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Abstract

Background Patients with cancer might be at an increased risk of infection with COVID-19 and a more severe disease course.
However, different tumor types have differing susceptibility to the infection and COVID-19 phenotypes. Thus, the risk and
prevalence of COVID-19 is not uniform across the different tumor types. Here, we performed a meta-analysis to estimate the risk
and prevalence of COVID-19 infection in colorectal cancer (CRC) patients.

Methods A comprehensive literature search was performed up to July 25, 2020, thorough PubMed, Web of Science, Scopus,
Google Scholar, CNKI, CBM, China Science, Wan Fang, and SciELO databases. The risk of COVID-19 infection in CRC
patients was performed based on the odds ratios (ORs) and 95% confidence interval (95% CI).

Results A total of six studies with 204 different cancer patients with COVID-19 and 92 CRC infected patients with COVID-19
were selected. Our results showed that the prevalence of COVID-19 infection in CRC patients was 45.1% in the global
population. The pooled data showed that there is no a significant risk of infection with COVID-19 in CRC patients in the global
population (OR =0.261, 95% C10.099-0.533, p = 0.082). However, when subgroup analysis was performed based on country of
origin, we found a significant correlation in Chinese CRC patients (OR = 0.221, 95% CI 0.146-0.319, p < 0.001).
Conclusions This study results revealed that Chinese CRC patients harbored a higher risk of COVID-19 infection. However,

more multicenter, larger sample sizes and high-quality studies are required to verify this meta-analysis result.
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Introduction

In late December 2019, the novel severe acute respiratory
syndrome coronavirus 2 (SARS-CoV-2 or COVID-19) was
discovered in the Chinese city of Wuhan where it quickly led
to a severe outbreak globally [1, 2]. The SARS-CoV-2 has
caused more than 28 million cases of COVID-19 and
906,000 deaths globally [3, 4]. The COVID-19 pandemic
has a big number of infected cases that far exceeded the equiv-
alents of severe acute respiratory syndromes (SARS) and
Middle East respiratory syndrome (MERS) [5]. At present,
with no specific therapeutic interventions or vaccines,
COVID-19 has continued to cause a human and severe eco-
nomic disruption affecting millions of people [6]. The disease
pandemic and mortality showed the necessity for accurate and
convenient approaches to diagnose, treat, and therapeutically
monitor respiratory viral infections [7, 8]. Several efforts have
combined to rapidly develop a treatment and/or a vaccine to
overcome the COVID-19 [9].
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Individuals with an underlying disease are more likely to
develop severe course of COVID-19 infection [10, 11].
Moreover, they experienced high rates of anxiety, depression,
distress, and insomnia in cancer patients during the COVID-
19 pandemic [12, 13]. Globally, cancer care has experienced a
crisis during the pandemic, because most health care systems
have been required to reorganize their infrastructure and
staffing to manage the pandemic [14, 15]. Thus, there may
be a longer holdback for rescheduling once the moratorium
is lifted [16]. Currently there are several suggestions for var-
ious practical adaptation strategies for use during infection
and recovery period [17]. Cancer patients receiving anticancer
regimen have been generally believed at a higher risk of
COVID-19 infection than those patients who are not receiving
anticancer treatment [18]. Moreover, infected cancer patients
had a significantly higher mortality rate compared with
noncancer patients [19, 20]. However, it seems that the differ-
ent cancer types have differing susceptibility to the infection
with COVID-19 and its phenotypes. Thus, the risk and prev-
alence of COVID-19 is not uniform across the different cancer
types [21]. The pandemic has brought great challenges to the
important elective screening and diagnostic procedures for
colorectal cancer (CRC) [16, 22]. During the pandemic, the
ability of colorectal surgeons has been affected to offer
care to the CRC patients globally [22, 23]. To date,
some studies have been performed to evaluate the risk
and prevalence of COVID-19 in CRC patients, but the
results of these studies were inconsistent due to limited
sample sizes. Thus, we conducted this meta-analysis to
estimate the risk and prevalence of COVID-19 infection
in CRC patients using all available data.

