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Abstract

Background: Given the increasing burden on colonoscopy capacity, it has been suggested that faecal
immunochemical test (FIT) results could guide surveillance colonoscopy intervals. Against this background, we have
evaluated the test accuracy of single and double FIT sampling to detect colorectal cancer (CRC) and/or advanced
adenomas in an asymptomatic colonoscopy-controlled high-risk population.

Methods: Cohort study of asymptomatic high-risk patients (personal history of adenomas/CRC or family history of
CRC), who provided one or two FITs before elective colonoscopy. Test accuracy of FIT for detection of CRC and
advanced adenomas was determined (cut-off level 50 ng/ml).

Results: 1,041 patients provided a FIT (516 personal history of adenomas, 172 personal history of CRC and 353
family history of CRC). Five CRCs (0.5%) and 101 advanced adenomas (9.7%) were detected by colonoscopy. Single
FIT sampling resulted in a sensitivity, specificity, PPV and NPV for CRC of 80%, 89%, 3% and 99.9%, respectively, and
for advanced adenoma of 28%, 91%, 24% and 92%, respectively. Double FIT sampling did not result in a
significantly higher sensitivity for advanced neoplasia. Simulation of multiple screening rounds indicated that
sensitivity of FIT for advanced adenoma could reach 81% after 5 screening rounds.

Conclusions: In once-only FIT sampling before surveillance colonoscopy, 70% of advanced neoplasia were missed.
A simulation approach indicates that multiple screening rounds may be more promising in detecting advanced
neoplasia and could potentially alleviate endoscopic burden.
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Background
The use of colonoscopy to evaluate patients for the
presence of colorectal cancer (CRC) has increased sub-
stantially in the past decade [1-3]. This concerns both
high-risk asymptomatic individuals and patients with signs
or symptoms suggestive of CRC. At present, 22% of colon-
oscopies in the United States are performed for a family
history of CRC and another 22% for surveillance after
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polypectomy or resection of CRC [4]. In The Netherlands,
33% of colonoscopies are performed for a personal history
of adenomas or CRC or a family history of CRC [5]. With
the planned introduction of a CRC screening program in
2013 in The Netherlands, not only the number of screen-
ing colonoscopies, but also the number of surveillance col-
onoscopies because of a personal history of colorectal
neoplasia will increase [6]. Since the burden on endo-
scopic capacity is already high in some countries, it has
been proposed to use faecal immunochemical tests (FITs)
to postpone elective colonoscopy in asymptomatic high-
risk subjects [7, 8]. Previous studies on guaiac-based faecal
occult blood tests (g-FOBTs) have shown that the clinical
use of this strategy was hampered by its relatively low
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sensitivity for advanced adenomas [9]. For that reason,
high-risk subjects are recommended not to rely on g-
FOBT screening, but to undergo colonoscopic evaluation
at predetermined intervals [10-12]. FIT, however, has been
proven to be superior to g-FOBTs in detecting advanced
adenomas and CRC [13-20]. The higher sensitivity of FIT
for advanced adenomas is particularly relevant since the
goal of a surveillance program is to detect advanced aden-
omas before malignant transformation and in this way
prevent CRC related death. A recent study in asymptom-
atic high-risk patients, showed sensitivities of 100% and
65% for the detection of CRC and all advanced neoplasia,
respectively [7]. These results need confirmation in a dif-
ferent set of patients, preferably with a larger sample size
and higher yield of advanced neoplasia, before contem-
plating on its use in surveillance programs. The present
study evaluates the test accuracy of single and double FIT
sampling to detect CRC and/or advanced adenomas in a
colonoscopy-controlled high-risk population.

Methods
Study population and study design
All consecutive patients scheduled for elective colonos-
copy from June 2006 to October 2009 at one of the five
participating hospitals, were invited to participate in the
original study [16]. Details of study design and of most
materials and methods relevant for this study have been
published previously [16]. In addition to the original
study protocol in which subjects were asked to provide
one FIT, we extended the protocol by asking for a sec-
ond FIT sample before colonoscopy in the final
15 months of inclusion (June 2008 to October 2009)
[21]. For the present study, all asymptomatic patients
with a personal history of adenomas/CRC or asymptom-
atic individuals with a family history of CRC who under-
went complete colonoscopy and who performed at least
one FIT were analyzed retrospectively. In all centres,
local Medical Ethics Review Board approval was obtained
prior to the start of the study.
All eligible individuals were asked to provide one or two

FITs on stool from one or two bowel movements prior to
colonoscopy. Exclusion criteria are shown in Figure 1.
All medical files were assessed to evaluate the time

