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enable comparison between multiple medical and 
non-medical therapeutic approaches, it is crucial to use 
standardised universal definitions for the diagnosis and 
response to therapy of stricturing Crohn’s disease, such 
as those introduced by the Stenosis Therapy and Anti-
Fibrosis Research (STAR) consortium.7,8 Novel imaging 
techniques to improve the characterisation of strictures 
as being predominantly inflammatory or fibrotic need 
to be developed for proper patient stratification.9 
Although this study dampens the enthusiasm for 
SEMS, alternative stent options—eg, biodegradable or 
custom-made stents—might prove useful, in particular 
for longer segment strictures. Effective non-surgical 
therapeutic options for long-segment strictures are 
still absent because EBD and stents are restricted by 
device length and endoscopic therapy. In general, 
treatment with EBD and stents becomes increasingly 
technically difficult with increased stricture length. 
Although no specific antifibrotic therapy is currently 
approved, the first randomised trial of an antifibrotic 
drug for stricturing Crohn’s disease is underway 
(NCT05013385) with several other compounds under 
consideration striving to provide non-invasive means 
for the treatment of stricturing Crohn’s disease. Finally, 
perhaps the strongest signal of this trial, is the need 
to compare any novel endoscopic stricture therapy 
with the current gold standard: EBD. Multiple other 
approaches, including needle-knife stricturotomy,10 
have been reported, but the evidence remains restricted 
to case series and observational studies. Putting those 
to the test in controlled head-to-head comparisons will 
prove or dispute their promise. On the basis of this well 
done investigation by Loras and colleagues,6 the gold 
standard remains EBD.
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Is the attenuated humoral response to COVID-19 vaccination 
in anti-TNF users relevant? 

The COVID-19 pandemic has led to considerable 
morbidity, mortality, and strain on health-care 
services across the world, causing more than 5 million 
deaths since it began. Systemic immunosuppression 
might increase the risk of COVID-19-associated 
complications, and, as a result, individuals with 
inherent or acquired immunosuppression have 

been prioritised for vaccination and for receiving 
booster doses. Approximately a third of individuals 
living with inflammatory bowel disease (IBD) use 
immunosuppressive biologic medications chronically, 
and 5–10% of people with IBD in any given year are 
exposed to corticosteroids. The CLARITY-IBD study1 
was the first to show that the immune response to a 
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single dose of COVID-19 vaccine was attenuated in 
patients treated with anti-tumour necrosis factor (TNF) 
medications. However, whether this reduced immune 
response among people on anti-TNF therapies persists 
in those who receive subsequent doses of COVID-19 
vaccines is not well described, and the efficacy of 
COVID-19 vaccination in people on immunosuppressive 
therapies commonly used in IBD has not yet been 
assessed.

In The Lancet Gastroenterology & Hepatology, 
James L Alexander and colleagues2 have addressed 
this important knowledge gap, showing a persistent 
reduction in anti-SARS-CoV-2 spike protein antibody 
titres among individuals with IBD being treated 
with infliximab (geometric mean ratio 0·12, 95% CI 
0·08–0·17; p<0·0001) and tofacitinib (0·43, 0·23–0·81; 
p=0·0095) in the 53–92 days following the second 
dose of a COVID-19 vaccine. Importantly, ustekinumab, 
vedolizumab, and thiopurine monotherapy did not 
affect the immunogenicity of vaccination.  

Antibody titres are recognised as an important 
indicator of vaccine effectiveness in the general 
population, with lower antibody titres after COVID-19 
vaccination being associated with a higher risk of 
breakthrough infections.3,4 Globally, the reduction of 
antibody titres with time has led to the widespread 
adoption of booster doses to maintain immunity and 
protection from COVID-19-related hospitalisation and 
death. Alexander and colleagues’ findings suggest that 
a considerable proportion of patients with IBD could be 
functionally unvaccinated, despite being adherent to 
the recommended vaccination regimen at the time, and 
indicate that individuals with IBD on anti-TNF agents 
might require early booster vaccinations or serological 
confirmation of an antibody response to vaccination. 
In some countries, fourth doses are being offered to 
individuals being treated with immunosuppressive 
medications on the basis of concerns regarding 
suboptimal serological responses to COVID-19 
vaccination. 

