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Background This study aimed to evaluate the updated inci-
dence, mortality, risk factors, and epidemiologic trends of col-
orectal cancer (CRC) for different regions and sex using
publicly available data from 186 countries.

Methods The Global Cancer Observatory (GLOBOCAN) data-
base was retrieved for the age-standardized rates (ASR) for
incidence and mortality of CRC in 2018 and 2012. The prev-
alence of risk factors (2008-2016) was retrieved from the
Global Health Observatory database. The associations between
the prevalence of risk factors and incidence and mortality of
CRC and were measured using beta coefficients (B) with 95%
confidence intervals (CI) generated from a univariable linear
regression analysis.

Results In 2018, the highest incidence and mortality of CRC
were in regions of very high human development index (HDI)
(ASRs, 30.6 and 11.1) with men to women ratio of 1.4 and

Men ‘Women
Outcome  Risk factor
B 95% CI P B 95% CI )d
HDI 730 632 828 <0.01* 450 3.94 5.05 <0.01*
GDP per capita 4.23 3.30 515 <0.01* 2389 239 3.40 <0.01*
Alcohol consumption 130 102 157 <0.01* 257 205 309  <0.01*
Tobacco use 013 -0.10 036 0.27 0.55 042 0.67 <0.01*

Incidence Insufficient physical activity ~ 0.59 034  0.84 <0.01*  0.19  0.07 031 <0.01*

(ASR)  Overweight 047 038 057 <001* 020 011 029  <0.01*
Obesity 1.00 077 123 <0.01* 024  0.11 0.38 <0.01*
Diabetes -0.51  -1.35 033 0.24 -0.57  -096  -0.18 <0.01*
Hypertension 0.63 0.09 1.17 0.02* -1.10 -1.31 -0.90 <0.01*
Elevated cholesterol 1.80 153 207 <0.01* 122 105 1.38 <0.01*
HDI 2.32 1.88 275 <0.01* 112 088 1.37 <0.01*
GDP per capita 1.08  0.68 147 <0.01* 060 039 0.81 <0.01*
Alcohol consumption 046 035 057 <0.01* 068 048 0.87 <0.01*
Tobacco use 0.11 0.02  0.19 0.02* 0.15  0.10 0.20 <0.01*

Mortality Insufficient physical activity 0.19 009 029 <0.01* 005 001 0.09 0.02%

(ASR)  Overweight 006 012 020 <001* 006 003 009  <001*
Obesity 034 025 043 <001* 008 004 013  <001*
Diabetes 001 -043 021 049 008 022 005 022
Hypertension 045 026 065 <001* 023 031 015  <0.01*
Elevated cholesterol 0.56 044 068 <0.01* 031 024 0.38 <0.01*

The analysis was conducted using univariable linear regression model at a country level.

. beta coefficient. The beta coefficient can be interpreted as the change in incidence or mortality associated
with one percent increase of a certain risk factor.

Cl, interval; ASR, age ized rate; HDI, human development index; GDP, gross domestic
products.

* p values less than 0.05.

Abstract IDDF2020-ABS-0181 Figure 1  Associations between risk
factors and incidence and mortality of colorectal cancer

1.2. Population in countries with higher incidence have higher
alcohol consumption (B=1.30, 95% CI 1.02 to 1.57 for men;
B=0.46, CI 0.35 to 0.57 for women), higher prevalence of
tobacco use (B=0.11, CI 0.02 to 0.19 for women), insufficient
physical activity (3=0.59, CI 0.34 to 0.84; B=0.19, CI 0.09
to 0.29), overweight (3=0.47, CI 0.38 to 0.57; B=0.16, CI
0.12 to 0.20), obesity (3=0.24, CI 0.11 to 0.38; B=0.34, CI
0.25 to 0.43), and elevated cholesterol (B=1.80, CI 1.53 to
2.07; p=1.22, CI 1.05 to 1.38). Similar associations were also
found for mortality (figure 1). From 2012 to 2018, there was
an overall increase in the trend of incidence and mortality,
particularly in Asia (+29.7% and +17.4%) and Africa
(+24.3% and +17.6%), and among men (+14.6% and
+8.0%) compared with women (+14.0% and +4.3%).
Conclusions The variation in disease burden of CRC was
associated with HDI and the prevalence of risk factors.
There was an increasing trend in the incidence and mortal-
ity of CRC, particularly in regions with low and middle
incomes and among men. More intensive lifestyle modifica-
tions and population-based screening are recommended for
these populations.
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Background The course of IBD varies substantially between
individuals, but there are a lack of reliable prognostic markers
to guide clinical practice. Previously, we have described a tran-
scriptional signature detectable within peripheral blood CDS8
T-cells at diagnosis, identifying two subgroups of patients, cor-
relating with subsequent disease course. We have sought to
develop a whole-blood biomarker that could re-capitulate the
prognostic CD8 subgroups and then assess whether this bio-
marker can improve clinical outcomes by appropriately match-
ing therapy to disease course.

