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Objectives

Id entify pharmaco ki netic properties that increase the likelihood of mediction transfer i nto hu man milk
Recdl select medications that may be inappropriate for use duringlactation
Utilize various resources to determine the safety of a medication during lactation

Describe postoar tum depression and indications for antidep res sants

Evaluae availableliterature and recommendations regardingantidepressant use in lactation
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Abbreviations

PPD: Postpartum Depression PNAS: Poor Neonatal Adap tation Syndrome

OR: Odd's Ratio MOA: Mechanismof Action

RR Relative Risk SSRI: Selective Serotonin Reuptake Inhibitor

Q: Confidence Interval SNRI: Serotonin Noepinephrine Reup ake I nhibitor
EPDS: Edin burgh Postnatal DepressionScale RID: Relative Infant Dose

HAM-D: Hamilton Depression Rating Scale

SMD: Stan dardized Mean Difference

LSM: Least Squares Mean

Inclusivity Statement

| adnow ledge that not dl individuals who experience pregnancy or ladation id entify as women or
mothers. While the tems "women", "mother", and "br eastfeeding” may be used thoughou't this talk,
it is important torecognize that peop le of various gender identities, including ansgender men and
non-binary individuals may als o experience pregnancy and lactation. | dso adnowledge tha not dl
nursing or lactating parents hawe breasts and may not be feading at the breast/chest. Therefore, this
presentationwill regularly use the terms nursing, lactating, and/or chest feeding in addition to
breastfeeding.

Medication Use in Lactation




Assessing Medication Use During Lactation

« Comfort level
with taking
medications

« Knowledge of
medication

* Pregnancy status
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Medication Transfer into Breastmilk

Medication Transfer into Breastmilk
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Medication Transfer into Breastmilk

- Attain high concentrations in
matemal plasma

« Low volume of distribution

« Long half-life

* Low molecular weight (<500 Da)
« Low protein binding

« Pass into the braineasily

| >
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Medication Transfer into Breastmilk

+ Drugs normally enter humanmilk by passive diffusion
(high to low wncentration)
« Pass from the maternal plasma throu gh apillaries into
the lactocyes lining the dveolus
+ Medications must pass throughbothlipidbilayer
menbranes to penetrate milk
« **During the first 72 hours postpartum medications
may pass between the alveolar cellsdue to large gaps

+ Themostinportant determination of drug penetration
into milkis the mother’s plasma level

Hales Medications & Mo thers'Milk, 2023
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Medication Transfer into Breastmilk

Can help determine safety by assessing factors such as milk concentrations from tertiary referen ces
spedfic forlactation

Mik /plasma (M/P) ratio- the average milk concentration comparedwiththe average maternal plasma
concentration

* M/P > 1 indicates that the dugconcentrates in the milk (but does not tell youwhether or not it is 'safe)

A,
MEmati

Peak mik concentration can determine maximum infant exposure, however, not always available

Relative Infant Dose (RD) -standardized way to elae the dose of drug theinfant is exposed to via
breastmilk tothe dose administeredto the maother

ot b e s gk ik
Hubrd b bevnky
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Medication Transfer into Breastmilk

Relative Infant Dose (RD)
+ Provides an idea of how muc medication theinfant is exposed toona we ght-normalized basis
+ Generdly, assume an average daly milk intake of 150mi/kg
* ARIDof <10% is generally considered ‘compatible with breastfeeding’
* Limitations:
+ May not account foradtive metabolites
« Estimates infant exposu e, but does not consid erinfant & sorption
« Does not account for possibleimpaireddrug dearance
« Assumes standard maternal dosing

Infart dalfy dose par kgviamilk
Matermal daily dose per ke

| el

RID= x 100
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Considerations for Medication Use During Lactation

Harmful Effect Alter
for on milk  taste of
baby supply milk
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Review of Select Medications

Medications that may be harmful forbaby
+ Chemotherapy/ cytotoxic drugs

* Radioiodine

+ Amiodarone

+ Codeine

+ Highdose opioids or benzo diazepines

« Mgt drugs

| >




Review of Select Medications

Medications t hat may decrease mik supply
Pseud oephedrine

Hormonal cntraceptives
Antihistamines (?)
Diuretics (?)

