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Program
Colorectal Cancer Screening Committee (CRC SC): Virtual Meeting
Friday, October 1, 2021 – 12.00pm/noon - 4.15pm (Central Europe, Amsterdam,
Berlin)
Corresponding Eastern Time: 6.00am – 10.15am
Corresponding Singapore Time: 6.00pm – 10.15pm
Corresponding Sydney/Australia Time: 8.00pm – 12.15am
Virtual meeting via Zoom Webinars, registered participants have received link for meeting.

Conveners:

Evelien Dekker (Netherlands), Global Chair
Michael Kaminski (Poland), Europe Co-Chair

Themes:

WEO CRC SC’s Expert Working Groups
Early-onset CRC
Non-invasive CRC Screening
AI for screening colonoscopy

Goals of the meeting:

To provide updates on recent advances in CRC screening
To seek advice and comments on future initiatives
To reach consensus on controversial areas

Session 1: Expert Working Groups Session
Chairs: Evelien Dekker, Erin Symonds
Time: 12.00pm – 1.35pm
12.00 pm Welcome from CRC SC Regional Co-Chair Michael Kaminski
12.05 pm WEO recommendation statement for dealing with future
healthcare crises: a Delphi panel
12.15 pm Bowel Cancer Screening Uptake & CRC Diagnosis All
Pathways – a four-year audit 2017-2020
12.25 pm Updating the New Test Evaluation Guidelines
12.35 pm Global burden of post-colonoscopy colorectal cancer current status and future directions
12.45 pm Current status and future perspectives of polyp detection and
characterization
12.55 pm Optimizing surveillance: Less overall – but what to do in highrisk patients?
1.05 pm Diagnostic yield using a FIT-based risk model was not better
than FIT only: a randomized controlled trial in the second
round of the Dutch colorectal cancer screening program
1.15 pm Q+A
1.35 pm Break (15 minutes)

Michael Kaminski (Poland)
Iris Lansdorp-Vogelaar (Netherlands)
Andrew Prentice (UK)
Carlo Senore (Italy)
Jeffrey Lee (USA)
Yuichi Mori (Japan) + Daniel von
Renteln (Canada)
Rodrigo Jover (Spain)
Tim Kortlever (Netherlands)
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Session 2: Early-onset CRC
Chairs: Fanny Vuik, Francesc Balaguer
Time: 1.50pm – 2.35pm
1.50 pm Prevalence of neoplasia and ADR targets in 45 to 49-year-olds

Aasma Shaukat (USA)

2.00 pm Early-onset CRC: A life-course perspective

Yin Cao (USA)

2.10 pm Impact of family history of CRC on the prevention of earlyonset CRC: a multicenter study
2.20 pm Q+A

Maria Daca Alvarez (Spain)

2.35 pm Break (5 minutes)

Session 3: Non-invasive CRC Screening
Chairs: Robert Bresalier, Luigi Ricciardiello
Time: 2.40pm – 3.10pm
2.40 pm Molecular Stool tests for Colorectal Cancer Surveillance: the
MOCCAS study
2.50 pm Novel microbial-based stool markers for CRC and adenoma
detection
3.00 pm Q+A

Willemijn de Klaver (Netherlands)
Francis Chan (Hong Kong)

3.10 pm Break (5 minutes)

Session 4: AI in CRC Screening
Chairs: Giulio Antonelli, Heiko Pohl
Time: 3.15pm – 4.15pm
3.15 pm
3.25 pm
3.35 pm
3.45 pm

AI for polyp detection – what is unknown?
ADR and colonoscopy screening – how high should we aim?
ADR in FIT screening
Blood-based CRC screening using multiomics and artificial
intelligence/machine learning
3.55 pm Q+A
4.10 pm Wrap up
4.15 pm Meeting adjourns

Yuichi Mori (Japan)
Nastazja Pilonis (Poland)
Pieter Wisse (Netherlands)
Theodore Levin (USA)

Evelien Dekker (Netherlands)

