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Drug Levels and Effects

Summary of Use during Lactation

Limited information indicates that maternal risperidone doses of up to 6 mg daily produce low levels in milk.
Sedation, failure to thrive, jitteriness, tremors, abnormal muscle movements and respiratory depression have
been reported in infants exposed to risperidone in milk. Because there is little published experience with
risperidone during breastfeeding and little long-term follow-up data, other agents may be preferred, especially
while nursing a newborn or preterm infant. Systematic reviews of second-generation antipsychotics concluded
that risperidone seemed to be a second-line agent during breastfeeding because of the limited data available and
higher excretion into milk relative to other agents.[1-3] A safety scoring system finds risperidone to be possible
to use cautiously during breastfeeding.[4] Monitor the infant for drowsiness, weight gain, tremors, respiratory
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rate, abnormal muscle movements, and developmental milestones, especially if other antipsychotics are used
concurrently.

Drug Levels

Maternal Levels. One mother taking risperidone 6 mg daily had milk and serum levels of risperidone and its
active metabolite, 9-hydroxyrisperidone, measured over 24 hours. Results indicated that an exclusively breastfed
infant would receive 0.84% of the maternal weight-adjusted dosage of risperidone and another 3.46% as 9-
hydroxyrisperidone for a total of 4.3% of the maternal weight-adjusted dosage.[5]

Two breastfeeding women taking 2 mg twice daily and 1.5 mg daily in 2 divided doses, respectively, and another
with risperidone-induced galactorrhea taking 3 mg once daily were studied. Both risperidone and 9-
hydroxyrisperidone were measured in milk. Milk levels of the drugs were rather flat during the 12 to 24 hours
after the dose. The mean dose that an exclusively breastfed infant would receive was calculated to be 3.3% (range
2.2 to 4.7%) of the maternal weight-adjusted dosage.[6]

A woman who was 1 week postpartum was started on oral risperidone 2 mg daily and increased to 3 mg once
daily. On day 6 of therapy (dosage 2 mg daily) average milk levels at 3 hours after a dose were risperidone 2.5
mcg/L and 9-hydroxyrisperidone 10 mcg/L. On day 10 (dosage 2 mg daily) at 15 hours after a dose 9-
hydroxyrisperidone averaged 1.2 mcg/L and risperidone was undetectable. On day 20 of therapy (dosage 3 mg
daily) average milk levels at 16 hours after a dose were risperidone 0.1 mcg/L and 9-hydroxyrisperidone 2.5
mcg/L.[7]

A woman took risperidone during pregnancy and breastfeeding. At 3 months postpartum, she provided 6
foremilk samples over a 24-hour period after her daily dose while she was taking a dose of 1 mg daily. Milk was
analyzed for risperidone and 9-hydroxyrisperidone by HPLC. Risperidone could not be detected in milk (assay
limit not specified). Breastmilk 9-hydroxyrisperidone was about 3 mcg/L at 1 and 24 hours later; its
concentration was about 4 mcg/L at 2, 4, 8, 18 and 23 hours after the dose. The authors estimated that a fully
breastfed infant would receive 4.7% of the maternal weight-adjusted dosage as 9-hydroxyrisperidone.[8]

Infant Levels. In 2 breastfed infants (6 weeks and 3.3 months old) whose mothers were taking 2 mg twice daily
and 1.5 mg daily in 2 divided doses, respectively, risperidone and 9-hydroxyrisperidone were both undetectable
(<1 mcg/L) in the serums of the infants.[6]

An infant was breastfed 6 times daily during maternal therapy with risperidone 2 mg once daily. Fifteen hours
after the mother's last dose, the infant's plasma levels of risperidone was undetectable and 9-hydroxyrisperidone
was 0.1 mcg/L.[7]

An infant was exclusively breastfed on demand during maternal therapy with risperidone 1 mg daily. At 3
months of age, risperidone was undetectable in the infant's serum 6 hours after a maternal dose.[8]
Effects in Breastfed Infants

One woman took risperidone 4 mg daily during breastfeeding. Her infant showed no developmental
abnormalities on examinations up to 9 months of age. Another mother took risperidone 6 mg daily during
breastfeeding. Her infant showed no developmental abnormalities on examinations up to 12 months of age.[9]