Aripiprazole
Corticosteroids

| el
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Review of Select Medications

Medications that may alter the taste of mik
Nimatrelvir/rito navir (Paxlovid)
Azelastine (Astepro)

Metronid &ole (Aagy))

Anrodi pine (Norva s¢)
Adzithronycin (Zithromax)
Doxycydine

Famotidine (Pepdid)

Lebetalol

Propranolol (Inderal)

SMX/TMP (Bactrim)

| el

Resources for Determining Medication Safety

« Teratology information services- Organization of Teratology Information Spedalists (OTIS)
o MatherloBahy ® (1-866-626-6847)

Electronic databases

o LactMed®

o e-lactanda.org

Textbooks

o Hale's Medications & Mother's Milk

o Drugs in Pregnancy and lactation @Briggs)

« Other
o lnfant Risk Center (1-806-352-2519) or InfantRisk app
dvisory Committee anMedical llses of lsatapec(ACMI SithConmities on NirdngMother

Guiddines farthe Medical Administration of Radiaactive Mateial

| >
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Considerations for Medication Use During Lactation

L1 Compatible Drug which has bee ntaken by alarge number of breastfee dingmothe s wi thout any observed increase inadverse
effects inthe infant. Controlled studie s inbre astie eding women fail to demonstratea fisk to theinfant and the
possibility ofham tothe breastieeding infantis remote; orthe product is not orally bioa vailablein an infa nt

L2 Probably Compatible  Drug which ha's bee nstudied ina limited number ofbrea tfee dingw omen withoutanincrea = in adve rse effects to

theinfant And/or, the evidence ofa demonstratedrisk whichis likely tofdllow use of this medicationin a
breastfee dingw oman is emote

13 Probably Compati

There are no controlled studies in breast fee dingw omen; however, the risk of untoward ef fects 1o a bre astie i nfant is

possible, or contralled studies show orly minimal non-th e ate ing adverse effects. Duugs shouldbe given only if the

potential b ene it justifies the poten fial risk to thein fant. (1 dataare

automa tically cate gorized inthis category, regardle s of how s fe [or unsa fe] they may be)

L Potentally Hazardous There 15 pcsmveevldenceohlskw 2breasted innt or © bread Milk-production but hebene s fom use n
itethe risk to theinfant(eg, if thedmgis needed in a life-

marenmg S0 65 B B (20D AR AT B B T )

L5 Hazardous Studies in breast eeding mothers ha ve demonstrated that there s significa nt and documen e drisk tothe infa nt base d
onhuman expe rien ce, oritis a me dication that has a figh risk of cau sing signficant damagetothe infant. The risk of
usingthe drug in le aly outweighs any po from brea gfe eding The drug is
contrain dicated in women who arebreastfe eding aninfant

Hales Medzations & Mothers Milk 202 A Manud of Lx tationd Pharmaclogy
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Considerations for Medication Use During Lactation

L1 Compatible Acetamin op he n (Exten sive Da ta-Com pa tible)
Amoxicillin (Limite d Da ta-Compa tible)
Albuterol (No Data-Compa tible)
L2 Probably Compatible  Allop urinol (Li mited Data-Probably Com pa tible)
Ondansetron (N 0Da ta-Probably Compa ible)
Iron Sucro® (Limite dData-Probably Compa b e)
13 Pobably Conpatible  Nifedipine (Limited Data-Prob ably Compa tible)
Aipiprazole (Limited Data - Probably Compa tible)
Carvedilol (No Data-Probably Compa tible)
Ethinyl Estradiol (Limited Data- Probably Com pa tible)
L4 Potensally Hazardous  Apixa ban (Limite d Da ta-Possibly Ha zard ous)
Ethan ol (Limited Data- Possible Hazard o us)
Phenobanbital (Limite d Da ta-Possible Hazard ous)
L5 Haz ardous Anastrozole (No Data-Hazar dous)
Cisplatin (Limited Dat a-Hazardous)
Ten ofovir (Limite d Da ta-Hazar dous if Matemal HIV Infe ction)

