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SUMMARY

During the peripartum period, women are at a greater risk of developing a mental disorder or experiencing
an exacerbation of the pre-existing mental disorders. Therapeutic interventions are based primarily on
psychotherapy, but if the symptoms are severe and pose a risk to the mother and the child, then the use of drugs,
hospitalization or electroconvulsive therapy is considered. Cognitive-behavioral psychotherapy is the first line of
treatment in postpartum blues and postpartum depression, panic disorder, generalized anxiety disorder, and mild
to moderate obsessive-compulsive disorder. More recent conceptions regarding the use of drugs during the
postpartum period indicate that medications should be prescribed if the risk of using them is lower than the risk
of complications caused by the symptoms of mental disorders. Nortriptyline or desipramine are recommended
from the group of tricyclic antidepressants, but newer generation antidepressants are shown to be safer during
pregnancy. Fluvoxamine, paroxetine and sertraline can be used in postpartum period during breastfeeding, while
fluoxetine and citalopram should be avoided. The use of first-generation antipsychotics haloperidol and
trifluoperazine is recommended in the antepartum period, during which some of second-generation
antipsychotics such as quetiapine, olanzapine, risperidone and aripiprazole can also be used. Clozapine should be
avoided during breast-feeding. The use of mood stabilizers during pregnancy requires a thorough knowledge of
the recommendations, and it is not advised to use them during the postpartum if the patient is breastfeeding.
From the group of benzodiazepines, it is recommended to uselorazepam. Every form of therapeutic approach has
proven to be more effective in the presence of emotional support from partners and other family members.
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INTRODUCTION

Disorders that occur during pregnancy or in the
postpartum period are referred to as peripartum mental
disorders. The postpartum period is described by most
authors as a period of six months, a year at most, after
giving birth (1, 2). The fifth revision of the Diagnostic
and Statistical Manual for Mental Disorders (DSM-V)
defines depression with peripartum-onset as an episode
which occurs during pregnancy or within four weeks
after the delivery (3). The new revision of the
International Classification of Diseases (ICD-11) includes
postpartum mental or behavioral disorders with and
without psychosis (6E20) (4).

During the peripartum period, and especially in
the postpartum period, women are at a greater risk of
developing new mental disorders or experiencing
exacerbations of preexisting mental disorders, which
consequently impair the physical and mental health of
the woman, as well as the functionality of the whole
family (5-7).

The therapeutic approach to mental disorders of
peripartum is a complex process which is the focus of
numerous studies. All psychotropic medications enter
the circulation of the fetus through the placenta. The
latest findings in terms of use of drugs during the
peripartum suggest that the medications should be used
if the risk of their use is lower than the risk of developing
complications caused by the symptoms of mental
disorders.

Therapy of peripartum depression

A more modern approach to the treatment of
postpartum depression implies that mild to moderately
severe depression should be treated with psycho-
therapy, and moderate to severe depression should be
treated with psychotherapy and antidepressants
combined (8).

1. Psychotherapy

Cognitive-behavioral psychotherapy (CBT) and
interpersonal psychotherapy (IPT) are shown to be the
most efficient in the treatment of peripartum depression
(9, 10). CBT focuses on adopting an adaptive way of
thinking, behavior patterns or both, and results in
positive changes in the emotional state. IPT focuses on
improving communication and strengthening the
relationship between partners in the peripartum period.

2. Antidepressants

Antidepressants are recommended when the
symptoms of peripartum depression cannot be resolved
by psychotherapy, when the symptoms are severe and
pose a threat to the mother and child and thus require a
faster treatment, or if such a treatment suits the patient
(11). The use of these medications is indicated for the
duration of six to twelve months, or more in women
with a relapse of the disorder. Since the progression of
pregnancy leads to a decrease in levels of all drugs in the
mother's serum, most likely due to increased metabolic
degradation in the liver and increased volume of
distribution, it is sometimes necessary to increase the
dose of the antidepressant (12). The risk of endometrial
hyperplasia and thrombosis significantly limits the
possibility of preventive intradermal administration of
estrogen and progesterone (13). Benzodiazepines can be
introduced into treatment for depression cautiously and
according to the recommendations, when pathological
anxiety and insomnia are present, and antipsychotic
medications can be introduced when -characteristic
psychotic symptoms are present (14).

