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COVID‐19 and digestive health: Implications for prevention,
care and the use of COVID‐19 vaccines in vulnerable patients

INTRODUCTION

COVID‐19, a respiratory disease at origins, has emerged as a sys-

temic disease associated with a number of extrapulmonary1 compli-

cations.2 Digestive healthcare is one of the medical disciplines that

has been strongly affected by the SARS‐CoV‐2 outbreak and the

implemented restrictions.3

Gastroenterologists and hepatologists have seen their clinical

routines disrupted and a variety of activities suspended or limited

to emergencies. Endoscopy has been one of the most affected

procedures, leading to a dramatic decrease of screening and sur-

veillance procedures.4 On the other hand, lockdowns and social

distancing have been associated with unhealthy eating habits,

decreased physical exercise, decreased patient interactions with

medical services and alcohol consumption (or relapse in abstinent

patients).5

The COVID‐19 vaccination process is currently of great impor-

tance. With Gastrointestinal (GI) patients being vulnerable to

increased morbidity and worse outcomes from the SARS‐CoV‐2
infection, strategies to better protect the health of patients with

impaired immunity must be a priority.

This position paper serves to inform policy makers, patients,

healthcare professionals and the general public of the latest evi-

dence on the impacts of the SARS‐CoV‐2 pandemic on digestive

health. In the same vein, it aims to improve understanding of the

clinical considerations on the use of COVID‐19 vaccines in pa-

tients with chronic digestive conditions and to present UEG's

latest recommendations to support evidence‐informed decision

making.

IMPLICATIONS OF THE COVID‐19 PANDEMIC FOR
DIGESTIVE HEALTH AND CARE

The COVID‐19 crisis and social lockdown measures to limit virus

transmission are likely to have had considerable social consequences

beyond the direct death toll attributable to COVID‐19.6

Colorectal cancer screening delays

Since the rollout of screening programmes, which now cover over

110 million EU citizens, Europe has observed a steady decline in

colorectal cancer (CRC) mortality rates. With endoscopy being

largely used for screening, early diagnosis, and treatment of

digestive tract cancers, there is a growing concern about a

possible mid or long‐term increase in the GI cancer burden

because of the many elective GI endoscopy procedures that were

canceled.7,8

Recent data highlighted the detrimental effects on mortality of

delaying diagnosis in symptomatic patients with CRC in the United

Kingdom because of SARS‐Cov‐2 pandemic.9 However, screening

delays might have even more dramatic effects on the long‐term with

increasing incidence and delayed diagnosis once the down‐staging
effect is reversed by the delays.

According to a recent study,10 delays up to 4–6 months do not

significantly reduce the performance of screening, whereas a lock-

down sustained for longer time frames would negatively affect

mortality rates. It has been indicated that a backlog sustained beyond

6 months would unequivocally ensue in a significant excess of

advanced stages detected through screening and thus in up‐staging
rather than down‐staging, thus increasing disease burden and hu-

man and economic costs. Furthermore, for delays beyond 12 months,

the increase of advanced stages would lead to a 12% increase in

mortality rate at 5 years.

Increased obesity rates and increased adoption of
unhealthy diet and sedentary lifestyle

The impact that the COVID‐19 crisis has had on weight‐related be-

haviors, including healthy eating and physical activity is yet unclear,

but estimated to be substantial.11 The lockdowns have led to weight

gain, due to lower exercise, boredom/anxiety/depression enhanced

eating, characterized by consumption of snacks, unhealthy foods and

sweets.12
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A survey13 amongst residents of five European countries: Poland,

