose stools, headache, and trouble falling asleep. These usually

fade after the first week or two. · Do NOT stop suddenly — sertraline must be tapered

down slowly to avoid withdrawal symptoms like dizziness, electric-shock feelings, and

rebound anxiety. · Safe during breastfeeding at standard doses (sertraline passes into milk

in the smallest amounts of any SSRI), but discuss with your doctor so the baby can be

watched. · Rarely, SSRIs can trigger serotonin syndrome (too much serotonin, causing

confusion, fast heart rate, sweating, and muscle jerking) if combined with certain other

medicines — tell every provider what you are taking.

Escitalopram (Lexapro) · SSRI (selective serotonin reuptake inhibitor)

Escitalopram works the same way sertraline does — it blocks the pump that pulls serotonin

back out of the gap between mood nerve cells, letting the calming, mood-lifting signal stay

stronger. It is very clean and selective, meaning it targets serotonin pumps tightly and causes

fewer side effects for many people. Escitalopram does pass into breast milk in slightly higher

amounts than sertraline, but is still considered compatible with breastfeeding under medical

supervision.

Escitalopram is absorbed into the bloodstream and crosses into the brain.

It binds to the serotonin transporter on the sending nerve cell, blocking the pump.

Serotonin stays in the synapse longer, strengthening the signal to the receiving cell.

Over 2–4 weeks, the mood circuits rebalance and depressive symptoms ease — sadness

lifts, sleep improves, and energy returns.

Full benefit usually appears by 6–8 weeks of daily use.
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S A F E T Y  WAT C H

Watch for new or worse thoughts of harming yourself or the baby, especially in the first

few weeks — contact your provider immediately if this happens. · Common early side

effects: nausea, headache, dry mouth, and drowsiness or trouble sleeping. Most fade

within a week or two. · Do NOT stop suddenly — taper slowly under medical guidance to

avoid withdrawal symptoms like dizziness, brain zaps, and irritability. · Safe during

breastfeeding for most women, but the baby should be monitored by the pediatrician. ·

Rarely can cause serotonin syndrome if combined with other serotonin-boosting drugs —

always share your full medication list with every provider.

Brexanolone (Zulresso) · Neuroactive steroid (allopregnanolone analog)

Brexanolone is a lab-made copy of allopregnanolone, a natural calming hormone the body

makes from progesterone. During pregnancy, allopregnanolone levels soar to help keep mood

steady. After delivery, they crash fast — in some women, this sudden drop overwhelms the

brain's calming circuits and triggers severe depression. Brexanolone refills that calming signal

by turbocharging GABA (the brain's main brake pedal), which quiets overactive fear and

sadness circuits. Unlike SSRIs, brexanolone can lift depression in hours to days, not weeks.

Brexanolone is given as a continuous IV drip over exactly 60 hours in a certified medical

facility.

It enters the brain and docks onto GABA-A receptors, making them much more sensitive to

GABA (the brain's natural calming messenger).

When GABA lands on these supercharged receptors, the calming signal becomes much

stronger, quieting the overactive fear and sadness circuits.

Depressive symptoms — hopelessness, severe sadness, inability to bond with the baby —

often begin to lift within 24–48 hours.

The benefit lasts after the infusion ends, though some women need additional

antidepressant treatment to maintain improvement.

S A F E T Y  WAT C H

Requires a certified treatment center and continuous pulse-oximetry monitoring because

brexanolone can cause sudden severe sleepiness and loss of consciousness. · You cannot

care for your baby alone during the infusion — a support person must be present the

entire time. · Common side effects: extreme drowsiness, dry mouth, flushing, and

dizziness. · Very expensive (often over $30,000 per treatment) and not always covered by

insurance — financial counseling and prior authorization are essential. · Safe during

breastfeeding, but close monitoring of the baby is recommended during and after the

infusion.
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Zuranolone (Zurzuvae) · Neuroactive steroid (allopregnanolone analog)

Zuranolone works just like brexanolone — it mimics allopregnanolone, the natural calming

hormone that drops sharply after childbirth. It supercharges GABA-A receptors (the brain's

main calming switches), letting GABA (the brain's brake signal) work much more powerfully.

This quiets the overactive fear and sadness circuits that drive postpartum depression. The

major advantage of zuranolone is that it comes as a once-daily pill taken for 14 days, so you

can take it at home instead of needing a 60-hour hospital IV infusion.