Hales Medcations & Mothers Milk 202: AManud of L tiond Pharmaclogy




The Postpartum Period

"Baby Blues"  3-5days A few chys Lability of mocd; tearfulness; cognitive
postpartum confusi on; forgetfulness;
depersoralization; negafive feelings
tovards kaby; iritability
Pastpartum Within the fist  Atleast2 Tearfu ress; feelings of inadequacy;
Depressicn year postpartum  weeks sachess; reduced appetite and interest
(PPD) oftenlonger)  suicidalideation; feé?rgs of
hopédessnes s; arxiety and despair;
excessive dependency
Pcstpartum Most commonly  Varies Halluci ratiors; severe depression;
Psychosis within 2-4 weeks mania confusion; delirium; paranoia
postpartum, but
up to 8 weeks
Adapted fiom: Lavrence RA, Law ren M. Breastieating: A Guidefor the Medial Profesion. Sahth ed

30-84%; mean
incidence across.
studes 55.75%

~10-20%

1-2 per 1000
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Postpartum Depression (PPD)

Riskfactors:

Lo oo

History of depression
Recent stressful life event
> Lack of sodial support

o Unintended pregnancy
Reported potentaltriggers includeanegaive birth expeiience and 2

Up o 50% of womenwit PPD go undiagnosed
The Edinburgh Postnatal Depression Scale EPDS) is ecommended fo

Estimated prevalence of postpatum depression varies widely among different studies

Postpartum Depression (PPD)

approximately 20% of dl postpatum deaths

breastfeeding to bediffiault

Treating maternal mental healthisprotective for mother and baby

Women withsevere PPD may expeiience suid dalideation, and maternal death from suicide conrprises

Breastfeeding may enhance bonding and improve mood; b ut some mothers with depression find

Matemd depressionand lack of clinical support are common causes of early weaning
Untreated PPD can have significantand lastin geffects on the mother, infant, and other family members




Guidelines

Academy of Breastfeeding A'Sg;;:c?;ll:g:dd

Medicine (ABM) Gynecologists (ACOG)

Clinical Practice Guiddine No. 5:
Treatment and Manageme t of

e
Merta Health Corditiors During
Pregnancy ard Posipartum (2023)

2Zuranoloneand Brexand ane for
the Treatment of Postpartum
Depression 2025)
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Postpartum Depression (PPD)

+ Treatment in du des psychotherapy +/- pt therap

 Shareddedsion making should be used, andtreatment choice should consider previous treatments for
depression, targeted symptoms, family history, aurrent and past medical conditions, current med ications,

allergies, side effects of medications, and matemd wishes
* If amotherwas well controlledonan agent throughout pregnancy; it shouldbe continued postpartum

Antidepressants

Considerations for effect on and useduring lactation




Antidepressants
Selective Serotonin * Seroto nin-Nor epinep. hnn(»‘ Neur cactive St.
Reu ptake Inhibit or s ( SSRIs) Reu ptake Inhibitors( SNRIs)
« Gtalopram (Celexa®) - Duloxetine (Cymbalt a®) - Amitriptylin e (Elavil®) « Bu pro pion (Wellbut rin®) « Zurano lone (Zu zuvae®)
+ Escitalop ram (Lexapro @) « Venlafaxine (Ef fexor®) « Doxepin (Silenor?) « Miftazapine R emer on®) « Brexanolo ne (Zulre sso®)
 Fluoxetine (P rozac®) « Desvenlafasine (Pristia®) + Nortriptyline (Pame lor®)

« Fluvoarmine (Wvox®)
* Paro xetine ( Paxil®)
+ Sertalne Zoloft?)
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Guidelines

. American College of
Academy of Breastfeeding .
Medicine (ABM) Obstetridans and

Gynecologists (ACOG)

States that “tre atm entlis sirongly preferred” and
" trali ne s the most likely S SRI to be

prescribed”

