S

ELS

Since January 2020 Elsevier has created a COVID-19 resource centre with
free information in English and Mandarin on the novel coronavirus COVID-
19. The COVID-19 resource centre is hosted on Elsevier Connect, the

company's public news and information website.

Elsevier hereby grants permission to make all its COVID-19-related
research that is available on the COVID-19 resource centre - including this
research content - immediately available in PubMed Central and other
publicly funded repositories, such as the WHO COVID database with rights
for unrestricted research re-use and analyses in any form or by any means
with acknowledgement of the original source. These permissions are
granted for free by Elsevier for as long as the COVID-19 resource centre

remains active.



Clinics and Research in Hepatology and Gastroenterology 45 (2021) 101676

Available online at

ScienceDirect

www.sciencedirect.com

CLINICS AND RESEARCH
IN HEPATOLOGY
AND GASTROENTEROLOGY

Elsevier Masson France

EM

www.em-consulte.com/en

LETTER TO THE EDITOR

Impact of delayed transit in severe n
COVID 19 critical care patients: A
retrospective analysis

KEYWORDS
Transit;
Critical care;
COVID 19;
Constipation

Infrequent defecation, often reported as ‘constipation’’
has been demonstrated to be associated with dismal out-
comes such as mortality, longer time spent on mechanical
ventilation (MV) and longer intensive care unit (ICU) length
of stay (LOS) in critical care patients [1,2]. It has been shown
that both duration and timing of these disorders through-
out the ICU stay may affect these outcomes, with longer
time lags and later occurrence during ICU course carrying a
worse prognosis [3]. Despite a documented impact of COVID
19 on gut function [4], no study has investigated the tran-
sit of severe COVID 19 patients and its consequences on
outcome.

Single centre, retrospective analysis of all COVID patients
admitted for acute respiratory failure (ARF) in a 12 bed
ICU, between February and December 2020. Patients were
included unless exhibiting an exclusion criteria (Supple-
mentary figure). Demographic data, time spent under MV,
treatments, and survival were compared according to occur-
rence of delayed transit, as defined by a delay of 6 days or
more without stool passage [3,5]. Early and late delayed
transit were defined as occurring respectively immedi-
ately following ICU admission or later during the ICU stay
[3]. Laxatives and enemas treatments are not protocol-
ized in our ICU and were provided at the discretion of
the physician in charge. Because of the retrospective and
observational characteristics of the study, no informed
consent was required, nevertheless it is specified on the
admission leaflet provided to the patients and/or prox-
ies that anonymous data could be used in an academic
purpose.
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Data were expressed as median [25th—75th] percentile.
Continuous variables were compared using Mann—Whitney
U-test. Categorical variables were compared using Fisher’s
exact test. A p value of less than 0.05 was considered sta-
tistically significant.

Overall, 79 patients were screened and 51 patients were
included (Supplementary figure). Age was 67.6 [56.3—73]
years, 40 men, SAPS Il 34 [24—42]. At least one base-
line comorbidity existed in 21 patients, 15 had diabetes,
27 had systemic hypertension and 20 were obese. Over-
all, 36 patients were intubated and received sedation and
norepinephrine. Neuromuscular blocking agents (NMBAs)
were given to 34 patients. Enteral nutrition was provided
to 34 patients, subsequently stopped for 20 of them,
mainly for vomiting (n=15). Laxatives were provided to 19
patients during 6 [2.3—8.0] days, 16 [8.7—19.5] days fol-
lowing ICU admission. Enemas were provided to 7 patients
1 [1,2] times during ICU stay. Delayed transit was evi-
denced in 35 (68.6%) patients (30 of whom were under MV)
with a significant association with survival (21/35 vs.4/16;
p=0.033), time spent under MV (20[16—32] vs. 6.5[6—16]
days; p=0.004) and LOS (20[14—32.8] vs. 9.5[6.5—15.5]
days; p=0.002). In ventilated patients with delayed tran-
sit (n=30), LOS was longer in patients in late vs. early
subgroup (31.5[20—43] vs. 19.5[15—32] days, p=0.04). A
trend in a higher time spent under MV was found as well
(28.5[19—43] vs. 19[14—32] days, p=0.09) (Fig. 1). Diar-
rhea before ICU admission occurred in seven patients.
It was not associated with survival or time spent under
MV. Laxatives and enemas had no effect on the studied
outcomes.

Because the SARS-CoV-2 penetrates the cell through
the Angiotensin Converting Enzyme 2 receptor, which is
present in a large amount in the gastrointestinal tract,
transit of severe ICU patients could be different as com-
pared to general critical care population. Though limited
by its methodology, this study is the first to our knowledge
to provide a picture of severe COVID 19 patients transit
characteristics. The main findings are as follows: i) inci-
dence of delayed transit in this population is higher as
compared to existing studies describing general ICU popula-
tions and using the same definition criterion [1,3,5,6], ii) as
already suggested in previous works, occurrence of delayed
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(A): Length of stay according to transit subgroup. A higher LOS was found in ventilated patients in the subgroup of late

delayed transit. (B): time spent under mechanical ventilation; There was a trend toward a higher time spent under MV in subgroup

of late delayed transit patients.

LOS = length of stay, MV = mechanical ventilation, no = no delayed transit, yes = delayed transit, gray boxes represent ‘‘late’’ subgroup

of patients, white boxes represent ‘‘early’’ subgroup of patients.

transit during the ICU stay (‘‘late’’) rather than immedi-
ately following admission (“‘early’’) carries a more severe
prognosis.

Prevalence of gastro-intestinal disorders in COVID 19
patients and their prognosis significance are still a matter
of debate [4]. The high incidence of delayed transit in our
study could be the result of the virus infection, however
in our opinion this rather suggests the impact of sedative
drugs and NMBAs, provided during long periods in a large
subset of patients [7]. Furthermore, in a limited number
of patients, occurrence of diarrhea before ICU admission
was not associated with relevant outcomes. Our observa-
tional study has not been designed to test the role of drugs.
Nevertheless, as already suggested by others in general ICU
population [8], prophylactic treatments aiming at avoiding
delayed transit during ICU stay might be a suitable option
for COVID patients as well. Treatments provided for estab-
lished delayed transit did not seem to favorably affect the
outcome.

In conclusion, severe COVID 19 patients admitted in ICU
for ARF have a high incidence of delayed transit, carrying a
prognosis significance. The effect of a prophylactic manage-
ment deserves to be investigated.
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