Materials and Methods
Identification of Relevant Studies

All analyses were based on previous published studies; thus,
no ethical approval and patient consent are required. We
searched Medline (via PubMed), Scopus, Goggle Scholar,
EMBASE, Web of Sciences, Springer Link, Elsevier,
Cochrane Library database, SciELO, China Biology Medical
literature (CBM), Chinese Biomedical Database (CBD),
China National Knowledge Infrastructure (CNKI), China
Science and Technology Journal Database (VIP), and
Chinese literature (Wan Fang) database for all relevant studies
related to the COVID-19 infection in CRC patients up to
July 25, 2020. We used the combination of the following
search terms and keywords: (“Severe acute Respiratory
Syndrome Coronavirus 2” OR “SARS-CoV-2” OR
“Coronavirus Disease 2019” OR “COVID-19” OR “ 2019
novel coronavirus” OR “2019-nCoV” OR “Human
Coronavirus 2019” OR “HCoV-19” OR “hCoV-19”) AND
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(“Colorectal Cancer” OR “CRC” OR “Bowel Cancer” OR
“Colon Cancer” OR “Rectal Cancer” OR “Tumor” OR
“Cancer” OR “Neoplasm” OR “Chemotherapy” OR
“Immunotherapy” OR “Radiotherapy”). Moreover, the refer-
ence lists of all retrieved articles and reviews were screened
for additional articles. Articles included in the meta-analysis
were on human beings and published in the primary literature
and had no obvious overlap of subjects with other studies.
There were no restrictions based on language, sample size,
type of cancer (in control group), country of origin, gender
of patients, and received treatment.

Inclusion and Exclusion Criteria

The studies included in the present meta-analysis were re-
quired to meet the following criteria: (1) studies with case-
control and cohort design; (2) studies evaluated frequency of
COVID-19 infection in CRC patients; (3) only the studies
with different cancer patients in the control group were con-
sidered; (4) sufficient genotype data were presented to calcu-
late the odds ratio (OR) with 95% confidence interval (CI). In
addition, the following exclusion criteria were also used: (1)
unavailable raw info for extraction; (2) in vitro studies; (3)
studies only involved infected CRC patients (case only stud-
ies); and (4) case report, abstracts, posters, conference papers,
editorials, reviews, and meta-analyses.

Data Extraction

Data was carefully extracted by two authors independently.
When the authors were not in agreement, a third author was
involved to reach an agreement. The following data were ex-
tracted from each study: first author’s name, year of publica-
tion, country or region, ethnic group of the study population,
and total numbers of all cancer cases and CRC patients. We
make an effort to guarantee that no duplicated data for the
same group of cancer patients were included in the current
meta-analysis. If the same population was used in multiple
studies, only the most complete or latest study was selected
for further analysis.

Data Synthesis

The risk of COVID-19 infection in CRC patients was
assessed by odds ratios (ORs) with 95% confidence in-
tervals (Cls). The significance of pooled ORs was de-
termined using the Z-test with p < 0.05 defined as the
significance threshold. The Cochran Q-test was used to
assess between-study heterogeneity, in which a p value
< 0.01 indicates significant heterogeneity. In addition,
the I statistic was applied to qualify the heterogeneity
(12 range of 0 to 100%: P < 25%, no heterogeneity; P
25-50%, moderate heterogeneity; P> 50%, large or
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extreme heterogeneity). When significant heterogeneity
was confirmed, the analysis was conducted under the
random effects model (DerSimonian-Laird method).
Otherwise, a fixed effects model (Mantel-Haenszel
method) was employed to analyze data of the pooled
ORs. Then, to identify the source of heterogeneity and
test the stability of our pooled data, a sensitivity analy-
sis was used using the leave-one-out method. The po-
tential publication bias was tested by visual inspection
of the funnel plot, in which an asymmetric plot suggests
a possible publication bias. Moreover, Egger’s weighted
regression test was used to assess the publication bias
statistically. If the publication bias tests indicated exis-
tence of potentially publication bias, the Duval and
Tweedie “trim-and-fill” method was applied to adjust
the results. The process of statistical analysis was con-
ducted with the Comprehensive Meta-Analysis (CMA)
software version 2.0 (Biostat, USA). Two-sided p values
< 0.05 were considered statistically significant.

Quality Assessment

To test the methodological quality of the selected studies in
the meta-analysis, we performed based on the Newcastle-
Ottawa scale (NOS). The NOS ranges from zero to nine stars,
and a score > 6 was considered to be of high quality. Two
authors assessed the quality of included studies independent-
ly, and all disagreements were resolved by discussion.

Results
Characteristics of Eligible Studies

The study selection procedure is shown in Fig. 1. A total of 96
publications from PubMed, Goggle Scholar, EMBASE,
Cochrane Library database, SciELO, CBD, CNKI, and Web
of Science databases were reviewed. After the titles and ab-
stracts were read, 28 duplicated records were excluded.

Records excluded (n = 47)
Irrelevant after reading
titles and/or abstracts

Full-text articles excluded,

with reasons (n = 15)
Review, case reports, letters
to editors, evaluated other

diseases instead of CRC, not
relevant to COVID-19.