Selective Serotonin Reuptake Inhibitors (SSRIs)

Indications: Primarily prescribed for depression, anxiety, and other mood disorders

* Mechanismofaction (MOA): In hibitsreuptake of serotonin (5-HT), therefore in aeasing

serotonin levelsinthe brain, which an improve moodand anxiety symptoms

Available agents: Gtalopram (Celexa ®), Escitalopram (Lexapro ®), Huoxetine (Prozac ®),
Fluvoxamine (Luvox ®), Paroxetin e (Paxil ®), Sertraline Z oloft ®)

« Common matemal side effects: Gl upset, headaches, sexual dysfunction, sedation,
insomnia/agitation

10



Serotonin Norepinephrine Reuptake
Inhibitors (SNRIs)

Indications: Primarily used for depression, anxety, and neuropathic pain
* Mechanismofaction (MOA): Potent inhibitors of seotonin (5-HT) and norepin ephrine

reuptake weak in hibitors of dop amine reuptake

Available agents: Duloxetine (Cymbalta ®), Venl afaxine Effexor®), Desvenlafaxine (Prisiq®)
» Common matemal side effects: Gl upset, headaches, sexual dysfunction, sedation,

insomnia/agitation
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SSRI/SNRIs

* Meta-analy sis of four randomized controlled trials camparing postpatum females with depression (n=251)
who were taking SSRI's vs. thase taking placebo or ‘treatmert as usual’

+Primary outcomes included respanse o treatment(at least 50% reductioni n depression scal €) and remission
(scoreof <7 or <8 on EPDSor HAM-D scales)

«Improve ment at 5- to 12-we ek follow-up was greaterwith acivetreatment than placebo
+Respanse (55% vs. 8% R 1.27,95% Cl 097t 166)
« Remission 42%vs. 27% RR 154 95% Cl 099to 241)
+Reduc ed depressive symptoms (SMD -030,95% @ -0.55 ©o -0.05)

The RESPOND Trial (Sharp 2010

«Apragmatic rancomised controlled trial to compare antidepressants with a community-based psychosacial
inervention for the treatment of women with pastratal depression(n=254)

+Pimary outcomewas improement on theEPDS (xare <13)at 4and 18 weeks.

« Improvement at 4 weeks occurred in45% of B ents receiving an artidepressantys 0% in psychasodial
ineenton goup (R 3.4 %% Cl1.8t0 65, p < 0001)

Fluoxetine-Package Insert

B3 Nursing Mathers

e Biraturs report the presence of foxeting and rarfluoxeting i
Datal. There are cearts of agkation, Friabity, poar feeding, 2nd poor

cunsiderend dong wit) the imather's cinical peed for Ticetioe snd any potiiis sduerse
et on the breastfed chid from fusketne or the underhing maternal condtion
Cinical Considerstions

Inforits exposed to flaax etine shaukd be montored for agtatinn, arkabity, poor feedia
and poar weght g

pata
Sty of 19 nursivg mothers an setive wkh dsly doses of 1060 mg showed that
Fhiometine was detociable in 30% of norsng ffant sera Irange: 1 1o 82 raimL ) wheres
narfluaxeting was found i BS% frange: <1 to 265 ngimL L.
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FACT SHEET

rawsefnscling wikds taking Aunsatine
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Orisgs anc Lactation Datidass [Lasmia &0) ftsrnst) {

Summary of Use during Lactation

e o drug s e
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Drug Levels.
Fluoustuns & meluioliaed 1 s fhaimstune e Tt et bt 50Ty hit i pésicaliiad B0 e supusl 15
Tsonesine [7]

Marermod Lavels. Tn o poaled smalyeie of erum levels from published smdies and 1 umpoblishad cace, the swsbors