Italy, Spain, Portugal and Great Britain (England and Scotland)

showed an increase in the consumption of products with lower

nutritional values, and a decrease in the level of physical activity. In

addition, a cohort of subjects living in 21 EU countries explored that

during the lockdown, body weight increased in 55% of subjects.14

This worsening of lifestyle habits may increase the risk of both

chronic and communicable diseases since nutritional status in-

fluences immunity. In the UK Biobank, the risk of COVID‐19 posi-

tivity was lower when consuming vegetables and higher when

consuming processed meats.15

There are a multitude of digestive and liver diseases that are

associated with overweight and obesity. For example, almost 75%

of obese individuals have a fatty liver, thus the COVID‐19
pandemic may have potentially increased the prevalence of

non‐alcoholic fatty liver disease (NAFLD).16 Non‐alcoholic
fatty liver disease is a potential risk factor for SARS‐CoV‐2
infection and severe COVID‐19, independent of metabolic

syndrome.17

VACCINATION OF GI PATIENTS

As Europe is racing to get its citizens vaccinated against COVID‐
19, the conditions in which patients with inflammatory bowel

diseases (IBD), liver disease, digestive cancer and liver transplant

recipients shall be managed must be clarified. To that effect,

digestive healthcare practitioners are among the main sources of

information on SARS‐CoV‐2 vaccination for vulnerable GI patient

groups.

Oncological patients

Safety of COVID‐19 vaccines in oncological patients

Patients with cancer, especially those undergoing treatment with

chemotherapy, immunotherapy, and combination therapies have

been shown to be at higher risk of severe COVID‐19. Although

evidence regarding vaccination in patients with cancer is limited,

there is enough evidence to support anti‐infective vaccination in

general.18 On that account, several oncology professional soci-

eties do strongly recommend the vaccination of patients with

cancer.19

Efficacy of COVID‐19 vaccines in oncological patients

The effect of the vaccination should be further evaluated as currently

the evidence is scarce on how active treatment with chemo‐and
immunotherapy affects the mount of protective immunity against

COVID‐19 after vaccination. The early results of a Dutch multicentre

study on the potential impact of chemotherapy and immunotherapy

on the protection afforded by COVID‐19 vaccines show that at

28 days after administration of the second dose, adequate levels of

antibodies to the virus in the blood were found in 84% of patients

with cancer receiving chemotherapy, 89% of patients receiving

chemo‐immunotherapy in combination and 93% of patients on

immunotherapy alone. It remains yet to be seen whether there is a

difference in the duration of immune response between the patients

and the controls.20,21

Patients with IBD

The clinical management of IBD during the SARS‐CoV‐2 pandemic

has been a matter of great concern to patients and physicians.22

Inflammatory bowel diseases patients have altered underlying im-

mune responses that may induce increased vulnerability to infections

especially in patients that are treated with immunosuppressive

medications.

Safety of COVID‐19 vaccine in patients with IBD

To date, all approved COVID‐19 vaccines are considered to be

safe in immunocompromised patients. Whether mRNA vaccines

might pose any additional risk of immunopathology in immuno-

suppressed IBD patients is still a matter of discussion. The risk of

acute immune reactions following vaccination, beyond the known

risk of anaphylaxis in patients with a prior history in whom the

mRNA vaccines are contraindicated seems to be very low and

might only become apparent after millions of doses have been

administered.

Efficacy of COVID‐19 vaccines in patients with IBD

Although IBD patients were mostly excluded from COVID‐19 vac-

cine clinical trials, it can be expected from expertise with other

vaccines that the immunological response to vaccination may be

suboptimal in such patients. Therefore, vaccine effectiveness is

indeed a greater concern in IBD patients than safety. Post‐marketing

studies and ongoing trials will clarify the questions on safety,

effectiveness, longevity of protection and optimal vaccination

schedules in IBD.

Whilst there are many unknowns in vaccination efficacy in those

on immunosuppressive therapy, the risk of contracting COVID‐19 in

this population is known to be significant. As a consequence and

although there are still many unanswered questions, recent expert

reviews encourage vaccination in all IBD patients as early as possible,

and preferably with mRNA‐vaccines as the efficacy to protect against

mild and severe disease was shown to be higher for mRNA

vaccines.23,24
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Patients with liver disease