The degree of distribution of antidepressants di-
ffers and depends on the characteristics of the drug and
the mother’s physiology (15). Most women who are
prescribed antidepressants stop taking them because of
potential teratogenicity. It is known that women who take
antidepressants during pregnancy are at a greater risk of
developing hypertension, pre-eclampsia and postpartum
hemorrhage. It is shown that the possible risk of relapse of
depression is close to 70% in women who have stopped
taking therapy during pregnancy (16). Untreated de-
pression during pregnancy is associated with preterm
labor and low birth weight of the child (17, 18).

When choosing an antidepressant for the
treatment of peripartum depression, it is recommended
to use the drug which has previously helped the patient.

From the group of tricyclic antidepressants
(TCA), it is safer to use nortriptyline (optimal dose of 50-
80 mg per day) or desipramine (up to 200 mg per day)
during the peripartum period, because they exhibit a
weaker anticholinergic and hypotensive effect than
amitriptyline and imipramine. TCAs during pregnancy
do not increase the risk of congenital anomalies but
increase the risk of premature labor, and can lead to
agitation, irritability and respiratory distress in the third
trimester (19). The use of TCAs is generally avoided after
the delivery, since they pass into breast milk, especially
in the case of doxepin, which, at a maximum daily dose
of 75 mg, can lead to excessive sedation and respiratory
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depression of the infant (19). The prolongation of the QT
interval and ventricular tachycardia of the type "torsades
de pointes" were observed in neonates of mothers who
were treated with clomipramine (at a dose of 100 mg to
150 mg per day) and amitriptyline (at a dose of 25 mg to
100 mg per day) in the first trimester and during the
postpartum period (20).

Drugs from the group of selective serotonin
uptake inhibitors (SSRI) have beneficial effects in the
treatment of peripartum depression. When taken in late
pregnancy, SSRIs may increase the risk of pulmonary
hypertension in newborns and of postpartum bleeding
in mothers (21). Sertraline, fluoxetine or citalopram at
initial doses of 20 mg, with gradual dosage titration, are
often recommended as a first-line therapy, since they
pass into breast milk in minimal concentrations (22).
Citalopram (at a maximum dose of 40 mg), escitalopram
(at a maximum dose of 20 mg) and sertraline (at a
maximum dose of 100 mg) are shown to be the safest
during pregnancy, while fluvoxamine (at a daily dose of
up to 300 mg), paroxetine (at a daily dose of up to 30 mg)
and sertraline (at a daily dose of up to 100 mg) are
recommended during the postpartum period in women
who breast feed (23).

Use of fluoxetine (at a daily dose of up to 40 mg)
is advised in the first trimester of pregnancy for mild
forms of depression, but caution is advised when using
this medication in women who breast feed, as it disrupts
the rhythm of sleep and leads to increased tearfulness of
the child, and for that reason it should be used at the
maximum daily dose of 2 Omg during that period of
time (24). High doses of paroxetine (30 mg to 60 mg per
day) in the first trimester are associated with atrial
and ventricular septal defects and pulmonary valve
stenosis in children (25). If adverse effects occur
during therapy with paroxetine or sertraline in the
peripartum period, the drug of choice is citalopram
in the initial therapeutic doses (26).

Ketamine is not shown to be effective in therapy
of postpartum depression (27). Recent studies show that
the use of optimal doses of reboxetine, bupropion and
mirtazapine in the antepartum period do not lead to
congenital malformations, but these medications, as well
as SSRIs, can be associated with spontaneous abortion
(28). The use of bupropion in the first trimester at a daily
dose of up to 250 mg increases the risk of ventricular
septal defects (29) and hyperkinetic disorder (ADHD) in
children (30). The use of venlafaxine and duloxetine in
the second trimester is associated with low birth weight
of the child, although there are dilemmas regarding the

Miodrag Stankovi¢, Jelena Stojanov, Jovana Antonijevié

dose, which makes it necessary to determine the dosage
of the drug (31).