We would like to thank the following partners for their support:
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Title: WEO recommendation statement for dealing with future
healthcare crises: a Delphi panel
Author: Iris Lansdorp-Vogelaar, Susan Parry, Sravanthi
Parasa
Background: In March 2020, COVID-19 disrupted the majority of screening
programmes around the world. Twenty-three out of twenty-eight countries participating
in an informal survey on the impact of COVID-19 on their colorectal cancer (CRC)
screening programmes, reported that their programmes had been completely
suspended. The other programmes also reported suffering from lower capacity and/or
participation in screening. Yet, when programmes restarted after the first wave of the
pandemic and new COVID-19 waves occurred in the months to follow, most screening
programmes need not be completely suspended anymore, despite some of these
waves reaching higher peaks in caseload and hospitalizations than the first wave.
The differential impact on CRC screening programmes of the first COVID-19 wave
compared to later ones, indicates that important lessons have been learnt from the
first wave. Moreover, countries differed in their strategies to restart the programmes
and clear the backlog of screenings that were overdue. These differences imply that
there are important lessons to be learnt from the COVID-19 pandemic to prepare for
future healthcare crises.
Objective: To develop a list of WEO-endorsed recommendations statements of best
practices for dealing with future healthcare crises in CRC screening.
Methods: We will perform a literature review including articles describing the impact
of COVID-19 on CRC screening; policy for dealing with COVID-19 in CRC screening;
or strategies to mitigate the impact of COVID-19 on CRC screening. Based on the
literature review and expert assessment we will draft approximately 20 position
statements on best practices for dealing with future healthcare crises in CRC
screening. The statements will cover different areas of the CRC screening process,
including governance, program suspension, restart strategies, catch-up of backlog,
and prioritization of high-risk individuals. These position statements will be send to a
Delphi panel consisting of experts from the WEO CRC Screening Steering Committee.
The statements will be discussed and revised in at least two Delphi panel sessions
and statements reaching consensus or majority vote will be presented in a position
paper.
Status: Start-up of literature review and drafting of recommendations by co-chairs of
the COVID-19 working group. Members interested in participating in literature review,
drafting recommendation statements or taking place in the Delphi panel can apply with
the co-chairs.
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Title: Bowel Cancer Screening Uptake and CRC Diagnosis all
Pathways – A four-year audit 2017-2020
Author: Andrew Prentice
Introduction
Despite interventions to increase participation in England most CRCs are diagnosed
outside of the screening programme. The aim of the study was to determine the extent
to which this is due to the suboptimal uptake of screening and the effect of ethnicity
and gender on screening uptake and CRC diagnosis.
Methods
We performed a clinical audit of 3229 screening participants and 1,011 patients diagnosed
with CRC through all pathways at St Mark’s Hospital between January 2017 and
December 2020.
Data on the diagnostic pathway, disease progression and screening history and outcomes
were extracted from the National Bowel Cancer Screening System (BCSS) and the
National Bowel Cancer Audit (NBOCA) submission. Univariate logistic regression was
used to compare the involvement of lymph nodes and organs (i.e. metastatic disease)
between individuals diagnosed through
Screening vs all other pathways.
Results
We identified both similarities and differences to national data concerning screening
uptake and bowel cancer outcomes at a local level in North West London. We also I
identified the effect of ethnicity and gender on screening uptake and the prognosis of CRC
diagnoses.
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Title: Updating the New Tests Evaluation Guidelines
Author:

Carlo Senore
Epidemiology and Screening Unit –CPO
University Hospital Città della Salute e della Scienza, Turin, Italy

The expert working group on the evaluation of new tests developed some years ago a
guidance document providing recommendations about the process to be followed to
assess and eventually introduce these methods into ongoing programs (Young et al.
Cancer 2016).
Given the ongoing advancements and changes within the field of colorectal cancer
screening, the expert working group is now reviewing the original document.
While the scope and the general framework (step-wise evaluation, informative
endpoints and study design) may still be valid, guiding principles need to be revised
and new issues need to addressed including: the way regulatory authorities are
approaching approval of tests, the utilization of new biomarkers panels and of the
algorithms inherent in them, the choice of the comparator test and the definition of the
target lesion. Also, the diffusion of population-based screening programs may pose
new challenges to the implementation of research projects.
A consensus process on guiding principles is ongoing, aiming to prepare a revised
guidance for the evaluation of new tests.
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Title: Post-colonoscopy Colorectal Cancer: Current Status and Future Directions
Author: Jeffrey Lee MD, MPH, Kaiser Permanente San Francisco Medical Center,
Department of Gastroenterology, Division of Research