Fig. 1 Flowchart of literature search and selection process
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Table 1 Main characteristics of

the included studies in the meta- Author/year Country/ All cancer cases CRC cases with NOS

analysis. ethnicity with COVID-19 (n = 204) COVID-19 (n =92)
Yu et al., 2020 China (Asian) 12 (5.9) 2(22) 7
Liang et al., 2020 China (Asian) 18 (8.8) 44.3) 8
Ma et al., 2020 China (Asian) 37 (18.1) 11(11.9) 8
Zhang et al., 2020 China (Asian) 28 (13.7) 22.2) 7
Zhang et al., 2020 China (Asian) 5(2.5) 1(1.1) 6
Aznab et al., 2020 Iran (Asian) 104 (51.0) 72 (78.3) 6

Among the remaining 68 potentially relevant publications, 47
were considered improper after their titles and abstracts were
read. Among the remaining eleven publications for full-text
assessment, 15 unrelated publications were eliminated in ac-
cordance with the predetermined inclusion and exclusion
criteria. Finally, a total of six studies [6, 24-28] with a 204
different cancer cases (lung cancer, colorectal cancer, breast
cancer, esophagus cancer, bladder cancer, pancreatic cancer,
ovarian cancer, cervical cancer, and brain tumor) and 92 CRC
patients were included in this meta-analysis. The baseline
characteristics of the selected studies are presented in Table
1. All included studies were published between July 12, 2020,
and December 12, 2020. Of those studies, five studies were
published in English and one in Chinese. The sample size of
CRC patients ranged from 5 to 104 for different cancer cases
infected with COVID-19 and 1 to 72 for CRC infected pa-
tients. The selected studies were conducted among Chinese
and Iranian cancer patients. As shown in Table 1, the quality
scores ranged from 6 to 8, indicating that all included studies
had high-quality scores.

The Prevalence and Risk of COVID-19 Infection

The pooled data on prevalence of COVID-19 infection in
people with CRC are shown in Table 2. The chi-squared-
based Q-statistic test showed that there was a significant het-
erogeneity (> = 88.42%, p < 0.001); therefore, we applied a
random effects model for the risk estimation. Our results
showed that the prevalence of COVID-19 infection in CRC
patients was 45.1% in global population. The pooled data
showed that there is no significant correlation for COVID-19
infection in CRC patients in the global population (OR =

0.261, 95% CI 0.099-0.533, p = 0.082; Fig. 2a). However,
when subgroup analysis was performed based on country of
origin, we found a significant correlation in Chinese CRC
patients (OR = 0.221, 95% CI 0.146-0.319, p < 0.001; Fig.
2b). The QO-statistic test showed that there was no significant
heterogeneity (7 = 13.31%, p = 0.329) by the subgroup anal-
ysis. Thus, a fixed effects model was used for the risk estima-
tion, in which it assumes that each of the studies included is
estimating the same underlying parameter and the true effect
size is the same in the selected studies.

Publication Bias

Begg’s and Egger’s linear regression tests were performed to
evaluate the potential publication bias for risk of COVID-19
infection in CRC patients in the global population. The shapes
of the funnel plots showed evidence of publication bias in the
global population. Moreover, Egger’s test found a publication
bias in the global population (Pgeges = 1.000; Pgggers =
0.026). Thus, the Duval and Tweedie nonparametric “trim-
and-fill” method was used to adjust the pooled risk for risk
of COVID-19 infection in CRC patients in the global popula-
tion (Fig. 3). The “trim-and-fill” method did not significantly
change results, indicating that our data were statistically ro-
bust and reliable.

Discussion

Individuals with cancer had a higher risk of COVID-19 infec-
tion due to poor immunity from tumor load and
malnourishment [29, 30]. Some studies demonstrated that

Table 2 Summary risk estimates for the risk of COVID-19 infection in CRC patients

Subgroup Type of model Heterogeneity Odds ratio Publication bias
P(%)  pu OR 95% CI Zies Por Poeggs  Prggers

Global population Random 88.42 <0.001 0.261 0.099-0.533 —1.738 0.082 1.000 0.026

Chinese population Fixed 13.31 0.329 0.221 0.146-0.319 —4.905 <0.001 0.462 0.198
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a
Study name Statistics for each study Event rate and 95% ClI
Event Lower Upper Relative

rate limit  limit Z-Value p-Value weight
Yu et al., 2020 0.167 0.042 0477 2078 0.038 15.36
Liang etal, 2020 0.222 0.086 0.465 2210- 0.027 17.45
Ma et al., 2020 0.297 0.173 0461 2392- 0.017 19.25
Zhang et al., 2020a 0.071 0.018 0.245 3.495-  0.000 :I— 15.77
Zhang et al., 2020b 0.200 0.027 0.691 1.240- 0.215 —D 12.00
Aznab etal., 2020 0.692 0.597 0.773 3.817 0.000 |:| 20.17