Monoamine oxidase inhibitors (MAOIs) should
be avoided in the peripartum period due to the high risk
of fetal congenital malformations, as well as sedation,
insomnia and hypertensive crises of the mother. Recent
data from literature indicate the absence of teratogenic
potential of moclobemide used in the antepartum period
in full therapeutic dose (28).

When suicidal ideas and intentions or severe
psychotic symptomatology are present, along with a
weak response to pharmacotherapy, it is necessary
to consider hospitalization and the application of
electroconvulsive therapy (32, 33).

3. Electroconvulsive therapy (ECT)

ECT can be used during the peripartum in the
treatment of depression and psychosis. The fetus is very
briefly exposed to the effect of ECT during pregnancy,
and the result is achieved faster than with other forms of
treatment, which makes this method useful and
effective. ECT is a reliable method during the lactation
period, because the drugs used during the procedure
(myorelaxants and sedatives) pass into milk in minimal
quantities. ECT is particularly worth considering in case
there is a need for a fast resolution of symptoms and in
resistant forms when there is lack of response to
monopharmacotherapy. In these cases, application of
ECT is advised before or even instead of a combination
of medications (32, 33).

Therapy of peripartum psychosis

The therapy of peripartum psychosis involves the
application of therapy only in a hospital setting, where it
is necessary to use both antipsychotic, mood stabilizer,
sedative and/or ECT.

Antipsychotics and all antiparkinsonics should, if
possible, be avoided during the first trimester of
pregnancy. In the event that the use of these medications
is unavoidable, the lowest possible dose needed to
achieve the effect should be used and depot forms of
antipsychotics should be avoided.

Use of antipsychotics.The use of first generation
of antipsychotic drugs, such as haloperidol or trifluo-
perazine, is advised in the antepartum period. These
medications have a minimal teratogenic risk (34) and are
not expected to cause more adverse effects such as
orthostatic hypotension, sedation, tachycardia, or
constipation (35) compared to second-generation
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antipsychotics. When used during pregnancy, their
adverse effects include premature labor and low birth
weight of the child (36), as well as the occurrence of
neonatal dyskinesia (37) and jaundice (38).

The use of second-generation antipsychotics
during pregnancy is associated with increased birth
weight, gestational diabetes (38), and a mild risk of
cardiac septal defect. However, these medications are
important because they can stabilize the mother’s mood
and do not cause congenital malformations. The data
indicate that clozapine has the potential to reduce the
threshold for epileptic seizures, as well as to cause fatal
agranulocytosis (39).

Available data indicate that it is safe to use
quetiapine (at a daily dose of up to 400 mg), olanzapine
(at a daily dose of up to 25 mg) and aripiprazole (at a
daily dose of 20 mg) during the reproductive period (40),
as well as risperidone (at a daily dose of 4 -6 mg) (41).
Most recent studies conducted on small samples indicate
that clozapine used in pregnancy at a dose of 100mg,
partially passes the placental barrier, similarly to other
atypical antipsychotics, but no acute toxic effects in
newborns who were exposed in utero (42) have been
reported. The use of antipsychotics immediately prior to
delivery increases the risk of the newborn developing
extrapyramidal symptoms, when routine prophylaxis is
not recommended. If the symptoms are very pronounced,
it is recommended to administer antihistamine diphen-
hydramine.

All antipsychotics are excreted in milk, so it is
advisable that during the period of breast-feeding
treatment should be continued with the antipsychotic
used during pregnancy. Women who take clozapine
should be advised not to breast feed their babies, since
its excretion is up to four times higher than allowed (43),
and carries the risk of fatal agranulocytosis in the baby
(44). When starting postpartum antipsychotic treatment,
olanzapine or quetiapine should be considered (45).