Despite population-based colorectal cancer (CRC) screening and surveillance programs,
some patients develop CRC after a clearing colonoscopy in which no cancer is
diagnosed. Possible reasons for such ‘postcolonoscopy’ CRCs (PCCRCs) include:
incomplete colonoscopy, missed lesions, incomplete polypectomy, failure to follow-up,
rapidly growing lesions, and iatrogenic seeding of cancer via the biopsy channel of the
colonoscope. Until recently, the terms ‘interval’, and ‘postcolonoscopy’ CRCs were used
interchangeably, with rates shown to vary considerably, ranging from 2.5-7.7%,
depending on the method used for their calculation. Unfortunately, understanding the
global burden of PCCRC and why it occurs is challenging because of the varied definition
and methodologies.
In 2018, the World Endoscopy Organisation (WEO) consensus statement recommended
the term PCCRC to define colorectal cancers appearing after a colonoscopy in which no
cancer is diagnosed and its use as a clinically relevant quality metric. The WEO
recommended that, as a minimum, PCCRC rate should be reported for an interval of 636 months after an index colonoscopy negative for cancer to enable benchmarking
between services. PCCRCs comprise both ‘interval’ and ‘non-interval’ cancers following
colonoscopy. Interval CRCs occur in the context of screening and surveillance when a
CRC is identified before the next recommended examination. Non-interval PCCRCs
occur when a CRC is identified either at or after a recommended screening or
surveillance colonoscopy, or following an examination for which no repeat was
recommended, up to ten years after the colonoscopy.
Since the publication of the WEO consensus statement in 2018, several studies have
reported the prevalence of PCCRC and etiological causes of PCCRC. In a systematic
review and meta-analysis, the pooled PCCRC-3-year prevalence, derived from four
studies that were compliant with the WEO standardized definition and methodology, was
8.2% (95% CI = 6.9-9.4%); however, heterogeneity remained high (I2 = 98.2%)
suggesting that heterogeneity is more than a methodological problem. In addition, two
recent studies from the United Kingdom evaluated the most plausible explanation of
PCCRCs and found that missed lesions were the main drivers of PCCRCs diagnosed
within 4 years after a colonoscopy.
In summary, PCCRC is the most important quality measure for colonoscopy services.
Standardization in nomenclature and methodology are critical for benchmarking. Future
studies are needed to evaluate interventions for reducing PCCRC rates, particularly in
high-risk populations (e.g., Lynch syndrome, Inflammatory bowel disease).