@ daly dosage of 3w (range 10 10 50 mig) hod an

el of 6 mep L (range 25 o5 189 megL p[1] Using the sverage dosage and milk e om this paper, a0
teeastied Er-adusted Scaage of

tesed I ane of the medses included in the pooles

b Psorictise and e Saccertin in. 14 sctbers, the averaye dely infant dossge i berastmilk

v} of the mother's wiight ad

e ek luostue

mage o
+ pooled mistysns of 22 modheris
s 010 599

Effects In Ereastied infants

Cole, decreased sy, von

og sel wasery stosls oceumed in 8 6-day-obd berasifed infaun probabiy cansed b
st itaat, & 1768 dana i, wese
e of e T e etubaced I

il of cening bypelipeslacticemh cotipssid s et dregs |
Encctme mey hae 3 LA
STy i abifiy o breas

Allarnate Drugs to Com
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Fluoxetine Hydrochloride

penssant
2013 Tk 1399 arderg

Fhva plesma lovats of infants whiosa mioshes

L

ok frescina i very
paver T P 21

eeasinial coke iritabilit, irsoniia, anaress and decreased vt
9in hive been rapartad FeRnen 1 Shanbars 1499, L L oy
prablerns have nt boen abseried in mast pubfeations especsally
Gutsida tho neanatal peniod T4 4, Tharo aremany pubittad

i weight o
feling 4

st o v otoin Fypessiitl
with high plasima Jevels ecause sheir marthess were taking flucketive
uring piegrancy. FPoi 015 Winrs 35 20V, NSg Y

pricuct snifor breastfesdrg
e best apten]

{5ate product andior

breastleecing is the best
bpaion)

Puroeiive (Safe product
andior brgassfesdiag is e
best option)

iafe product anvoy
breastfcading s the best
optian)

2/2/2026

Hale's Medications & Mothe 1s' Milk

sSRI Adut Half-Life RID Protein oral Molecular
daily dose for Bindng  Bioawsikbily  Weight
depression-
Citalopram  20-40 mg 3 hours  356537% 80% 80% 405Da
(Gelexa®)
Escimlpram 1020 mg  27-32 hours  52-79% 6% 80% 414Da
(Lexapro®)
Fluoxetine ~ 20-60 mg  48-72 hours  1.6-14.6% 94.5% 100% 345Da
(Prozac®)
Fluvoxamine  50-200mg 15 hours 03-14% 8% 3% 318Da
(Lwox )
Paroxe 20-50 mg 21 hours 12-28% %% 100% 329Da
(Paxil
Servaline  50-200mg 26 hours 04-22% %% 100% 306Da

(Zolott®)