Use of mood stabilizers. During pregnancy, the
use of lithium may be harmful, therefore it is
recommended to use it in small doses and without a
sudden increase in dosage. Plasma concentrations of up
to 1.0 mmol/L (46) are required to maintain anti-
depressant activity. The period with the highest risk is
from the second to sixth week after conception, which is
the period when pregnancy is not yet recognized in
most cases (47). Lithemia immediately prior to delivery
should not exceed 0.9 mEq/L due to potential neonatal
toxicity (48). Since it is necessary to increase the dose of
lithium during pregnancy in order to prevent symptoms
from manifesting, there is a risk of cyanotic and

hypotonic babies (“floppy baby” syndrome), because
lithium passes the placental barrier completely and the
baby’s kidneys cannot eliminate it. Atrial and ventricular
septal defects, hypotonia, lethargy and arrhythmias are
common. Women on therapy with lithium are advised
not to breast feed their children.

The use of mood stabilizers during the ante-
partum period is associated with autism spectrum
disorders and with several neurocognitive deficits which
occur during childhood (49). Carbamazepine, although
relatively safe during breastfeeding at a daily dose of 8-
12 pg/ml, increases the risk of craniofacial and digital
abnormalities and disorders in children of up to six years
of age (50), which is why psychomotor monitoring with
blood count control is necessary. Sodium-valproate used
in the first trimester of pregnancy has a teratogenic effect
and causes craniofacial and urogenital malformations, as
well as malformations of extremities, and slows down
the psychomotor development of the baby. The use of
sodium-valproate in the first trimester is associated with
the delay in walk and speech development and low
intellectual ability, in comparison to the use of
carbamazepine and lamotrigine. In case the use of
sodium-valproate or carbamazepine is inevitable, the
use of 1-4mg of folic acid per day is advised in order to
prevent neural-tube defect (“Fetal valproate syndrome”)
(51). If sodium-valproate does not exceed toxic limits, it
is safe during breastfeeding (52). Phenobarbitone (53) is
not recommended during the lactation period.

The use of benzodiazepines in the third trimester
of pregnancy is associated with premature birth, low
birth weight, feeding problems, respiratory distress and
myoclonic convulsions in newborns (54, 55). It is
unlikely that the episodic use of short-acting benzo-
diazepines, especially lorazepam, is harmful, as well as
the use of sedative antihistamine medication promethazine.

Therapy of peripartumanxiety disorders

The prevention and treatment of new anxiety
disorders or exacerbations of preexisting anxiety
disorders in peripartum is increasingly becoming the
subject to numerous research.

1. Psychotherapy

Cognitive Behavioral Psychotherapy (CBT) is
often described as a preventative method and a therapy
of choice for panic disorder (PD) and generalized
anxiety disorder (GAP) during pregnancy (56). It is also
described as the first-line therapy for mild to moderate
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obsessive-compulsive disorder (OCD) in peripartum,
and is combined with SSRIs in cases of severe forms of
the disorder (57). Applied immediately after childbirth
with complications, it reduces the risk of post-traumatic
stress disorder (PTSD) (58).

2. Pharmacotherapy

Psychoeducation of pregnant women and their
partners makes this treatment more acceptable to them
(59). In the case of PD and GAP, low dose SSRIs are the
first-line therapy, and if these previously have not been
effective, serotonin and noradrenaline (SNRI) inhibitors
should be introduced, with regular blood pressure
monitoring (60), or low doses of imipramine. Short-term
use of benzodiazepines during the peripartum period is
sometimes necessary in cases of more severe panic
attacks, but these medications should be discontinued
after a short period of time, particularly when they are
combined with antidepressants, since they can cause
complications during the delivery and hypertonia,
hyperreflexia, tremor and congenital malformations in
children (61, 62, 63).