Methods From a training cohort of 69 newly-diagnosed IBD
patients, we simultaneously obtained a whole-blood PAXgene
RNA tube and peripheral blood CD8 T-cell sample. Gene
expression in both samples was measured by microarray. Stat-
istical modelling was used to identify a transcriptional classifier
in whole-blood gene expression data re-capitulating the CDS8
findings and subsequently optimised into a multi-gene qPCR
assay with independent validation in a second, independent
cohort of 123 newly-diagnosed adult patients.

The PROFILE trial has incorporated this classifier to com-
pare the relative efficacy of ‘top-down’ and ‘accelerated step-
up’ therapy between biomarker-defined subgroups of 400
patients with newly-diagnosed Crohn’s disease.

Gut 2020;69(Suppl 2):A1-A95

A5

"ybuAdoo Ag parosioid 1senb Ag TZoz ‘g Arenigad uo jwod fwgnby:dny wouy papeojumoq "0zZ0Z J8qWIBAON 8T U0 6°4AdI-0Z0Z-luhnb/9eTT 0T St paysiignd 1s11y 1IN


http://gut.bmj.com/

Abstracts

Results Following application of statistical (machine) learning
methods described, a 17 gene qPCR assay was developed and
optimised. The validation cohort of 123 patients, could be
classified into two distinct subgroups, IBD™ (high risk) and
IBD' (lower risk). Irrespective of the underlying diagnosis,
IBD"patients experienced significantly more aggressive disease
than IBD"patients, with an earlier need for treatment escala-
tion (hazard ratio=2.65 (CD), 3.12 (UC)).

Subsequently, this biomarker is being used to stratify ther-

apy in the PROFILE trial, where 45 sites have been opened
and at the time of writing, over 260 participants randomised
- with recruitment ongoing.
Conclusions We have developed, optimised and validated a
whole-blood qPCR classifier that is able to predict disease
course from diagnosis in patients with IBD. This classifier is
currently being used in the PROFILE trial, the first bio-
marker-stratified trial in Gastroenterology, and if the clinical
utility of a stratified treatment approach is demonstrated this
would represent a major step towards personalised therapy in
IBD.
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Background Postoperative recurrence (POR) is extremely fre-
quent in Crohn’s disease (CD) after ileocolonic resection and
usually assessed by endoscopy. However, the use of endoscop-
ies is limited by its invasiveness. Dysbiosis of gut microbiota
has been implicated in triggering POR. Here, we aimed to
establish a non-invasive tool based on fecal microbiota to
identify POR in Chinese CD patients.

Methods Fecal samples from 52 CD patients within 12
months after ileocecal resection were collected for gut micro-
biota analysis using 16S rRNA genes sequencing technology.
POR was defined by a Rutgeerts score >i2 under endoscopy
at the time of sample collection. Microbiota abundance at
the genus level was employed to construct the model to esti-
mate POR by logistic regression model (LRM). Leave-one-out
cross validation was used to evaluate the robustness of the
model. Receiver operating characteristic curve analysis was
performed to test the sensitivity and specificity of the micro-
bial model.

Results Significant reduction of microbial diversity was noted
in the POR group (p < 0.05). In patients developing POR
(27 cases), an increase of Flavonifactor.spp belonging to
Ruminococcaceae family, and a reduction of 14 genera,
including three short-chain fatty acid (SCFA)-producing gen-
era belonging to Lachnospiraceae family (Stomatobaculum.
spp, Oribacterium.spp and Eubacterium.spp), was observed
(all p <0.05, (figure 1A)). Lower percentage of infliximab
treatment was found in POR patients (33.3% vs. 61.5%, p
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Abstract IDDF2020-ABS-0204 Figure 1A Identification of
discriminatory gut microbiota for CD patients with postoperative
recurrence
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Abstract IDDF2020-ABS-0204 Figure 1B Identification of

discriminatory gut microbiota for CD patients with postoperative
recurrence

=0.040), and closely associated with elevated abundance of
Stomatobaculum.spp and Oribacterium.spp (p <0.01). Both
the abundance of Stomatobaculum.spp and Oribacterium.spp
were negatively correlated with the counts of platelets or
lymphocytes (p <0.05). A score combined with discrimina-
tory microbial species was calculated to predict POR, and
achieved an area under curve value of 0.853 (0.880 for spe-
cificity, 0.778 for sensitivity, (Figure 1B)). The correlation
coefficient between the observed and the predicted values
was 0.651 (p <0.01).

Conclusions POR is tightly linked to the changes in micro-
biota composition and diversity. Fecal microbiota, including
Flavonifactor.spp and three genera of SCFA-producing Lachno-
spiraceae family, represents a non-invasive biomarker for diag-
nosis of POR, helping to prevent POR in CD patients.
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