WEO 2021

CRC Screening Committee Abstracts

WEO Colorectal Cancer (CRC)
Screening Committee Meeting
Friday, October 1, 2021
Title: Current status and future perspectives of polyp detection and
characterization
Author: Daniel von Renteln, Yuichi Mori
Artificial intelligence (AI) technology may play an important future role in improving
CRC prevention by assisting the endoscopist in the detection and characterization, of
colorectal polyps. AI uses deep-learning computer-aided decision (CAD) tools to
analyze endoscopy image frames and videos in order to provide real-time feedback to
the endoscopist on whether a polyp is present (e.g. using a box alert on the screen,
CADe) and whether that polyp is neoplastic or not (so called optical diagnosis, CADx).
Several recently developed applications for AI-assisted colonoscopy have shown
promising results that they can indeed detect, and classify colorectal polyps based on
video analysis or in the clinical setting. Preliminary data have shown a high sensitivity
for video-based polyp detection and classification, and the first clinical studies have
shown that ADR can be increased through such systems. However, generalizability is
still limited because performance evaluation has mainly been done in highly selected,
manually prepared videos or in controlled clinical (expert endoscopist) settings that
are different from routine clinical practice. Owing to limitations in the design, validation,
and testing of AI models under real-life clinical conditions, the performance in
unaltered videos collected from routine clinical practice as well as the performance in
multicenter, multi-endoscopist settings should be done. For evaluation of optical
biopsy, more studies evaluating the agreement between the optical biopsy-based
surveillance interval and the pathology-based recommendation according to current
guidelines are required. A minimum of 90% agreement has been suggested as a
quality benchmark to support a strategy that would allow diminutive polyps to be
resected and discarded without histopathological assessment (Preservation and
Incorporation of Valuable endoscopic Innovations [PIVI] 1). Furthermore, a >90%
negative predictive value (NPV) has also been suggested as a quality benchmark to
support a strategy that would allow hyperplastic appearing rectosigmoid polyps to be
left in situ without resection (PIVI 2) The available AI technology requires evaluation
on whether it can meet these benchmarks in datasets reflecting routine clinical
practice. Furthermore, AI technology will assist endoscopists in quality monitoring of
procedures. This might be through automatic detection of landmarks (e.g., Ileo-caecal
valve, appendix orifice) which will help to automatically monitor cecal intubation rates
and withdrawal times. Furthermore, AI empowered solutions for automated scoring of
bowel preparation quality (Boston bowel preparation score) are in development. This
is an exciting and novel development in endoscopy. Still in is nascent stage but
already with very promising commercially available solutions such as CADe and
CADx.
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Title: WEO Expert Working Group: Surveillance after colonic neoplasm
Optimising Surveillance: Less overall but what to do in high-risk patients
Author: Rodrigo Jover, Uri Ladabaum

In surveillance colonoscopy we identify some burning questions:
1st. Who benefits from surveillance? Surveillance is a very demanded indication for
colonoscopy and should be restricted to those at high risk of development of colorectal
cancer. The burning question is how to identify this people. Evidences from literature
are increasing, highlighting the role of size larger than 2 cm and the presence of highgrade dysplasia and reducing the role of multiplicity.
2nd. How should we do surveillance? Initially, all surveillance is made with
colonoscopy, but alternative approaches should be explored, such as the use of fecal
test for this purpose. Comparison between fecal tests and colonoscopy in randomized
control trials should be granted.
3rd. Is surveillance working well enough in high-risk patients? Research should be
made about which are the reasons for the persistence of high risk for the development
of colorectal cancer after excision of high-risk adenomas: is that just a matter of
quality? are there biological aspects behind? any kind of field effect?
Answers for these burning points are coming from research, so what research do we
need? what should we do differently today? Discussion about these topics will be
promoted in this working group.
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Title: Diagnostic yield using a FIT-based risk model was not better
than FIT only: a randomized controlled trial in the second round of the
Dutch colorectal cancer screening program
Author: Tim Kortlever, Manon van der Vlugt, Floor Duijkers, Ad
Masclee, Roderik Kraaijenhagen, Manon Spaander, Iris LansdorpVogelaar, Patrick Bossuyt, Evelien Dekker.
Background The sensitivity of the Faecal Immunochemical Test (FIT) is suboptimal for detecting
advanced neoplasia (AN). Combining FIT with other risk factors for AN may increase the yield of
screening. We conducted a randomized controlled trial to compare a previously developed risk
model including FIT, age, sex, smoking status, and family history of colorectal cancer (CRC) with
FIT only for colonoscopy selection in second-round participants of the Dutch CRC screening
programme (Stegeman et al. DOI: 10.1136/gutjnl-2013-305013). Methods 22,748 individuals were
invited to participate in the study via a mailed informed consent form and pre-randomized to the risk
model group or to the FIT group. Both groups received a FIT invitation through the Dutch CRC
screening programme. Those allocated to the risk model group were also invited to complete a
questionnaire on smoking and family history of CRC. Study participants with a positive FIT result
(cut-off: 15 µg Hb/g faeces) and/or a risk-positive result (risk cut-off 0.10) were referred for colonoscopy. Primary outcome measure was the proportion of invitees in whom AN was detected.
Results 3,113 of the 11,364 invitees participated and returned the FIT and the questionnaire in the
risk model group, while 3,061 of the 11,348 invitees participated and returned a FIT in the FIT-only
group (27.4% vs 27.0%, p = 0.98). Median age in the risk model group was 59 years (IQR: 57 – 61).
AN was detected in 42 of the 164 participants (25.6%) who underwent a colonoscopy in the risk
model group and in 39 of 146 participants (26.7%) in the FIT-only group. The yield of AN was 3.70
per 1,000 invitees in the risk model group versus 3.44 in the FIT-only group (difference: 0.26; 95%
CI: -1.29 to 1.81; p = 0.74). Conclusion Screening with a FIT-based risk model including several
risk factors for AN did not increase the detection of AN compared with FIT-only screening. Although
overall participation was substantially lower in both groups as compared to our nation-wide
screening programme, addition of a questionnaire did not result in a difference in participation
between both groups. Limited variability in participants’ age in this study group and a lower
proportion of smokers than anticipated could have contributed to the absence of an incremental
yield of risk-based colonoscopy selection. (ClinicalTrials.gov NCT04490551).
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Title: Neoplasia and ADR in 45–49-year-old
Author: Aasma Shaukat