In the case of obsessive-compulsive disorder
which occurs during the lactation period, treatment
should start with higher doses of SSRIs, specifically:
sertraline (at a daily dose of up to 200 mg), fluvoxamine
(at a daily dose of 300 mg), paroxetine (at a daily dose of
30-60 mg) or escitalopram (at a daily dose of up to 20
mg) (64), while fluoxetine and citalopram should be
avoided (65).

Benzodiazepines are excreted in breast milk in
low concentrations, and although they may cause
sedation of the baby (especially in combination with anti
depressants), they are not contraindicated during
breastfeeding. The recommended drug is lorazepam at
a maximum daily dose of up to 7.5 mg (8).
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Therapy of postpartum blues

Sleep disorders, sleep deprivation due to nur-
sing and physical exhaustion due to the adaptation
to the baby's feeding and sleep rhythm have sig-
nificant influence on this condition (66). Under these
circumstances, the postpartum blues passes only
with the emotional support of the partner and
family, sleep regulation and more rest. Domiciliary
care, combined with the use of cognitive-behavioral
psychotherapy (CBT) and supportive psychothera-
py, may further mitigate the symptomatology (67).

CONCLUSION

Mental disorders in women during the peripar-
tum period are common and are mostly unrecognized in
a timely manner, and consequently cause changes in the
psychological and social aspects of the lives of all family
members. Treatment of peripartum mental disorders
can significantly lower the rate of general family
morbidity and mortality, bearing in mind that the
disorders endanger women, fetuses, newborns and
partner relationships. The choice of therapy depends on
the type and intensity of the symptoms, the presence of
the partner and the support of family members, as well
as on the assessment that the risk-benefit ratio is
disproportionally in favor of the benefit. For optimum
dosage regimen during the peripartum, it is necessary to
know the pharmacokinetic and pharmacodynamic
profile of the drug which is used, and therapeutic
monitoring is necessary in order to maintain the effective
drug concentrations.
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Terapija peripartalnih psihickih poremecaja
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SAZETAK

Tokom peripartalnog perioda Zene su pod veéim rizikom za nastankom ili pogorSanjem ve¢ postojecih
psihickih poremecaja. Terapijske intervencije pocivaju prvenstveno na psihoterapiji, a ukoliko su simptomi teski
i predstavljaju opasnost za majku i dete razmatra se primena lekova, hospitalizacija ili elektrokonvulzivna
terapija. Kognitivno-bihejvioralna psihoterapija je u prvoj terapijskoj liniji kod postpartalnog bluza i
postpartalne depresije, panicnog poremecaja, generalizovanog anksioznog poremecaja i blagog do umerenog
opsesivno-kompulzivnog poremecaja. Novija shvatanja u pogledu primene lekova postpartalno ukazuju da ih
treba primenjivati ukoliko je rizik manji od komplikacija koje simptomi psihickih poremecaja mogu izazvati. Iz
grupe triciklicnih antidepresiva preporucuje se koriScenje nortriptilina ili desipramina, ali su se antidepresivi
novijih generacija pokazali kao sigurniji tokom trudnoce. Fluvoksamin, paroksetin i sertralin se mogu koristiti
postpartalno u periodu dojenja, dok fluoksetin i citalopram treba izbegavati. U antepartalnom periodu
preporucuje se primena antipsihotika prve generacije, haloperidola ili trifluorperazina, a od antipsihotika druge
generacije kvetiapina, olanzapina, risperidona i aripiprazola. Klozapin treba izbegavati u periodu dojenja.
Primena psihostabilizatora tokom trudnoce zahteva dobro poznavanje vodica, a postpartalno nisu preporucljivi
ukoliko porodilja doji. Od benzodijazepina preporucuje se primena lorazepama. Svaki oblik terapijskog pristupa

pokazuje se efikasnijim u prisustvu emocionalne podrske partnera i drugih clanova porodice.

Kljucne reci: peripartum, psihoterapija, farmakoterapija
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