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Research letter

A novel coronavirus, currently identified as COVID-19, was recently defined as the cause of a 

cluster of patients with pneumonia of unknown origin that was initially reported from Wuhan, 

Hubei province, People’s Republic of China.1 In a recent summary of reports of 72,314 cases from 

the Chinese Center for Disease Control and Prevention, the overall fatality rate of COVID-19 was 

estimated in 2.3%, although this figure was greater (8.0%) in the population aged between 70 

and 79 years, further increasing with increasing age up to 14.8% in patients older than 80 years.2 

Moreover, the case fatality rate was higher in patients affected by various comorbidities, such as 

cardiovascular disease, diabetes, chronic respiratory disease, hypertension, and cancer.2

Beginning on February 21st, 2020, when the first cluster of 16 patients were confirmed in 

the Lombardy region, COVID-19 infection subsequently spread in Italy, and as of today – when 

the World Health Organization (WHO) has officially declared that COVID-19 can be considered 

pandemic – the number of COVID-19 cases recorded in Italy is 15,113 with 1,016 deaths and 

1,258 patients recovered from infection.3-5 Although the infection is mainly characterised by 

fever and respiratory symptoms such as cough and dyspnoea, with instrumental evidence of 

bilateral atypical pneumonia, and the main route of transmission is through respiratory droplets 

from coughing and sneezing, more recently the WHO-China Joint Mission on COVID-2019 

emphasised the finding that viral RNA can be detected in stools in as much as 30% of cases, 

persisting for up to 4-5 weeks, although it is not clear whether this might correlate with the 

presence of infectious virus.1,3,5 Noteworthy, there is evidence that COVID-19 may infect 

glandular cells of the digestive tract, including the rectum, determining inflammatory infiltrates 

characterised by the presence of interstitial oedema and lymphoplasmocytosis, although the 

actual association of this pathological evidence with gastrointestinal symptoms such as 

diarrhoea, that can be present in a proportion of patients with COVID-19 infection, is still not 

clear.1,7 Noteworthy, COVID-19 infection is associated with a marked increase in levels of pro-

inflammatory cytokines such as Interleukin-1B and Tumour Necrosis Factor alpha (TNF), both 

implicated in the pathophysiology of Inflammatory Bowel Diseases (IBD), a disease characterised 

by relapse and remission phases, whose main clinical manifestations are fever, abdominal pain 

and diarrhoea, and where there is a complex interplay between inflammatory and remodelling 

processes involving several cytokines.3,8,9A
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Our Unit serves as a tertiary referral centre for the diagnosis and cure of IBD within a 

University Hospital in Genoa (approximately, 600,000 inhabitants), Italy. The most effective 

treatments IBD for patients affected are immunosuppressive drugs, such as antimetabolites, and 

biological therapy such as anti-TNF monoclonal antibodies.10,11 IBD treatment with these drugs 

is inherently burdened by some degree of immunosuppression and by a greater likelihood of 

infections, although there does not seem to be a strong association between the occurrence of 

infections and biological drug dose.12,13 This notwithstanding, IBD patients are often concerned 

regarding the potential for the occurrence of immunosuppression-related events, and in general 

in IBD patients the occurrence of stressor events may represent a trigger for disease relapse.14

The recent measures adopted by the Italian government in order to contain the diffusion 

of COVID-19 infection had an understandable and significant impact on ordinary hospital activities, 

including outpatients management, as well as on personal life of the population, obviously 

including IBD patients followed at our centre.

In order to assess how general concerns regarding COVID-19 infection and potential 

anxieties associated with fears of contracting the infection, including worries related to drug-

induced immunosuppression, affected the behaviour of patients with IBD we evaluated the 

proportion of patients who maintained the assigned appointments for scheduled visits at our 

Centre, and monitored the number and reasons for email messages received by the outpatients 

Centre dedicated email address.

All in all, during the last 3 weeks since February 21st, 2020, 36 (42.9%) of the 84 scheduled 

outpatients visits were cancelled. The majority (88.8%, n=32) of the cancelled visits were so due to 

Government indication to prevent any potentially avoidable contact of patients with hospitals, and 

therefore non-urgent visits were cancelled and rescheduled by hospital personnel, while in 11.2% 

of cases (n=4) the visits were cancelled by the patients themselves because of fears related to 

COVID-19 infection. Among the 48 patients who presented for their scheduled visit, 15 (31.2%) 

were on immunosuppressant drugs, and overall none of the 48 patients reported symptoms 

suggestive of COVID-19 infection. Noteworthy, the number of email messages received at the 

dedicated email in-box of the Centre progressively increased, up to 17 daily email messages, with 

a mean of 7 messages per working day. Indeed, the total number of email messages in the 3-week 

period of interest was 102, with 24 messages sent by patients treated with biological or A
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immunosuppressive drugs, of whom 18 (75.0%) had COVID-19 as object, while 78 email messages 

were from IBD patients not receiving any immunosuppressive therapy, and only 13 of them 

(16.7%) with a request of information on COVID-19 and IBD as object (P<0.0001). In comparison, 

in the 3-week period preceding February 21st, 2020 – despite the epidemic of COVID-19 was by 

large renowned in the public, and isolated cases had already appeared in Italy – we received a 

total of 42 email messages (-59%), with a mean of 3 email messages per working day: 17 and 25 

messages were from patients on immunosuppressive or biological drugs, or on standard 

medications, respectively and none of them contained any reference to COVID-19 (Figure 1). Since 

the beginning of the COVID-19 epidemic in our country, 2 patients autonomously decided to 

discontinue treatment with a biological drug, while in 2 patients the decision to delay initiation of 

immunosuppressant therapy was agreed upon by physicians and patients following concerns of 

the latter regarding the beginning of treatment in this period. Lastly, in one patient a 

postponement in dose-intensification of a biological drug was decided by the physician in charge 

of the patient after having carefully balanced the risks associated with activity of the IBD and 

those related to the increase in the number of visits to the hospital to receive drug infusions and 

more frequent controls.

All in all, although the possible greater susceptibility to COVID-19 infection, or the potential 

for different clinical picture and severity of disease in IBD patients on, or off, immunosuppressive 

or biological treatment is at present unknown, we observed that the diffusion of infection has 

raised concerns among IBD patients, as in the general population, and we demonstrated that this 

concern was significantly more tangible among IBD patients on immunosuppressive drugs. We feel 

that in this time and age of great concerns regarding the health and economic fallout of the 

COVID-19 pandemic, every effort should be pursued by specialised centres caring for patients with 

IBD, and we have observed that with adequate counselling and telematics tools to provide 

patients with prompt and reliable answers, only 2 of the 107 patients on biological drugs withdrew 

treatment (1.9%), and none of the patients on clinical trials or on antimetabolites. However, we 

also feel that in this moment in history every effort should be put in place in order to facilitate 

patients’ compliance with both ordinary care and more complex treatment for IBD, by stratifying 

patients considering age, comorbidities, and disease activity, enhancing telemedicine use for 

fragile patients or those in remission, improving home delivery of medicines and, when possible, A
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adequate facilities for infusions of biological or experimental drugs for patients with moderate-

severe activity of disease.
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Legend to Figure 1.

Number and proportion of patients who sent email messages to the dedicated email in-box of 

the Inflammatory Bowel Disease of our Centre, subdivided according to two 3-week periods, 

before and after COVID-19 outbreak in Italy, and to the object or content of message.
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Figure 1. 
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