Background:
The incidence of colorectal cancer in average risk men and women younger than 50
has been rising in the US and in most western countries. The factors associated with
this rising incidence are not completely clear but include western diet, obesity. In the
US, the increase in CRC incidence is seen in non-Hispanic white males and the
locations if distal colon and rectum. In the US, the incidence rates in 45–49-year-olds
in 33 per 100,000. This has led to several national guidelines such as the US
preventive services task force and American college of Gastroenterology
recommending lowering the screening age to 45. The yield of neoplasia in this
younger age group and ADR are not well studied. In the US the current benchmarks
for ADR for screening colonoscopy in 50 and older are 25%.
Findings:
We present and compare the yield of neoplasia in 45–49-year-olds compared to age
groups for those undergoing screening colonoscopy. The yield if advanced adenoma
and advanced neoplasia ranges between 3% to 5% and is comparable or slightly
lower than the prevalence in 50–55-year-olds. The ADRs are 17025%, at least 3-10%
(absolutely difference) lower than the 50–55-year-old population. Endoscopists may
see their ADR decrease with the addition of a younger group in the screening pool.
Conclusions:
Incidence rates of CRC are increasing in 45–49-year-olds and the yield of neoplasia
at colonoscopy is the same or slightly lower than 50–55-year-olds. The impact on
CRC incidence and eventually mortality with inclusion of this younger group in
screening population remains to be seen
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Title: Impact of family history of CRC on the prevention of early-onset CRC: A
multicenter study
Author:

Maria Daca Alvarez,Marc Martí,Antonio Spinelli,Marek Szczepkowski, Wieslaw Tarnowski, Omar Faiz,Kevin
Monahan,Silviu-Tiberiu Makkai-Popa,Noel de Miranda,Claire Palles,Sirio Melone,Fernando Jiménez,Elena Hurtado,Marta
Jiménez,Isabel Prieto,Araceli Ballestero,José A. Alcazar,Alfredo Vivas,Lorena Brandáriz,Irene López,Edurne Álvaro,Teresa
Ocaña,Lorena Moreno,Sabela Carballal,Leticia Moreira,Maria Pellisé,Andrena N. Holowatyj , José Perea,Francesc Balaguer