Safety of COVID‐19 vaccines in patients with liver
disease

The registration vaccine trials have not included patients with liver

diseases or very few patients with mild‐moderate liver disease. In the

BioNTec/Pfizer and Moderna study, only 0.6% had a mild‐moderate

liver disease, whereas the Astra Zeneca and Janssen vaccine trials

explicitly excluded the patients with pre‐existing liver disease.25 The

studies on other vaccines did not report any association of the

vaccination with significant side effects or safety signals in patients

with cirrhosis.26 In the real life, in a multicenter study in 381 patients

NAFLD (in China) mild adverse events were observed in 25% of the

participants such as mild such as in 70 cases (18%) injection site pain,

21 (5%) muscle pain and 20 (5%) cases headache. No specific safety

issues were reported in patients with NAFLD.27

Safety of COVID‐19 vaccines in patients with liver
transplantation

In 80 liver transplant recipients who received the BioNTec/Pfizer

vaccine, no cases of graft rejection or other safety issues were

reported.28

Efficacy of COVID‐19 vaccines in patients with chronic
liver disease

There are very few studies evaluating the efficacy of COVID‐19
vaccine in these patients. In the study in patients with NAFLD,

neutralizing antibodies against SARS‐CoV‐2 were detected in 364

(95%) out of 381 cases. Currently, there is an ongoing study, the

COBALT study looking at COVID‐19 vaccination response and bio-

markers in patients with cirrhosis, autoimmune liver diseases and

post‐liver transplantation.

Efficacy of COVID‐19 vaccines in patients with liver
diseases awaiting liver transplantation and in liver
transplant recipients

Clinical guidelines recommend both pre‐transplant and post‐
transplant vaccination against a variety of pathogens. The rates of

immunity against vaccine‐preventable viruses in patients undergoing

liver transplantation have not been studied extensively.29 Never-

theless, the optimal time for post‐transplantation vaccine adminis-

tration seems to be approximately 3–6 months after the

transplantation, but still remains unknown.

Up to now, few studies has been published evaluating the effi-

cacy of two doses of mRNA‐based COVID‐19 vaccines in liver

transplant patients.30 Antibody‐responses ranged between 47.5%28

and 81%.31 The efficacy of a third dose of COVID‐19 vaccine has

been evaluated in two studies. In a study with 30 patients with

suboptimal response, a third dose increased antibody titers in one

third of patients who had negative antibody titers and in all patients

who had low‐positive antibody titers.32 In another study with 59 non‐
responders to two doses of vaccine, a third dose achieved a sero-

logical response in 26 (44%) and an increase in antibodies titers

among those with previous response were seropositive at 4 weeks

after the third dose.33

The French Society of Gastroenterology has recently proposed a

third dose of vaccine in liver transplant recipients. A 4‐week interval

between the second and third dose of the BioNTec/Pfizer and

Moderna vaccines was suggested.34

UEG's main recommendations

Healthcare delivery/organization

– When adapting or easing measures, national governments should

take into account the latest clinical data to inform policies and

guidelines and ensure citizens' protection and support.

– Resumption and maintenance of endoscopic activity is crucial for

screening programs, mortality and prognosis of digestive disor-

ders. Elective procedures performance must be balanced with the

need to protect healthcare and patients.

– More data are needed to better assess the short and long‐term
effects of lockdowns on cancer screening, diagnosis and staging

across Europe.

COVID‐19 vaccination

– The variability in national vaccination schemes, epidemiological

settings and vaccine coverage rates should not affect the priori-

tization of immunocompromised patient groups.

– The introduction of booster doses should be evidence‐based.
Antibody titer determination after vaccination in vulnerable pop-

ulations such as patients with IBD under immunosuppressive

treatment, patients with digestive malignancies under treatment,

as well as transplant recipients is needed along with further

research to determine the optimal titer cut‐off.

EU health capacity

– We support the European Commission's goal of building a Euro-

peanHealthUnion and affirm the need to reinforce themandates of

the European Centre for Disease Control and Prevention (ECDC)

and the European Medicines Agency to facilitate a strong and co-

ordinated Union‐level response to health crises.

– The revision of the ECDC mandate should not miss the opportu-

nity of expanding the agency's mandate to include activities in the
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area of noncommunicable diseases. This is particularly important

considering the interlinks between communicable and non-

communicable diseases amplified by the SARS‐CoV‐2 pandemic.
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