Two women taking risperidone 4 mg and 1.5 mg daily breastfed their infants of 3.3 months and 6 weeks of age,
respectively, were achieving normal developmental milestones and had no adverse effects reported.[6]

A 1 week postpartum woman was started on risperidone 2 mg daily and increased after 10 days to a dosage of 3
mg daily. She breastfed her infant 6 times daily. The infant was observed for 5 weeks of inpatient therapy and
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judged normal by a pediatric neurologist. No sedation or other adverse effects were observed in the infant. After
3 months of treatment with risperidone, the mother and infant were judged to be well.[7]

An infant had been exclusively breastfed for 3 months during maternal therapy with risperidone 1 mg daily. A
pediatric examination found the infant to have no neurological or physical abnormalities, and appeared to
interact appropriately.[8]

In a telephone follow-up study, 124 mothers who took a benzodiazepine while nursing reported whether their
infants had any signs of sedation. One mother who was taking 0.75 mg of risperidone daily, flurazepam 15 mg
daily, clonazepam 0.25 mg twice daily, and 1 mg of bupropion daily reported sedation in her breastfed infant.
[10]

A woman diagnosed with schizophrenia was taking risperidone 1.5 mg daily during late pregnancy and
postpartum while nursing (extent not stated) her full-term infant. At 2 weeks postpartum, haloperidol 0.8 mg
daily was added because of a recurrence of symptoms. At these dosages, no adverse effects were seen in the
infant. However, because of recurring symptoms, the dosage of haloperidol was increased to 1.5 mg daily. Three
days later, the infant had excessive sedation, poor feeding, and slowing in motor movements. Pediatric
assessment found no medical reason for these effects. Breastfeeding was discontinued and the infant's symptoms
resolved completely in 5 days. The infant's symptoms were probably caused by the drug combination.[11]

A prospective cohort study of infants breastfed by mothers in an inpatient mother-baby psychiatric unit in India
followed 7 infants who were exposed to risperidone in breastmilk; most received partial supplementation. One
infant whose mother was taking risperidone 4 mg and lorazepam 2 mg developed sedation that resolved when
lorazepam was discontinued. One infant whose mother received risperidone 4 mg daily, trihexyphenidyl 2 mg
daily, and electroconvulsive therapy developed constipation. Infants were followed for 1 to 3 months after
discharge. One infant had delayed weight development, one infant had delay in height, one infant mental delay,
and a fourth infant had motor and mental delay.[12]

A woman with bipolar disorder was maintained on oral risperidone 2 mg at bedtime, long-acting injectable
risperidone 50 mg intramuscular every 2 weeks, oral citalopram 20 mg daily, and oral benztropine 0.5 mg daily.
She became pregnant and maintained the same regimen. Her infant was born at 35 weeks gestational age and
was breastfed (extent and duration not stated). At 16 months of age, the infant was doing well and met his
developmental milestones.[13]

Patients enlisted in the National Pregnancy Registry for Atypical Antipsychotics who were taking a second-
generation antipsychotic drug while breastfeeding (n = 576) were compared to control breastfeeding patients
who were not treated with a second-generation antipsychotic (n = 818). Of the patients who were taking a
second-generation antipsychotic drug, 60.4% were on more than one psychotropic. A review of the pediatric
medical records, no adverse effects were noted among infants exposed or not exposed to second-generation
antipsychotic monotherapy or to polytherapy.[14] The number of women taking risperidone was not reported.

A preterm infant weighing 2.75 kg was born at 35 weeks gestation. The infant received bag and mask ventilation
for 2 min and was kept on oxygen for the first 18 hours of life due to respiratory distress. The baby began
breastfeeding on day 2 of life. On day 12, the mother was started on risperidone 1 mg daily for psychotic
episodes. On day 13, the infant developed a respiratory rate of 16/min and no retractions and was placed on
CPAP for 12 hours, with gradual weaning thereafter and was placed on formula. On day 15, the mother began
breastfeeding again and the respiratory depression recurred. Feeding was changed to breastmilk expressed prior
to the daily dose of risperidone and formula for 6 hours after each dose followed by direct breastfeeding. Over
the next 2 days further episodes of respiratory depression occurred. The baby was discharged on day 24, with
advice to continue the same feeding pattern. Respiratory depression was probably caused by risperidone in milk.
[15]
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A woman diagnosed with undifferentiated schizophrenia took risperidone 4 to 5 mg and trihexyphenidyl 2 mg
daily throughout 5 pregnancies. She breastfed each infant for 20 to 24 months. No adverse developmental
consequences were noted in any of the children. At the time of publication, the oldest three children, aged 26, 23
and 22 years, had completed their education and were employed, while the youngest two were 15 and 19 years
old and were doing well academically in their education.[16]