Background: Individuals with family history (FH) of Colorectal Cancer (CRC) are known to
have an increased risk of this cancer. According to the European Society of Gastrointestinal
Endoscopy (ESGE) this risk is considered to be significant in those with a first-degree relative
(FDR) diagnosed before the age of 50 and in cases with two or more FDRs with CRC. In this
situation, starting colonoscopy screening at the age of 40 screening is recommended. The
component potentially preventable by early screening for FH in early-onset CRC (EOCRC) is
still uncertain. We sought to explore the proportion of these cases among EOCRC in Europe.
Patients and Methods: A retrospective, descriptive, multicenter European study of patients
with CRC diagnosed before the age of 50, excluding hereditary syndromes, inflammatory
bowel disease or other histological diagnoses was conducted. Database was collected with
patients from January 2010 to December 2020. Personal and family history of CRC, age at
diagnosis, and molecular studies that have ruled out the hereditary component were
recorded. Following the statistical analysis of Stanich et al, we assumed: Potentially
prevented CRC: colonoscopy carried out 5 years or more before the patient’s diagnosis age
.Earlier diagnosis CCR: screening that would have started 1 year to 4 year before the CRC
diagnosis . Descriptive statistics were used.
Results: A total of 903 EOCRC patients were included, with a mean age at diagnosis of 41.8
(± 6.51) years, with 49.6% of women. Family history of CRC was present in 275/903 (30.4%)
cases. In 155 (17%) cases there was one FDR with CRC, and 33(3.6%) had 2 or more FDR
with CRC. Within the group of patients with 1 FDR (n = 155), the mean age at diagnosis of
the relative was 59.6 (± 13.04) years, and in 35/903 (3.8%) the CRC was diagnosed <50
years. Overall, 57/903 (6.3%) patients met the FH criteria for early screening (1FDR<50 y-o
and/or >2FDR), with a mean age of CRC presentation of 41.59 (± 6.7) years. If we take into
account the patients who meet the screening criteria for family history, and apply the ESGE
guideline, 31.5% could be potentially preventable and 28.9% could be diagnosed early. If in
addition to this group, we add the possibility of starting 10 years before the diagnosis of CRC
in the youngest relative and we could prevent 55.2% and make an early diagnosis in 21%
Conclusions: Up to 6% of patients with EOCRC have a 1 FDR <50 years or 2 or more FDRs
with CRC. Applying the ESGE guidelines, a prevention could have been made in only 30% of
these cases. On the other hand, to this group, adding the performance the screening
colonoscopy 10 years before the diagnosis of the youngest relative with CRC, this
percentage increases to 55.2%. Therefore, this group of patients with early-onset CRC could
be prevented if the current surveillance guidelines were applied correctly. The ESGE
recommendation should include starting earlier if relatives with CRC are younger than 50
years. Effort is needed to increase the uptake of early screening in cases with FH or CRC.
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Title: Novel microbial-based stool markers for CRC and adenoma detection
Author: Francis Chan, MD, DSc, FACG. Professor of Medicine, Director of Centre
for Gut Microbiota Research, The Chinese University of Hong Kong.

Currently available noninvasive tests for colorectal cancer (CRC) are largely based on
the detection of methylation markers in stool or blood. One major limitation is that they
are only diagnostic tests and are unable to predict or potentially modify the future risk of
cancer development. Now there is good evidence that imbalance of gut microbiota
(dysbiosis) plays a key role in the pathogenesis of CRC. Our team has shown that (1) the
gut microbiota of CRC patients is different from that of healthy people; (2) the microbial
communities in the human gut mucosa differ at different stages of CRC; and (3) transfer
of gut microbiota from patients with CRC to germ free mice promotes tumorigenesis in
the latter. Importantly, we have identified a panel of qPCR-based stool microbial DNA
markers (M3) that can detect CRC with a sensitivity of 94% and specificity of 85%. M3 is
superior to FIT in detecting both adenomas and early stages of CRC. Our latest research
shows that M3 has a unique advantage of predicting recurrence of adenoma with a
sensitivity of 90%. Given the fact of this test reflects that the hostility of gut microbial
environment in CRC development, it offers the hope of reducing the cancer risk through
modulation of gut microbiota in the future.
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Title: Adenoma detection rate in FIT-based colorectal cancer
screening
Author: P.H.A. Wisse