Hale's La cta i on Risk
Category

L2- Limite d Data- Probably
Compa tble

L2- Limite d Data- Probably
patble

ite d Data- Probably
Compatble

L2- Limite d Data- Probably
Compatble

L2- Limite d Data- Probably
Compatble

L2- Limite d Data- Probably
tble

“As with ay maticason,

13
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SSRI Patental side effects reported in milk- Comments
edinfa
Citallopram  Sweafing nausea, dry Calic, decreased fe eding iritability, Drug concentra tions have e xe eded the 10%
(Celexa®)  mouth, drowsiness, inomnia e stlessness matemallevel in me cases. Most data
Sugge s that infant sym ptoms are minimal,
howeve rmay want to consider escitalo pram as
an alte ative
Escimlopram  Diarhea, None reported via milk There is onecase fe pott of an infant
(Lexapro®)  nausea, drowsiness, he ada che, develo pin g ne cotizin g enterocoliti s (N EQ after
insomria being expased toe scitalo pram
in pregrancy andvia breastmilk . However, the
exposure during pregnancy andother potental
causs needsto beconsidere d
Fluoxetine  Diarrhea, nausea, drymouth,  Severe colic, fussiness, crying. Decreased  Drug con centrations have exe eded the 10%
(Prozac®)  anxiety, heada che nervousness, post-na tal grow! matemallevel in me cases. Still appropria te
insomria, wea kness for use in ce rtain situatons.
Fluvoxamine  Hea dache, inmnia, None re ported viamilk Notcommorly used. Potentialto cause serious
(Lwvax ®) drowsiness, dizziness, dug interactions when use
ne o usn ess, nau sea, in combination with oth er substance s
diarrhea, dry mouth we akne s
Paraxetine  Sweaing diarhea nausea,  None reported viamilk Onereportoflethargyandpoor weight gain
(Paxil®) dizziness, wea kness, insomnia but theinfant was e xposed dui ng
pregnan cy. Not re commended for usein
pregrency.In many sty e he drug levels
are unde tectable in infa s expos
via breastmi lk.
Sertraline Diarthea, nausea, dry mouth,  Agitaion. Onereportofbenign neonatal  In moststudiesthedng levels
(Zolot®) dizziness, drowsiness, fatigue,  sleep myocl onus. One report ofababywho are minimal in infants expcsed
insomria was ‘somnolent, with low muscle via breastmi . Commonly use din pregnancy
e, hearing problems, andla ctation.
suspecte d develo pmen tdif icult
“sdeeteasa a7/ omxh
Duloxetine ~ 30-60 mg  10-12 hours  0.14-082% >90% >70% 333Da 13- Limite d Data-
(ymbala ® Probably Compa tble
Venlafaxine 37.5225mg  5-11 hours, 68-81% 7% 5% 313Da L2~ Limite d Data-
(Effexor®) Probably Compa tble
Desienlafaxine  25-100mg  9-11 hours 5993% 30% 80% 263Da 13- Limite d Data-
(Pristiq ®) Probably Compa tble
s vty i, 15 e corm et usethelowest e vedosefor e amert
Duloxetine Dizziness insomnia, de creased None reported viamilk Casereports ofincrea dprlactinand
(Gymbalta®) appe ite, sweating galactomhe ain nonpregna nt/n on lactating
ind vid uals
Venlafaxine Dizzine ss hypertension, Lethargy, poor fee ding inade quate weight  Caution at highdoses
(Effexor ®) wea kness gain
Desenlafaxine Dizziness hypertension, None reported viamilk Ne wer me dication, less data . Active metabolite
(Pristiq®) wea kness of venlafa xine

15 Rin auts et soud & sunction
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SSRI/ SNRIs

Some studies suggest that antidep ressant use during pregnancy may lead topoor br eastfeeding outcomes,
such s diffiailty supply, d i initiation of breastfeeding, or reduced duration

Serot onin transpor tand metabo lsmin th e . Impactof antid epresant reate nt
mammary gland retoy Breatfeeding am ong women expo ed to

2/2/2026

actiaton andinvoll

+ small pro ective study (20062007)

« Mothers takin g SRIs(n=8) com pared to
control (n=423)

+ Out@me was prevalence of delayed
on et of copiou smilk secretion

+ Moth ers takin g SRIsh ad de layed

lacto genesis Il by an average of 167
hours (P =002)

antidepressants duris nancy.
e Toct 2012 S8161.8)

« Prospective co hortstudy (200 0-2010)
+ Gompared

depression. ( Perinato12017;37:1003-9)

« Observational study (19 98-2013)

women expo dto SSRIsat the time of
delivery, thos vh o discon tinue d use
prior todelivery, and thos not exposed
« After adjust ment for potential
conf oun ders, those expo ed 10 an SSRI

y obsetrial
outcomes induding bre agfeedin g at
time of disharge

+Includ ed 2859 women who to ok an
antidepr essan twith inlast 2 years (1648
continued dufing preg nancy)

both prior to delivery (OR 04 3; 95%Cl, « Wome nexpoed to antid epessant s
+ Nostatistically ignificant differen @ in 020-0.34) and at the time of delivery were 30%less likely to breastfeedat
feeding difficulties after 4 daysP P (OR, 034 95% 0, 0.16-0.72) were time of discharge (OR, 0.70; 95% Cl, 0.54-
signiftan tly less like ly toin itiate 092)
breastfeed ing as com pared to

tneposedwomen

\/\

SSRI/ SNRIs

Antide presm nt use i late g esta tionand breastfeeding ra tes

at dschage from hospita ) Hum Lact 20173370 1-9)

+ Retrospective cohort gudy (2001-2008)