Effects on Lactation and Breastmilk

Risperidone has caused elevated prolactin serum levels, gynecomastia, and galactorrhea in patients taking the
drug.[17-32] In one case, euprolactinemic gynecomastia and galactorrhea occurred in a 19-year-old man who
was also taking fluvoxamine.[33] A meta-analysis of 3 studies found that the risk of gynecomastia with
risperidone is 4.3 times greater than that of quetiapine.[34] The prolactin level in a mother with established
lactation may not affect her ability to breastfeed.

Patients enlisted in the National Pregnancy Registry for Atypical Antipsychotics who were taking a second-
generation antipsychotic drug while breastfeeding (n = 576) were compared to control breastfeeding patients
who primarily had diagnoses of major depressive disorder and anxiety disorders, most often treated with SSRI or
SNRI antidepressants, but not with a second-generation antipsychotic (n = 818). Among women on a second-
generation antipsychotic, 60.4% were on more than one psychotropic compared with 24.4% among women in
the control group. Of the women on a second-generation antipsychotic, 59.3% reported “ever breastfeeding”
compared to 88.2% of women in the control group. At 3 months postpartum, 23% of women on a second-
generation antipsychotic were exclusively breastfeeding compared to 47% of women in the control group.[14]
The number of women taking risperidone was not reported.

Alternate Drugs to Consider

(Antipsychotic) Haloperidol, Olanzapine, Quetiapine, Risperidone (Bipolar Disorder) Divalproex, Lithium,
Olanzapine, Quetiapine, Valproic Acid

References

1. Uguz E Second-generation antipsychotics during the lactation period: A comparative systematic review on
infant safety. ] Clin Psychopharmacol 2016;36:244-52. PubMed PMID: 27028982.

2. Pacchiarotti I, Leon-Caballero ], Murru A, et al. Mood stabilizers and antipsychotics during breastfeeding:
Focus on bipolar disorder. Eur Neuropsychopharmacol 2016;26:1562-78. PubMed PMID: 27568278.

3. Larsen ER, Damkier P, Pedersen LH, et al. Use of psychotropic drugs during pregnancy and breast-feeding.
Acta Psychiatr Scand Suppl 2015;445:1-28. PubMed PMID: 26344706.

4. Uguz E A new safety scoring system for the use of psychotropic drugs during lactation. Am ] Ther
2021;28:e118-e126. PubMed PMID: 30601177.

5. Hill RC, McIvor R], Wojnar-Horton RE, et al. Risperidone distribution and excretion into human milk: Case
report and estimated infant exposure during breast-feeding. ] Clin Psychopharmacol 2000;20:285-6.
PubMed PMID: 10770482.

6. Ilett KE Hackett LP, Kristensen JH, et al. Transfer of risperidone and 9-hydroxyrisperidone into human
milk. Ann Pharmacother 2004;38:273-6. PubMed PMID: 14742766.

7. Aichhorn W, Stuppaeck C, Whitworth AB. Risperidone and breast-feeding. ] Psychopharmacol
2005;19:211-3. PubMed PMID: 15728443.

8. Weggelaar NM, Keijer W], Janssen PK. A case report of risperidone distribution and excretion into human
milk: How to give good advice if you have not enough data available. ] Clin Psychopharmacol
2011;31:129-31. PubMed PMID: 21192160.

