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Editorial: how safe is it to administer the BCG vaccination to
babies exposed to anti-TNFax medications antenatally?

Authors' reply

In their editorial accompanying our study,>? Sonia Bouri and Ailsa
Hart correctly underlined that our data were collected prior to the
European and Toronto recommendations enforcement, which may
in their opinion explain the low level (27%) of adherence to the rec-
ommendations to postpone live vaccines until after 6 months of
age. However, non-adherence to guidelines still needs to be con-
sidered. Indeed, French guidelines on the use of anti-tumor necro-
sis factor a (anti-TNFa) agents use during pregnancy, endorsed by
the French National Authority of Health, had already been issued
in 2013, the starting year for our data collection.® This assumption
is further supported by the results of a French cohort of 143 preg-
nant women with IBD enrolled between 2016 and 2017, all receiv-
ing anti-TNFa. Among the 33 babies who received bacillus calmette
guerin (BCG) vaccination, 19 of them (55.7%) did so before 6 months
of age.4 Even in this prospective cohort, anti-TNFa blood levels were
not monitored after birth, as it had not become standard practice.
This persistent low rate of adherence to recommendations despite
the existence of current guidelines stresses the need for a better dis-
semination strategy of guidelines, targeting all physicians including
general practicioners.

The report of a fatal disseminated BCG infection post-vaccina-
tion® warranted the initial precautionary approach in 2015, based
on theoretical immunosuppression in this population. However, this
position is brought into question by the Rezai study,® in which 40%
(6/15) of children admitted for disseminated mycobacterial disease
were immunocompetent. A recent study in children born to moth-
ers with IBD and exposed to anti-TNFa in utero showed adequate
immune serologic responses.’

The suggestion of postponing live vaccine even up to 1 year of
age is based on a single case of a detectable very-low anti-TNFa
plasma level (0.03 mg/mL) of unknown immunological significance
in a baby with in utero exposure.[?] This evidence may not be strong
enough to warrant exposing children to avoidable infections, espe-
cially tuberculosis, when they are at high susceptibility.

Several authors have favoured an individualised medicine ap-
proach for pregnant women with IBD[’] with ‘case-by-case’ man-
agement on whether to administer live vaccines to their children.'°
Similarly, our results combined with the changing and worrying
landscape of tuberculosis epidemiology suggest weighing the in-
dividual risk-benefit ratio of early vaccination against BCG before
6 months of age. We and others would favour such an approach until
another strategy (possibly in the form of monitoring of anti-TNFa«

clearance in children) proves to be of greater benefit. Alternatively,
subsequent confirmation of our conclusions based on longer follow-
up and increased number of pregnancies monitored may provide
reassurance. The EVASION cohort, which will be enriched with sub-
sequent years data, should enhance the statistical power of existing
results.
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Editorial: effect of exercise on physical frailty in patients with

chronic liver disease

The impact of physical frailty on outcomes in patients with chronic
liver disease has been increasingly recognised in recent years. In
patients with decompensated cirrhosis waiting for transplant, the
degree of frailty and sarcopenia clearly worsen survival.! In fact,
survival prediction is enhanced with the addition of the frailty index
or sarcopenia to the MELD Na score.! There is a need to critically
evaluate interventions that could safely improve physical function
and survival in this complex patient population.

Williams et al recently provided a welcome addition to the litera-
ture in this area.? They comprehensively reviewed the available litera-
ture on the effect of exercise on physical frailty in patients with chronic
liver disease and developed recommendations through synthesis of the
literature. Interventions in compensated cirrhosis, decompensated cir-
rhosis and liver transplant recipients were reviewed separately. There
was heterogeneity in the frequency, intensity and type of exercise pro-
grammes among the studies analysed. Despite this heterogeneity, this
review provided the clinically helpful take-home point that moderate-
to-high intensity exercise involving aerobic and/or resistance training
results in improvements in frailty and quality of life.

Overall, the studies demonstrated improved aerobic capacity and
muscle mass in the exercise intervention groups.3’4 Improved VO,
peaks were shown in supervised aerobic sessions,>® although these

did not reach the peaks associated with quantifiable improvements

in survival seen in cardiovascular disease.” Barriers to reaching these
peaks may include the severe fatigue, encephalopathy, fluid overload
and profound sarcopenia of many cirrhotic patients as their illness
progresses. Additional factors such as psycho-behavioural motiva-
tion and nutrition go hand-in-hand with the ability to incorporate
exercise. However, even cost-effective, easily accessible forms of
aerobic exercise such as walking have been shown to improve perfor-
mance on the 6-minute walk test.®? Therefore, exercise interventions
such as walking could be recommended by physicians to patients with
chronic liver disease, particularly in healthcare settings where costly
exercise equipment might be cost-prohibitive. The authors recom-
mended combining aerobic and resistance exercise to optimise aer-
obic capacity and muscle mass, and an exercise programme that is a
minimum of 12 weeks in duration to achieve demonstrable results.
Certain limitations of the studies available for review must be
acknowledged. Patient age and aetiology and severity of chronic
liver disease are likely to have an impact on the ability of a patient to
achieve optimal aerobic capacity. For example, a 67-year-old cirrhotic
patient with non-alcoholic fatty liver disease (and accompanying co-
morbidities such as diabetes, obesity and coronary artery disease)
is likely to have a different exercise tolerance than a 30-year-old
cirrhotic patient with primary sclerosing cholangitis and no other

comorbidities.
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