+ Compa red wome ndispensed antide pressant during late
gestation (1=575)vs. Thase who hada psychiatric ilin ess
but were nottreated (n=1552) vs. Mot hers with no
pychiatiic diagnoss (n=30535)

+ Exposed wome nwe re 37% less likely to be breastfeeding
upondischarge, butnostatistically significant differ ence
was noted whe ncompared with women in the dise ase
comparisongroup

«Retrospective cohort sudy (199920 08)

« Unexposed mental disorder comparison (n=5111) vs. Late.
gestation antidepressant us (n=299) vs. Early-mid
gestation antid epressant us (n=574)

«Women whostarted treatme nt late in pregnancy were 7%
less-likely to initiate breastfee ding (butthis did notaffect
du tonor exclusivity)

« Farly-mid gestatio n use was a 50 ciate dwi th 2 63 % red uced
likelih cod of predominant and a5 1% red uced like lihood
of any breastfeedingat 6 months, as well as a 2.6-fold
increased risk of abru pt breastfeeding discontinu ation

SSRI/ SNRIs

* Late gestation SSRI/SNRI exposurein uteromay lead to poor neonatal adaptation syndrome (PNAS)
= Typially emerges within 72 hours of birthand resolving within 2-4 weeks
+ Symptons may indude:

o Agitation and restlessness

o Irritability and cortinuous crying

o Insomnia or somnolence

o Poor feeding, vomiting, and diarrhea

o Hypoglycemia

o Hypothemia

o Respimory distress

o Attered musd e one, hyperrefexia,jteriness, shivering, and tremors
o Sezues (rardy)

15



SSRI/ SNRIs

One retrospective study (1=3694) suggeststhat duloxetine andesdalopram may be associated with
the highest rates of PNAS forinfants, whereas sertraline may have the lowest rate (Marks 2021)

Is it ngt recommended to lower the dose or stop antid goressants priorto delivery

PNASis usually managedwithsuppor five are

Offer maternal reassuran ce, advise frequent feeding, andencourage skin-to-skin contact

Some evidence suggests tha theinddence of PNAS may be lower in breastfed babies compaed
with infants exclusively fed formula (0 dds ratio 0.3, 95% C1 0.1-0.7) (Kieviet 2015)

2/2/2026

SSRI/ SNRIs Key Points

ACOG and ABM recommend SSRls as first-line pharmacotherapy for perinaal depression

Sertraline may be preferred over other SSRIs in newly diagnosed patents

Infants exp osed to SR s in-utero may experience poor neonaal adaptation syndrome (P NAS)

Is itnat recommended to lower the dose or stop antid goressants priorto delivery

Mothers taking an fidepressantsduring pregnancy may be more likely © have breastfeeding diffiaulties
and would likdy benefit from additional lactation support
Mothers taking an i depressantsduring lactation should monitor infantsfor adverse reactions suchas

sedaionand poorfeeding

All SSRIstransfer into breastmilk to some degree, but most haveaRID <10%

Neuroactive Steroids

The only FDA approved treatment sped fically for postpartumdepression

» MOA: positive allosteri ¢ mo dulation of gamma aminobutyric acid A (GABA) receptors

Brexanolone (Zulresso®) (gp proved 2019)
o 60 minute | Vinfusian
o Nolonger available in the Urited States as of January 1,205

Zuranolone (Zurzuvae®) (ap proved 2023)
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Neuroactive Steroids

+Phase 3, double-blind, ran domized, place bo-controlledtrial
«Women withPPD we re randomized to re ceive 21ra nolone 30 mg daily (n=77) orplacebo (n=76)for 14 days
«Primary endpointwa's change fom ba  line intotal scorein the HAM-D at day 15
+The zurandlone group demonstrated dgnifican timprove ments inthe HAM -D score from baseline vs placebo(~17.8 vs ~13.6; G ference,
~4.2;95% CL 69 to ~1.5 P = .003)
Zuranol one For The Treatmen t of Po stpartum Depression (Dt
+Phase3, double-blind, randomized, place bo-controlledtnal
+Women withsevere PPD were rand omized to re ceive zuran done 50mg daily (1 =98)orplacebo (n=98)for 14 day's
« Primary endpaintwa's change fom ba = line intotal scorein the HAM-D at day 15