9. Ratnayake T, Libretto SE. No complications with risperidone treatment before and throughout pregnancy
and during the nursing period. ] Clin Psychiatry 2002;63:76-7. PubMed PMID: 11838633.


https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM132/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM205/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM233/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM437/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM293/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM205/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM233/
https://www.ncbi.nlm.nih.gov/books/n/lactmed/LM403/
https://www.ncbi.nlm.nih.gov/pubmed/27028982
https://www.ncbi.nlm.nih.gov/pubmed/27568278
https://www.ncbi.nlm.nih.gov/pubmed/26344706
https://www.ncbi.nlm.nih.gov/pubmed/30601177
https://www.ncbi.nlm.nih.gov/pubmed/10770482
https://www.ncbi.nlm.nih.gov/pubmed/14742766
https://www.ncbi.nlm.nih.gov/pubmed/15728443
https://www.ncbi.nlm.nih.gov/pubmed/21192160
https://www.ncbi.nlm.nih.gov/pubmed/11838633

Risperidone

10.
11.

12.

13.

14.

15.
16.
17.
18.
19.
20.
21.
22.

23.

24,

25.

26.

27.
28.

29.

30.

Kelly LE, Poon S, Madadi P, Koren G. Neonatal benzodiazepines exposure during breastfeeding. ] Pediatr
2012;161:448-51. PubMed PMID: 22504099.

Uguz E. Adverse events in a breastfed infant exposed to risperidone and haloperidol. Breastfeed Med
2019;14:683-4. PubMed PMID: 31135176.

Sinha SK, Thomas Kishore M, Thippeswamy H, et al. Adverse effects and short-term developmental
outcomes of infants exposed to atypical antipsychotics during breastfeeding. Indian J Psychiatry
2021;63:52-7. PubMed PMID: 34083820.

Clinebell K, Gannon J, Debrunner S, Roy Chengappa KN. Long-acting risperidone injections in a pregnant
patient with bipolar disorder. Bipolar Disord 2017;19:606-7. PubMed PMID: 29120507.

Viguera AC, Vanderkruik R, Gaccione P, et al. Breastfeeding practices among women taking second-
generation antipsychotics: findings from the National Pregnancy Registry for Atypical Antipsychotics. Arch
Womens Ment Health 2022;25:511-6. PubMed PMID: 34318375.

Pasi R, Appikatla MB, Babu TA. Risperidone-induced respiratory depression in a neonate through breast
milk. Indian ] Pharmacol 2023;55:185-6. PubMed PMID: 37555414.

Mendhekar D, Andrade C. A 26-year follow-up of a woman with 5 consecutive children exposed to
risperidone during pregnancy and breastfeeding. Prim Care Companion CNS Disord 2024;26:23cr03660.
Schreiber S, Segman RH. Risperidone-induced galactorrhea. Psychopharmacology (Berl) 1997;130:300-1.
PubMed PMID: 9151366.

Popli A, Gupta S, Rangwani SR. Risperidone-induced galactorrhea associated with prolactin elevation. Ann
Clin Psychiatry 1998;10:31-3. PubMed PMID: 9622047.

Benazzi F. Gynecomastia with risperidone-fluoxetine combination. Pharmacopsychiatry 1999;32:41.
PubMed PMID: 10071182.

Gupta S, Frank B, Madhusoodanan S. Risperidone-associated galactorrhea in a male teenager. ] Am Acad
Child Adolesc Psychiatry 2001;40:504-5. PubMed PMID: 11349691.

Holzer L, Eap CB. Risperidone-induced symptomatic hyperprolactinaemia in adolescents. ] Clin
Psychopharmacol 2006;26:167-71. PubMed PMID: 16633146.

Madhusoodanan S, Moise D. Risperidone-induced hyperprolactinemia in adolescents: A case series. ] Clin
Psychiatry 2006;67:1110-3. PubMed PMID: 16889455.

Afzal KI, Briones DF, DeVargas C. Risperidone-induced polydipsia and polyphagia associated with
galactorrhea, abdominal pain, and rapid weight gain in an adolescent Hispanic female. CNS Spectr
2007;12:818-20. PubMed PMID: 17984854.

Sakaguchi S, Aizawa K. Galactorrhea induced by risperidone. Intern Med 2019;58:3609-10. PubMed PMID:
31366801.

Agapoff JR 4th, Olson D], White S, Huynh V. Rapid and sustained resolution of risperidone associated
hyperprolactinemia and galactorrhea with low-dose lurasidone. J Clin Psychopharmacol 2020;40:410-2.
PubMed PMID: 32555004.