Zuranolone is swallowed once daily in the evening for 14 days.

It is absorbed into the bloodstream and crosses into the brain.

It docks onto GABA-A receptors and makes them far more responsive to GABA (the brain's

natural calming messenger).

With stronger GABA signaling, the overactive fear and sadness circuits quiet down.

Many women feel better within a few days, and improvement often continues even after the

14-day course ends.

S A F E T Y  WAT C H

Can cause severe drowsiness — do NOT drive, operate machinery, or care for your baby

alone until you know how it affects you. · Common side effects: sleepiness, dizziness,

diarrhea, fatigue, and cold-like symptoms. · Take in the evening with a fatty meal to

improve absorption. · Do NOT drink alcohol while taking zuranolone — it increases the risk

of dangerous sedation. · Very expensive (often several thousand dollars for the 14-day

course) and may not be covered by insurance — prior authorization and financial

assistance programs are often needed. · Pregnancy must be avoided while taking

zuranolone and for one week after the last dose — use reliable contraception. · Safety

during breastfeeding is not fully established — discuss risks and benefits with your doctor.

Red flags

Any thought of harming yourself or the baby

Hearing voices, seeing things that are not real, or believing things that make no sense to

others (possible postpartum psychosis)

Unable to care for yourself or the baby, or feeling completely detached from the baby

Severe anxiety or panic attacks that make it hard to function

Rapid mood swings, confusion, or bizarre behavior that started suddenly after delivery
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Nursing priorities

Ask every postpartum patient about thoughts of self-harm or harming the baby at every

visit using direct questions — Suicide is the leading cause of death in the postpartum year

and infanticide (killing the baby) happens in severe untreated postpartum depression, so

direct screening saves lives even though it feels uncomfortable to ask

Complete the Edinburgh Postnatal Depression Scale (EPDS) screening tool at the 2-week

and 6-week postpartum visits and any time the mother or family expresses concern — The

EPDS is a validated 10-question screening test that catches postpartum depression early

because many mothers hide their symptoms due to shame or fear of being judged as a bad

mother

Assess whether the mother can safely care for herself and the baby, including feeding,

diapering, and recognizing when the baby needs help — Severe depression causes

psychomotor retardation (slowed movement and thinking) and poor concentration that

prevent the mother from meeting the baby's basic needs for nutrition and safety

Identify and document the mother's support system including who lives at home, who can

help with baby care, and whether the family believes postpartum depression is real —

Social isolation and lack of practical help increase cortisol (stress hormone) levels that

worsen depression, and family members who do not understand mental illness may prevent

the mother from getting treatment

Teach the mother and family that postpartum depression is a medical illness caused by

hormone changes and brain chemistry, not a character weakness or bad mothering —

Shame and guilt about having depression delay treatment by an average of 6 months, and

understanding the biological cause of depression reduces self-blame and increases

treatment acceptance

Coordinate same-week mental health referral for therapy and psychiatry evaluation, and

confirm the mother has transportation to get to appointments — Cognitive-behavioral

therapy (talk therapy that changes negative thought patterns) works as well as medicine for

mild to moderate postpartum depression, and combining both treatments gives the best

outcomes

Review safe medication use during breastfeeding and reassure mothers that sertraline and

escitalopram are compatible with breastfeeding — Many mothers refuse antidepressant

medicine because they fear harming the baby through breast milk, but untreated maternal

depression harms infant brain development more than the tiny amount of medicine in

breast milk

Schedule follow-up contact within 48 to 72 hours after starting antidepressant medicine to

check for worsening depression or new suicidal thoughts — Antidepressants can increase

suicide risk in the first 2 weeks of treatment before mood improves, especially in women

under age 25, so close monitoring in the early treatment period prevents self-harm

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

M a ld ek Condition Catalog · Mental Health &amp; Substance Use

educational use only · not a substitute for clinical judgment page 11 of 12



Sources

ACOG Practice Bulletin No. 212: Screening and Diagnosis of Mental Health Conditions

During Pregnancy and Postpartum, 2024

American Psychiatric Association: Diagnostic and Statistical Manual of Mental Disorders,

Fifth Edition (DSM-5-TR)

U.S. Preventive Services Task Force (USPSTF) Recommendation on Perinatal Depression,

2023

Postpartum Support International Clinical Guidelines
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