Background: Screening reduces colorectal cancer (CRC) incidence and mortality by
removal of early neoplastic lesions. High quality performance of colonoscopies is
essential to assure detection of all lesions and to prevent post-colonoscopy CRCs
(PCCRCs) that limit the impact of screening. The ability of endoscopists to detect
these lesions is reflected in the adenoma detection rate (ADR). In colonoscopies
performed in populations with a relatively low prevalence of adenomas, such as
primary screening or surveillance procedures, ADR is inversely associated with
PCCRC risk. Current ADR thresholds, however, are unsuitable for colonoscopy of
enriched populations after fecal immunochemical testing (FIT). We aimed to evaluate
ADRs of a large group of endoscopists during implementation of the Dutch FIT-based
CRC screening program and to assess the association between ADR and PCCRC.
Methods: We assessed ADR and PCCRC after colonoscopy in FIT-positive
screenees. PCCRCs were classified as interval or non-interval. Interval PCCRCs were
defined as cancers diagnosed before the recommended next surveillance. We
evaluated the association between ADR and interval PCCRC with a multivariable Cox
regression model. PCCRC incidence over time was determined for endoscopists with
different ADRs.
Results: 383 endoscopists performed 233,945 colonoscopies and had a median ADR
of 65% (range 42% to 78%). After an initial increase from 2014 to 2015, median ADR
decreased between 2015 and 2018, but remained above 60%. 103,957 colonoscopies
had at least three years of follow-up and were included in the Cox model. A total of
211 interval PCCRCs were identified. An 1% increase in ADR was associated with a
7% decrease in risk of interval PCCRC (HR 0.93, p<0.001). For every 1,000 patients
undergoing colonoscopy, the expected number of interval PCCRC diagnoses after 5
years was approximately 1.5 for an endoscopist with ADR of 70%, compared to two,
three or four for endoscopists with ADRs of 65%, 60% and 55%, respectively.
Conclusion: ADR is inversely associated with the risk of interval PCCRC in FITpositive colonoscopies. Endoscopists performing colonoscopy in FIT-based screening
should aim for markedly higher ADRs compared to primary colonoscopy.
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Summary of presentation – Arial font (max 1 page)
Colorectal cancer (CRC) screening is widely recommended, but under-used. An
estimated 67% of average-risk patients over the age of 50 years are up-to-date on
CRC screening in the United States. The COVID-19 pandemic has reinforced the
need for non-invasive CRC screening options. New US guidelines recommending
screening commence at age 45 will put additional pressure on available colonoscopy
capacity. Existing stool-based CRC tests face barriers to adoption, which include a
dislike for manipulating stool and a requirement for navigational support. Non-invasive
blood tests have the potential to overcome these barriers through ease of sample
collection and integration into routine blood collections for other conditions.
A blood-based screening test using artificial intelligence/machine learning to detect
early-stage (I/II) CRC and advanced adenomas based on multiomic signatures (e.g.,
cell free DNA and protein) from tumor and non-tumor (e.g., immune) sources is in
development. Results from the AI-EMERGE study (NCT03688906), a prospective,
multi-center discovery-oriented clinical study with average-risk patients undergoing
CRC screening and post-colonoscopy subjects, demonstrated a sensitivity of 94% for
early-stage (I/II) CRC and a specificity of 94%. Subsequent results from the
AI-EMERGE study demonstrated a sensitivity of 41% for the detection of advanced
adenomas and a specificity of 91%.
In May 2020, enrollment began for the PREEMPT CRC™ study (NCT04369053), a
large prospective, multi-center trial to validate the clinical performance of the
multiomics test. PREEMPT aims to recruit 25,000 average-risk individuals aged 45-85
undergoing CRC screening by colonoscopy, and uses both traditional (site-based) and
virtual (web-based) models for participant enrollment. The virtual model involves
electronic recruitment, remote e-consenting, and mobile phlebotomy, enabling
participation from anywhere in the continental United States. Participants have been
enrolled from 49 states as of August 2021. To ensure adequate representation of the
intended use population, academic and private gastroenterology practices, community
organizations, Historically Black Colleges and University (HBCU) clinical sites, and
federally qualified health centers (FQHCs) have been engaged to reach underserved
and minority patient populations. To our knowledge, the PREEMPT CRC study will be
the largest prospective, multi-center registrational validation study of an average-risk
CRC screening test to date.
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