Glocker C, Grohmann R, Engel R, et al. Galactorrhea during antipsychotic treatment: Results from AMSP, a
drug surveillance program, between 1993 and 2015. Eur Arch Psychiatry Clin Neurosci 2021;271:1425-35.
PubMed PMID: 33768297.

Bray B, Karri M. Risperidone induced hyperprolactinemia levels-never seen before. Endocr Pract
2022;28:S105. doi:10.1016/j.eprac.2022.03.251

Stojkovic M, Radmanovic B, Jovanovic M, et al. Risperidone induced hyperprolactinemia: From basic to
clinical studies. Front Psychiatry 2022;13:874705. PubMed PMID: 35599770.

Ranjbar F, Sadeghi-Bazargani H, Niari Khams P, et al. Adjunctive treatment with aripiprazole for
risperidone-induced hyperprolactinemia. Neuropsychiatr Dis Treat 2015;11:549-55. PubMed PMID:
25784810.

Lee BH, Kim YK, Park SH. Using aripiprazole to resolve antipsychotic-induced symptomatic
hyperprolactinemia: A pilot study. Prog Neuropsychopharmacol Biol Psychiatry 2006;30:714-7. PubMed
PMID: 16571367.


https://www.ncbi.nlm.nih.gov/pubmed/22504099
https://www.ncbi.nlm.nih.gov/pubmed/31135176
https://www.ncbi.nlm.nih.gov/pubmed/34083820
https://www.ncbi.nlm.nih.gov/pubmed/29120507
https://www.ncbi.nlm.nih.gov/pubmed/34318375
https://www.ncbi.nlm.nih.gov/pubmed/37555414
https://www.ncbi.nlm.nih.gov/pubmed/9151366
https://www.ncbi.nlm.nih.gov/pubmed/9622047
https://www.ncbi.nlm.nih.gov/pubmed/10071182
https://www.ncbi.nlm.nih.gov/pubmed/11349691
https://www.ncbi.nlm.nih.gov/pubmed/16633146
https://www.ncbi.nlm.nih.gov/pubmed/16889455
https://www.ncbi.nlm.nih.gov/pubmed/17984854
https://www.ncbi.nlm.nih.gov/pubmed/31366801
https://www.ncbi.nlm.nih.gov/pubmed/32555004
https://www.ncbi.nlm.nih.gov/pubmed/33768297
https://www.ncbi.nlm.nih.gov/pubmed/35599770
https://www.ncbi.nlm.nih.gov/pubmed/25784810
https://www.ncbi.nlm.nih.gov/pubmed/16571367

31.

32.

33.

34,

Drugs and Lactation Database (LactMed®)

Lu ML, Shen WW, Chen CH. Time course of the changes in antipsychotic-induced hyperprolactinemia
following the switch to aripiprazole. Prog Neuropsychopharmacol Biol Psychiatry 2008;32:1978-81. PubMed
PMID: 18848860.

Kelly DL, Conley RR. A randomized double-blind 12-week study of quetiapine, risperidone or fluphenazine
on sexual functioning in people with schizophrenia. Psychoneuroendocrinology 2006;31:340-6. PubMed
PMID: 16198059.

Pratheesh PJ, Praharaj SK, Srivastava A. Euprolactinemic gynecomastia and galactorrhea with risperidone-
fluvoxamine combination. Psychopharmacol Bull 2011;44:70-3. PubMed PMID: 22506441.

Trinchieri A, Perletti G, Magri V, et al. Drug-induced gynecomastia: A systematic review and meta-analysis
of randomized clinical trials. Arch Ital Urol Androl 2021;93:489-96. PubMed PMID: 34933535.

Substance Identification

Substance Name

Risperidone

CAS Registry Number
106266-06-2

Drug Class

Breast Feeding

Lactation

Milk, Human

Antipsychotic Agents


https://www.ncbi.nlm.nih.gov/pubmed/18848860
https://www.ncbi.nlm.nih.gov/pubmed/16198059
https://www.ncbi.nlm.nih.gov/pubmed/22506441
https://www.ncbi.nlm.nih.gov/pubmed/34933535

	Drug Levels and Effects
	Substance Identification

