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Vedolizumab and chickenpox in immune patient during pregnancy
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Abstract

Vedolizumab (VDZ) is a humanized immunoglobulin G1 monoclonal antibody approved for use in adults affected by moderately
to severely active Crohn’s disease (CD) and ulcerative colitis (UC). In accordance with the Food and Drug Administration (FDA),
VDZ is safe during pregnancy. Immunosuppressive drugs increase the risk of infections especially when used in combination, but
some treatments may also expose the patients to the reactivation of latent infections. A 39-years old pregnant woman G1 PO started
immunosuppressive therapy with Vedolizumab, after the failure of previous treatments. She had already been tested for HBV, EBV
and VZV, in addition to previous serology, resulting in immunity. At the 12 weeks of pregnancy, a first suspicious symptomatology
for VZV began to appear and chickenpox caused by Varicella-Zoster virus was suspected. Blood tests showed a strong positivization
of viral DNA in the blood. The patient decided to terminate the pregnancy for the fear of congenital chickenpox syndrome. In this
case we observed an unexpected viral reactivation to an extent like a first infection although the patient was immune. It is therefore
essential to carefully evaluate the administration of Vedolizumab in the first trimester, underlining that a reactivation of the VZV

and the manifestation of chickenpox is possible even if the women was cataloged as immune.

Keywords: pregnhancy, obstetrics, abortion, complications

Introduction

Inflammatory bowel diseases (IBD) are diseases of yet
unknown etiology characterized by chronic inflammation of
the gastrointestinal tract [*' 2. Active IBD could be associated
with poor pregnancy outcomes Bl Vedolizumab (VDZ) is a
humanized immunoglobulin  G1 monoclonal antibody
approved for use in adults with moderately to severely active
Crohn’s disease (CD) and ulcerative colitis (UC) 4. VDZ
blocks the interaction between an integrin on the surface of gut-
specific lymphocytes and a receptor on the vascular
endothelium of the intestinal tract (a4f7 and MAdCAM-1,
respectively) Bl In accordance with the Food and Drug
Administration (FDA), VDZ can be used during pregnancy, but
studies on human fetotoxicity are few and no long-term data is
available & /1. Immunosuppressive drugs increase the risk of
infections especially when used as combination & 9, but some
treatments may also expose the patients to the reactivation of
latent infections such as tuberculosis (TBC), hepatitis B (HBV)
and C (HCV), Varicella Zoster Virus (VZV), Cytomegalovirus
(CMV), and Epstein Barr Virus (EBV) [10-12],

Case report

A 39-years old pregnant woman G1 PO was followed by our
department’s high risk pregnancy clinic as she suffered from
ulcerative colitis (UC). She started immunosuppressive therapy
with Vedolizumab in 2017, after the failure of previous
treatments with Mesalazine, Thiopurines and Anti TNF. She
stopped therapy in May 2019 after obtaining mucosal healing,
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but due to a new relapse, she restarted VDZ in November 2019
with clinical and endoscopic remission. She became pregnant
in September 2020. In case of severe disease progression and
lacking of alternative therapy options, use of VDZ is acceptable
during pregnancy and breastfeeding, so after a consultation
between a gastroenterologist and gynaecologist, therapy was
continued ™3, According to the ECCO guidelines, it was
decided to continue the treatment until 24 weeks of gestation
considering the risk of preterm labour and small for gestational
age (SGA) newborns.

Except for a surgery of pancreas divisum correction, the patient
had a silent anamnestic history. Maternal serology resulted
negative for HIV, HCV, LuE, HbSAg. She was susceptible to
Toxoplasmosis, had suffered a CMV infection and had
relapsed a HSV1 infection. She had already been tested for
HBV, EBV and VZV, in addition to previous serology,
resulting in immunity and Quantiferon test was negative before
starting biologic therapy with VDZ.

At the 12 weeks of pregnancy, a first symptomatology
suspicious for VZV began to appear, with fever and an itchy
rash with small, fluid-filled blisters. Chickenpox caused by
VZV was suspected. At the beginning of pregnancy, the
Immunoglobulin G were 722 mUIl/ml and IgM were 0,93
mUI/ml, showing an immunity. Acyclovir therapy was started
to treat the reactivation of the disease. The ultrasound exam
during the 12 weeks and 3 days of gestation showed a nuchal
translucency of 1,60 mm and normal fetal biometry. After the
symptoms worsened, the patient was referred to Tertiary
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Referral Hospital where the diagnosis was confirmed and the
patient was hospitalized. Blood tests showed a strong
positivization of viral DNA in the blood (VZV DNA PCR=
18.180 copy/ml) and on vesiculo-cutaneous swab (VZV DNA
PCR= 431100000 copy/ml). After a consultation about the
possible effects on the fetus, the patient decided to terminate
the pregnancy for the fear of congenital chickenpox syndrome,
possible with a probability of 0.59% and 0.84% for women
infected with VVZV during the entire pregnancy and for those

infected within the first 20 weeks of pregnancy, respectively
(141

Discussion

VZV, the virus known for causing chickenpox in children and
Herpes Zoster in adults, is particularly insidious in patients
with IBD due to risk of developing into a Varicella Virus
infection specifically in immunosuppressed patients. In fact,
fatal cases of varicella in IBD patients have been reported %1,
A recent review of literature about 213 VDZ-exposed
documented pregnancies in IBD patients, reported no evidence
for safety concerns regarding pregnancy outcomes associated
with VDZ therapy. Due to the limited scope of available
records, research is needed to understand the safety profile
regarding the use of anti-integrin therapy during pregnancy [61,
Our patient was immunized against the virus by vaccination.
Nonetheless, during pregnancy the patient still had clinical
manifestation of chickenpox. Chickenpox in the first or second
trimester is related to a risk of congenital fetal infection
syndrome, although in the third trimester it may lead to severe
neonatal varicella or maternal pneumonia with very poor
outcomes. In our case we observed an inexplicable and
unexpected viral reactivation similar to a ‘first infection’ even
if the patient was immune.

Conclusions

The voluntary interruption pregnancy was devastating for the
woman and for the equipe who attended her. Thus, we would
invite to use Vedolizumab with extreme caution in the first
trimester, underlining that reactivation of a previous VZV
infection and the onset of chickenpox is possible even if the
woman is immune.
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