0.261 0.099 0533 1.738- 0.082 .r

-1.00 -0.50 0.00 0.50 1.00
b
Study name Statistics for each study Eventrate and 95% CI
Event Lower Upper Relative

rate limit  limit Z-Value p-Value weight
Yu et al., 2020 0.167 0.042 0477 2078  0.038 1 10.99
Liang etal.,, 2020 0.222 0.086 0.465 2210- 0.027 |} 20.52
Maetal,2020 0297 0173 0461 2392- 0017 {F 50.97
Zhang et al., 2020a 0.071 0.018 0.245 3.495-  0.000 (= 12.25
Zhang et al., 2020b 0.200 0.027 0.691 1.240- 0.215 —_—— 5.28

0.221 0.146 0.319 4.905- 0.000 ‘

-1.00 -0.50 0.00 0.50 1.00

Fig. 2 Forest plot for risk of COVID-19 infection in CRC patients. a Global CRC patients. b Chinese CRC patients

patients with cancer seemed to be more likely to be infected
with COVID-19 and have a higher risk of a severe event
[31-33]. To date, some studies have been performed to eval-
uate the COVID-19 infection in CRC patients, but the results

single-center studies with limited sample sizes. Meta-analysis
is a powerful and critical tool for synthesizing existing data.
Thus, we performed the current meta-analysis-based six stud-
ies to estimate the risk and prevalence of COVID-19 infection

of these studies were inconsistent because most of these are ~ in CRC patients.
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The current study showed that the prevalence of COVID-19
infection was 45.1% in CRC patients, which demonstrates a
high infection with COVID-19 among those patients.
Moreover, the pooled data revealed that there is no a significant
correlation for COVID-19 infection in CRC patients in the
global population (OR = 0.261, 95% CI 0.099-0.533, p =
0.082). However, when subgroup analysis was performed by
country of origin, we found a significant correlation in Chinese
CRC patients (OR = 0.221, 95% CI 0.146-0.319, p < 0.001).
Wang et al., in a meta-analysis of six studies with 205 cancer
patients, evaluated the prevalence of COVID-19 infection in
different types of cancer. Their results showed that the preva-
lence of COVID-19 infection among CRC patients was 20.5%.
Moreover, their pooled data revealed that there was a significant
risk for COVID-19 infection in CRC patients (95% CI 0.13—
0.29, p < 0.001) [21]. Aznab et al. in a study evaluated the
prevalence of COVID-19 and its outcome in 279 cancer pa-
tients within 90 days in Kermanshah City, Iran. Their results
demonstrated the COVID-19 infection in 72 CRC, eleven cases
of lung cancer, five brain tumors, and 12 ovarian cancer [28].

The results of the present meta-analysis should be
interpreted carefully because of the following limitations.
First, the limited numbers of studies were included in the
current meta-analysis, which might not provide sufficient sta-
tistical power to estimate the risk of risk of COVID-19 infec-
tion in CRC patients. Second, because we included only can-
cer patients infected with COVID-19, it may be caused to
difficulty to weighing up with general population. Third, the
included studies in the current meta-analysis were performed
mostly in infected Chinese CRC patients with COVID-19,
which may cause ethnicity bias. Fourth, in the current meta-
analysis, only published studies in English or Chinese lan-
guage were included which might cause potential selection
bias. Fifth, the risk assessment in the current meta-analysis
was based on unadjusted estimates, whereas other confound-
ing factors, such as age, gender, history of other underlying
conditions, treatment regime, and environmental factors, were
not considered for stratified analysis due to the lack of data in
the primary studies. Therefore, more precise analysis should
be performed adjusted by the mentioned factors. Finally, in
this study, we take into account all the available and eligible
studies from multiple independent sources to evaluate the risk
in CRC patients, but meta-analysis is a retrospective research
which is subject to methodological limitations.

In summary, this meta-analysis result revealed that the
prevalence of COVID-19 infection in CRC patients was
45.1% in global population. Pooled data showed that there
was no significant risk of COVID-19 infection in CRC pa-
tients in the global population. However, subgroup analysis
based on country of origin revealed a significant risk of infec-
tion among Chinese CRC patients. We strongly call for further
multicenter, high-quality studies with larger sample sizes from
different countries to draw more accurate results.
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