Despite concerns surrounding the robustness of 
the immune response to vaccination among people 
being treated with anti-TNF therapies, these same 
patients do not seem to be at an increased risk of 
contracting COVID-19 compared with people with IBD 
not on biological therapy and the age-matched general 
population.5–7 In fact, anti-TNF use might be a protective 

factor against severe COVID-19-related outcomes 
among individuals with autoimmune diseases,8 
which could be due to these therapies inhibiting the 
maladaptive systemic inflammatory response that 
often characterises severe COVID-19. This reduction 
in the risk of severe outcomes might also be related to 
the association between anti-TNF therapy and reduced 
IBD-related disease activity; higher levels of disease 
activity in IBD have been shown to increase the risk of 
adverse COVID-19-related outcomes.9 Furthermore, 
individuals with IBD have been shown to have high 
levels of adherence to physical distancing and isolation 
recommendations, which might decrease their 
likelihood of being exposed to infection.10 

Given the paucity of data showing the relationship 
between humoral antibody titres and SARS-CoV-2 
infection risk in people on anti-TNF therapies, and 
the lack of evidence that anti-TNF increases the risk 
of severe COVID-19, it remains unclear as to whether 
people being treated with anti-TNF truly require 
accelerated booster dosing or monitoring for antibody 
responses. Recommending additional or earlier booster 
doses is not without a downside; because patients with 
IBD often have high baseline levels of health anxiety, the 
messaging that users of anti-TNF might be insufficiently 
protected by COVID-19 vaccination could have negative 
mental health consequences or result in increased social 
isolation.11 There is also a concern that this heightened 
concern about the attenuated immunological response 
to vaccination might lead to hesitancy in initiating 
biologic therapy that is otherwise indicated among 
individuals with moderate-to-severe IBD. 

Most frustratingly, even with the rapidity of the 
generation and publication of new findings, the 
contours of the pandemic change faster still. With the 
emergence of the omicron variant (B.1.1.529) and the 
transition towards endemicity, the relevance of this 
study’s findings has waned. Clinicians are currently 
concerned with the timing of a fourth dose of COVID-19 
vaccine in the immunosuppressed, and thus a study 
assessing antibody titres after two doses might have 
more reduced clinical applicability than it did when this 
project was conceived and conducted.  

As the COVID-19 pandemic evolves, clinicians will 
need to continue to adjust their practice on the basis 
of emerging evidence regarding the effectiveness and 
impact of COVID-19 vaccines among patients with 
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IBD and the risk of severe COVID-19-related outcomes 
among people being treated with immunomodulating 
medications. At this time, encouraging booster 
doses among individuals on anti-TNF medications 
3–4 months after the most recent vaccine dose is 
reasonable, especially for those with additional risk 
factors for serious COVID-19, such as advanced age and 
other markers of frailty. Patient education will be of 
utmost importance; first and subsequent vaccine doses 
need to be reinforced as the most crucial measure to 
prevent COVID-19 in patients with IBD as we enter the 
next stages of the pandemic. 
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A call for advocacy and patient voice to eliminate hepatitis B 
virus infection

Hepatitis B virus (HBV) infection is estimated to affect 
around 300 million individuals worldwide, but has been 
neglected by health-care provision, education, research, 
and policy.1,2 In light of the WHO goal to eliminate 
viral hepatitis as a public health threat by 2030, there 
is an urgent need for enhanced advocacy for HBV. 
Organisations representing and led by individuals with 
tuberculosis, HIV, and hepatitis C virus (HCV) infection 
have set a precedent for the provision of infrastructure, 
education, peer support, fundraising, and advocacy, 
often with support from large international donors. 
Parallel examples of advocacy for HBV are scarce, 
highlighted by a patient describing the HBV community 
as “the forgotten people” (appendix p 1). Enhanced 
interdisciplinary action, which can have far-reaching 
benefits, is urgently needed to promote and diversify 
representation of people with lived experience of HBV 
infection (figure). We convened an interdisciplinary 

group to gather evidence and set out a framework 
for action, which we present here, considering the 
challenges and barriers to engagement, and reflecting 
on the need for patient voices to drive progress. 

Many communities most affected by HBV infection 
have been systematically underserved by existing 
health-care infrastructure. Neglect is faced by many 
countries where chronic hepatitis B infection is highly 
prevalent in the general population. In high-income 
nations, chronic hepatitis B primarily affects minority 
ethnic groups, who are often sidelined by clinical 
services, and might feel disengaged, marginalised, 
and lost in the system. Migrant populations face 
further challenges of discrimination, high mobility, 
unfamiliar health-care systems, and lack of trusted 
health-care providers.3 Chronic hepatitis B is also more 
prevalent in other groups at risk of marginalisation and 
discrimination, including subgroups of the LGBTQ+ 
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