+In thetreatment group there was sign ifica nt improvementin de pressive symptoms at day 15 (LSM chan ge from baseline in HAM-D score,
-15.6vs. -11.6; LSM diff ere nce, -4.0,95% Cl1=-63,-1.7)

+ Se condery endp oints 2 lsoshowed sigrifica nt improvemen'tatdays 3,28, and 45

HAM-D response atday 15was sgnificantly higher inthe zurandone group vs. the placebogroup (57.0% vs. 38 9% OE=202,95%
CI=111, 367; p=0.02)

- Remissionatday 4 5was morelikely in patients who recei ved zua nolon e than pla cebo (44% vs 29%; OR 2.1, 95% CI1.1-39)

2/2/2026

Neuroactive Steroids

Zuranolone (Zurzuvae ®)
* Usual dose: 50mg by mouth once daily inthe evening for 14 days

o Take ith high-fat containing food

Adwerse drug reactions (ADRs): dizziness, ON'S depr ession; suiddalthoughts and behaviors
Schedule IV (QV) controlled substance
CYP3A4 substrate (majordrug interactions possible)

Only available & specialty pharmacies
Average cost of treatment course: ~$19,000 (AWP)

Patient assistance program available for commercially insured p &ients

cistal lsons o sk

i e

Zuranole and Brexanobne for theT redment of Podpartum Depresson. Obte! Gyiscol Publidhed onlne Ocober 3. D25,
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Neuroactive Steroids

Zurano b ne Concentrations in the Breast Mik of Healthy, Lactating Individuals: Results From aPhase 1
Open-Label Sudy

= Fourteen healthy, nonpregnant, lactating adult females (> 12 we eks postpartum) received

zuranolone 30mg orally once-daily for 5 days

Zuranolone concentrations in milk and plasma were measured on day 5

The mean daily infantdose at day 5 was estimated to be 000125 mg/kg per day
The RID at day 5 ranged from 0.066 9% to 0.832%, with a mean of 0357%

There was an 8.3% mean decrease in breast milk volume at day 5 compared to baseline

The estimated mean RID associate d with sim ulated zuranolone 50 mg once dailywas

approximately 0.74% and 0.98% fora milkintake of 150 and 200 mL/kg perday, respe cively

Neuroactive Steroids

Zuranolone (Zurzuyae ®)
Usua Protei Molecular | Potent de otentid side
Dose ing | Weight effects in mother | effects in infant
50mg  197-246  0.74%-0%8%  >995%  4MDa Dizzinessand CNS  Excessive -Expensive
hours depression sedation -Rapid ons et

PPD Maintenance Treatment and Monitoring

« Ifthis is the patients first ever depressive episode or they have only ever had perinatal
depression monitoring should occur beginning one week afterre covery, then every two weeks

forthe following month, then monthly for the nextsix months, and then every three months

until the patient has achieved one year of remission

o If patient begins to decompensate, a standard anfidepressant should be resumed/star ted

Ifthe patient has a history of depressive episodes outside of the perinatal period, itis

recommended to administer maintenance treatment with a standard antide pre ssant that was

previously beneficial in the past
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Neuroactive Steroids Key Points

Brexanolone is no longer available in the US

It is recormmended that zuranolone be considered for paientswith sever e post partum depression
(EPLS score 2 19) and/orinthe context of shareddedsion making considering overall symptons and
treament needs

Breastfeeding patients that rece ve zuranolone should be aware of the signifiant NS depression that
can ocaurafter treatment and should havea planinplace/ assistance with nighttime feeds while

taking the medication

Patient that compl ete a course of zuranolone may stil | require maintenance treatment with SRI's or
other antidepressants

2/2/2026
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Questions?

Rachel Dragovich, PharmD, BCPS, CLC

RDragovich8@gmail com
Info@morethan milkllc.com
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