
Methods:
Databases were searched using keywords ‘Biologics’,’
Interleukin inhibitors’, ‘B cell inhibitors’, ‘etanercept’,
‘infliximab’, ‘adalimumab’, ‘Tumour necrosis factor
antagonists’, ‘Pregnancy’. We identified 104 studies,
only 17 studies were sufficiently powered to be
considered for review.

Results:
Biologics include Tumour necrosis factor inhibitors;
Interleukin inhibitors; B-cells inhibitors; and T-cells
inhibitors. They are currently used in Ulcerative disease,
Crohn’s disease, rheumatoid arthritis. The most used are
etanercept, infliximab, adalimumab, Certolizumab.
In large uncontrolled observational study ,1850 maternal
use of infliximab during pregnancy showed no difference
in the congenital anomalies or neonatal infection with
low-birth-weight infant of 3.6%, congenital anomalies
2.0%, and infant infections 1.2%.
A Multi-centre cross-sectional study involving pregnancy
exposure to infliximab (32 cases), adalimumab (9 cases)
for ulcerative colitis showed no serious neonatal
complication. Infliximab cord levels were measured in 11
children and positively correlated with the maternal levels
at delivery, while no such correlation was found in case of
Adalimumab.
A retrospective Japanese study of 74 maternal exposure to
Adalimumab (2008-2017) did not report any risk to
pregnancy outcomes. Another observational cohort study
of 602 pregnancy using Adalimumab did not show an
increased adverse maternal/fetal outcome.
Furthermore, a Canadian-Registry of 300 pregnant women
using infliximab did not show increased fetal risks or
neonatal infection risk in their first year of life and with

normal immune responses to vaccines.

Conclusion:
This is a recent clinical review on Biologic drug use in
pregnancy to inform pregnancy recommendation. Tumor
Necrosis Factor-α antagonist (Etanercept-Infliximab-
Adalimumab) are the most used and tested . Studies did not
show significant increase in teratogenic effects or adverse
pregnancy outcomes. Adalimumab exposure in pregnancy
was not associated with increased adverse fetal or neonatal
outcomes.
These drugs can be used in Severe uncontrolled
immunological diseases and stopped during third trimester
depending on each drug half-life. Neonatal BCG vaccination
needs to be delayed for 6 months after birth. Newer
biologics like Anakinra (Interleukin-1-Receptor-Antagonist),
Abatacept (Inhibitor-of-T-cell-stimulation), Tocilizumab have
insufficient safety data to warrant their use in pregnancy.

Objective:
To review the recent clinical literature regarding
Biologic drug use during pregnancy.

Design:
Biologics are groups of drugs that target specific
inflammatory cytokines pathways. They are used in
inflammatory diseases that widely affect pregnant
women. Most of them are insufficiently tested for
their adverse maternal and neonatal effects. The
Cochrane Database, ClinicalTrials.gov and PubMed
electronic databases were searched for all relevant
studies published between 2000-2021.
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