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Background and Interpretation:

Chicken pox (varicella) is a common and generally mild childhood iliness. Although the
incidence of varicella in the UK is seasonal, classically peaking between March to May, in
recent years, seasonality appears less marked.

Infection in neonates, immunosuppressed individuals and pregnant women can result in
severe and even life-threatening varicella disease. To prevent severe varicella infection in
these at risk individuals, post-exposure prophylaxis with varicella-zoster specific
immunoglobulin (VZIG) is recommended according to national guidelines.* The rationale for
offering prophylaxis to vulnerable close contacts is to attenuate disease and reduce the risk of
complications such as pneumonitis, rather than to prevent infection.

Varicella infection in pregnancy can lead to both maternal and fetal complications depending
on the timing of infections during pregnancy:

e Fetal complications: The highest risk of fetal varicella syndrome (including limb
hypoplasia, microcephaly, cataracts, growth retardation and skin scarring) occurs
during the first 20 weeks. Incidence of fetal varicella syndrome has been estimated to
be less than 1% in the first 12 weeks and approximately 2% between weeks 13-20.°

e Maternal complications: The greatest risk of maternal complications such as
pneumonitis appears to be from 20 weeks onwards.>

The rationale for the use of VZIG prophylaxis in pregnant women is twofold: reduction in
severity of maternal disease and theoretical reduction in the risk of fetal infection for women
contracting varicella in the first 20 weeks of pregnancy. About 50% of susceptible pregnant
women given VZIG after a household exposure to chickenpox will develop clinical varicella,
although the disease may be attenuated; the clinical attack rates are similar whether VZIG is
given within 72 hours or four to ten days after contact.*® A further quarter will be infected sub-
clinically.5 Severe maternal varicella may still occur despite VZIG prophylaxis. Prompt
treatment with aciclovir is indicated in such cases.

Although the majority of adults in the UK are likely to be immune, approximately two thirds of
all VZIG stock issued are for susceptible women exposed during pregnancy. Current
quidance recommends VZIG (4 vials; 1000mg) for VZ antibody-negative pregnant contacts
exposed at any stage of pregnancy, providing VZIG can be given within ten days of contact.

VZIG is a scarce blood product that is centrally procured and issued by Public Health England
(PHE) and from over 80 issuing centres across England.
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Historically when supplies of VZIG have been short, issues of VZIG have been restricted for
pregnant women. In response to a current shortage of VZIG restrictions on issues of VZIG
are being implemented with immediate effect. From 6" July 2018, VZIG will only be issued
to VZ antibody negative pregnant contacts exposed in the first 20 weeks of pregnancy
i.e. up to and including 20+0 weeks. For women exposed after 20 weeks i.e. from 20+1
weeks to delivery, oral aciclovir at 800mg four times a day from days 7 to 14 after
exposure should be considered.

The efficacy of oral aciclovir as post exposure prophylaxis is largely derived from studies in
healthy immunocompetent and immunosuppressed children. The Royal College of
Paediatrics and Child Health recommends aciclovir prophylaxis as a suitable alternative to
VZIG for immunosuppressed children.® In one study of 13 immunocompetent children who
had household exposure to varicella and received 10mg/kg four times a day from days 7-14
after an exposure, 12 showed evidence of seroconversion, 10 of whom showed no symptoms
and two with mild illness. Only one child developed typical varicella iliness.”

There is growing evidence supporting the safety of oral aciclovir in pregnancy, especially after
20 weeks gestat|on with no increase in the risk of fetal malformations following exposure in
pregnancy ° Of over 1200 pregnancies that received either oral or iv aciclovir across all
stages of pregnhancy, followed up in 24 countrles between 1984-1998, there were no unusual
defects or patterns of defects observed.? Oral aciclovir is also the recommended treatment for
women presenting within 24 hours of a chickenpox rash for women who are 20 weeks
gestation or beyond, and may be considered for women in earlier stages of pregnancy.®

As oral aciclovir is not licensed for in pregnancy, prescribing for pregnant women would
constitute ‘off-label’ use. Clinicians are able to prescribe medicines outside the terms of the
licence (i.e. ‘off-label’) when this is in the best interest of the patient on the basis of available
evidence. Further advice on off-label prescribing is on the MHRA website

https://www.gov.uk/drug-safety-update/off-label-or-unlicensed-use-of-medicines-prescribers-
responsibilities#prescribing-in-a-patients-best-interests

When current practice supports the use a medicine outside the terms of its licence, the MHRA
advise that it may not be necessary to draw attention to this when seeking consent from
patients. However, it is good practice to give as much information as patients or carers
require or which they may see as relevant. An FAQ for prescribing clinicians with information
that is suitable for pregnant women will be available on the PHE website.
https://www.gov.uk/government/collections/chickenpox-public-health-management-and-
guidance

Recommendations for VZIG for immunosuppressed contacts and neonates remaln
unchanged and risk assessment should proceed according to national quidelines."

Implications and Recommendations for PHE Centres

Health Protection Teams (HPTSs) are often undertaking risk assessment for VZIG and are asked to
note the current restrictions for VZIG in pregnancy.

Health Protection Teams should facilitate the cascade of this briefing note to their local maternity
units and General Practitioners through local systems, to ensure they are aware of the latest advice.

Implications and Recommendations for PHE sites and services

The Specialist microbiology network often support the risk assessment and laboratory investigation of
high risk contacts exposed to varicella and are asked to note the current restrictions on VZIG supplies
and indications for its use in pregnancy.

Lead Public Health microbiologists are requested to forward this briefing note to their local NHS

Laboratories / microbiologists who may be involved in urgent requests for VZ IgG testing and the risk
assessment for high risk contacts exposed to varicella.
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Implications and recommendations for local authorities

N/A
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