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Joint Clinical Practice Guideline on Benzodiazepine Tapering: 
Considerations When Risks Outweigh Benefits 

 

PREGNANCY RELATED CONSIDERATIONS 
 
These tables summarize specific considerations regarding benzodiazepine (BZD) use and tapering 
during pregnancy. These tables are intended to be a resource for clinicians implementing this 
Guideline in individuals who are pregnant or lactating. 
 
Benzodiazepine Tapering Considerations by Pregnancy Trimester 

 
This table outlines considerations for BZD tapering during each trimester of pregnancy and postpartum. 
 
* Limited data suggest possible low risk with first trimester use, but hydroxyzine is generally considered safe in 

practice. 
† Possible increase in persistent pulmonary hypertension of the newborn, with a number needed to harm of 1,000. 

 1st Trimester 2nd Trimester 3rd Trimester Postpartum 

Potential Fetal 
Effects of BZDs 

Minimal evidence of 
fetal malformations1,2 

Increased risk of 
preterm birth 

 Increased risk of 
preterm birth, low birth 
weight, cesarean 
delivery, ventilatory 
support 

Concern for 
withdrawal and 
potential fetal effects if 
high doses are used 
during lactation 

Potential Effects of 
Pregnancy on BZD 
Pharmacokinetics 

Increased volume of 
distribution and 
CYP2C19, CYP3A4, and 
CYP2C9 metabolism 
(resulting in decreased 
effect) 

Decreased CYP1A2 and 
CYP2C19 activity 

Increased volume of 
distribution and 
CYP2C19, CYP3A4, 
and CYP2C9 
metabolism (resulting 
in decreased effect) 

Decreased CYP1A2 
and CYP2C19 activity 

Increased volume of 
distribution and 
CYP2C19, CYP3A4, 
and CYP2C9 
metabolism (resulting 
in decreased effect) 

Decreased CYP1A2 
and CYP2C19 activity 

Reversal of pregnancy 
changes may increase 
effect3 

Causes of Insomnia Nausea, urinary 
frequency, back pain 

Fetal movements, 
heartburn, leg cramps, 
shortness of breath 

Fetal movements, 
heartburn, leg cramps, 
shortness of breath 

Infant care, pain 

Considerations for 
Tapering BZDs 

If alternative planned 
(eg, SSRI) start 
alternative early to allow 
6–8 weeks for effect 
before tapering BZD. 
Per above, BZD effect 
may decrease even 
before taper 

 Lowest dose possible 
to avoid neonatal 
withdrawal 

Monitor sleep closely 

Alternative 
Medication for 
Insomnia 

Diphenhydramine Antihistamines, 
trazodone 

Antihistamines, 
trazodone 

 

Alternative 
Medication for Acute 
Anxiety 

Hydroxyzine* Hydroxyzine Hydroxyzine  Hydroxyzine  

Alternative 
Medication for 
Severe Chronic 
Anxiety 

SSRI SSRI SSRI† Sertraline has lowest 
RID 
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Relative Infant Dose (RID) of BZD Medications 

Medication* Relative Infant Dose (RID)† 

Alprazolam 2–9%4 
Chlordiazepoxide Unknown 
Clonazepam 2.5–4.6%4 
Clorazepate Unknown, shares metabolite with diazepam 
Diazepam Up to 11%5 
Estazolam Unknown 
Flurazepam Unknown 
Lorazepam‡ 0.7–4.4%4 
Oxazepam 10-33%6 
Quazepam 0.2–2.5%7  
Temazepam Dose dependent 0–10%8 
Triazolam Unknown  

 
This table outlines the relative infant dose of various BZD medications. 
 
* All BZDs are expected to cross placenta. 
† For optimal safety, the target RID is <10%. 
‡ Lorazepam is generally preferred in pregnancy and lactation due to its lack of active metabolites and low RID. 

Sources 

1. Wikner BN, Stiller C-O, Bergman U, Asker C, Källén B. Use of benzodiazepines and benzodiazepine receptor agonists 
during pregnancy: neonatal outcome and congenital malformations. Pharmacoepidemiol Drug Saf. 2007;16(11):1203-
1210. doi:https://doi.org/10.1002/pds.1457  

2. Chaudhry SK, Susser LC. Considerations in treating insomnia during pregnancy: a literature review. Psychosomatics. 
2018;59(4):341-348. doi:10.1016/j.psym.2018.03.009  

3. Pinheiro EA, Stika CS. Drugs in pregnancy: pharmacologic and physiologic changes that affect clinical care. Semin 
Perinatol. 2020;44(3):151221. doi:10.1016/j.semperi.2020.151221 

4. Nishimura A, Furugen A, Umazume T, et al. Benzodiazepine concentrations in the breast milk and plasma of nursing 
mothers: estimation of relative infant dose. Breastfeed Med. 2021;16(5):424-431. doi:10.1089/bfm.2020.0259 

5. McElhatton PR. The effects of benzodiazepine use during pregnancy and lactation. Reprod Toxicol. 1994;8(6):461-
475. doi:https://doi.org/10.1016/0890-6238(94)90029-9 

6. Wretlind M. Excretion of oxazepam in breast milk. Eur J Clin Pharmacol. 1987;33(2):209-210. 
doi:10.1007/BF00544570 

7. Hilbert JM, Gural RO, Symchowicz S, Zampaglione N. Excretion of Quazepam Into Human Breast Milk. J Clin 
Pharmacol. 1984;24(10):457-462. doi:https://doi.org/10.1002/j.1552-4604.1984.tb01819.x 

8. Lebedevs TH, Wojnar-Horton RE, Yapp P, et al. Excretion of temazepam in breast milk. Br J Clin Pharmacol. 
1992;33(2):204-206. doi:10.1111/j.1365-2125.1992.tb04029.x 

 

https://doi.org/10.1002/pds.1457
https://doi.org/10.1016/0890-6238(94)90029-9
https://doi.org/10.1002/j.1552-4604.1984.tb01819.x