interval since prior colonoscopy, previous presence of
advanced neoplasia, cumulative number, size and hist-
ology of polyps detected at previous colonoscopies, and
a self-reported two-generation family history of CRC. A
significant family history of CRC was defined as one
first-degree relative with CRC diagnosis under the age of
60 years or with more than one first-degree relative with
CRC of any age [22]. A non-significant family history
was defined as one first-degree relative older than
60 years with a CRC diagnosis or second-degree relatives
with a CRC diagnosis.
Faecal immunochemical test
The FIT used in the present study is the automated OC-
sensor test (Eiken Chemical Co., Tokyo, Japan), which
has a quantitative outcome. The baseline FIT was per-
formed on a bowel movement one day before colonos-
copy (t =–1), whereas the additional FIT for double
sampling was performed on stool obtained two days
prior to colonoscopy (t =–2; see Figure 2) (at maximum
72 hours prior to colonoscopy). Both FITs were per-
formed before bowel preparation had started. Patients
who performed the FIT after starting bowel preparation
were excluded. Illustrated instructions guided the parti-
cipants to sample their stool ensuring that contact with
water and urine was prevented. No restrictions were
made with regard to diet during the week in which the
stool sample was taken [23]. On the day of colonoscopy,
the completed test and the signed informed consent
form were handed over to the nursing staff at the endos-
copy department. All FITs were stored at minus 5
degrees Celsius on arrival. Individuals were requested to
keep the FIT refrigerated before handing in the test at
the endoscopy department. Tests were analyzed using
the OC sensor MICRO desktop analyzer (Eiken Chem-
ical Co., Tokyo, Japan) according to the manufacturers
instructions [24]. For single FIT sampling a cut-off level
of 50 ng/ml was used. For double FIT sampling, we con-
sidered the FIT positive when the cut-off level exceeded
50 ng/ml in at least one out of two samples. In general,
tests were analyzed within one week by one of two
experienced technicians who were unaware of the clin-
ical data. In case tests could not be analyzed within one
week, the tests were deep frozen at minus 20 degrees
Celsius. Both technicians received special training for
analyzing the tests.

Standards of reference
Colonoscopy was the standard of reference for the pres-
ence, size and location of colorectal neoplasia. Colonos-
copies were performed or supervised by experienced
gastroenterologists. Endoscopists were blinded to the
FIT result. Conscious sedation using Midazolam was
offered to all patients. A complete colonoscopy was
defined as intubation of the cecum with identification of
the ileocecal valve or appendiceal orifice, or intubation
up to an obstructing CRC. The results of histopatho-
logical analysis of tissue samples obtained during colon-
oscopy were the standard of reference for the diagnosis
of adenoma or cancer. Adenomas ≥1.0 cm, with any vil-
lous features (i.e. tubulovillous or villous adenoma) or
high-grade dysplasia, were considered advanced aden-
omas [25, 26]. Advanced neoplasia included all cases of
CRC and all advanced adenomas. If multiple lesions
were present, classification was based on the most
advanced lesion found.



Figure 1 Study flow diagram.

Terhaar sive Droste et al. BMC Gastroenterology 2012, 12:94 Page 3 of 8
http://www.biomedcentral.com/1471-230X/12/94
Adequacy of adherence to surveillance guidelines was
evaluated by comparing the actual surveillance intervals
in this population to the national and/or international
guidelines [27,28].

Statistical analysis
Taking colonoscopy as the reference test, sensitivity, spe-
cificity, positive and negative predictive value (PPV and
NPV) of FIT were calculated for the following colonos-
copy outcomes: 1) the presence of CRC; 2) the presence
of advanced adenoma; and 3) the presence of advanced
neoplasia. Sensitivity was calculated as the proportion of
positive test results in patients with the colonoscopy
outcome under consideration. Specificity was calculated
as the proportion of negative test results in patients with
Figure 2 Flowchart of invitation and FIT sampling.
an outcome less severe than the colonoscopy outcome
under consideration. Note that, therefore, the same spe-
cificity results from choosing either outcome 2 or 3. For
dichotomizing the FIT results, a cut-off level of 50 ng/
ml was used, which is considered the most sensitive cut-
off level for the OC-sensor. The 95% confidence inter-
vals (CI) were calculated using the exact method (www.
measuringusability.com/wald.htm).
The Chi-square test was used for the comparison of pro-

portions. A two sided P-value of < 0.05 was considered sta-
tistically significant. All analyses were performed with SPSS
for Windows Version 15 (SPSS Inc., Chicago, Illinois).

Modelling cumulative sensitivity after multiple rounds of
FIT screening
This study was not designed to provide information on
interval FIT testing in a surveillance program. Given the
fact that sensitivity of FIT for advanced adenomas is
moderate, we explored the potential of repeated testing
rounds by modelling cumulative sensitivity as has been
described previously [29]. In brief, this model assumes
unbiased detection each time testing is done and cumu-
lative sensitivity can be calculated with the following for-
mula: (1-(1-sensitivity)x). The x variable represents the
number of FIT testing rounds.

Results
Characteristics of the study population
Overall 1,041 asymptomatic high-risk subjects who
underwent surveillance colonoscopy provided one FIT.
A subgroup of 43% of these patients provided two FITs
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(n = 451). The mean age of all patients was 60.7 years
(range 27–87 years) and 50.1% of these were male. Col-
onoscopy was performed because of a personal history
of adenomas in 516 patients (49.6%). In 172 patients
(16.5%) and 353 patients (33.9%), colonoscopy was per-
formed because of a personal history of CRC and a fam-
ily history of CRC, respectively. In 249/1041 patients
(23.9%) a significant family history of CRC was observed.
The date and findings of the last colonoscopy prior to
FIT sampling were known for 872/1041 patients (84%).
In 305 patients the previous colonoscopy was within two
years of the current colonoscopy and FIT. A total of 386
patients had a colonoscopy more than two years prior to
their current colonoscopy and FIT. In 181 patients with
a family history of CRC, the current colonoscopy was
their first colonoscopy. In 21% (147/691) of patients for
whom the findings of the last colonoscopy were known,
the recommended guidelines for surveillance were fol-
lowed correctly. In 63% (434/691) of patients, surveil-
lance colonoscopy was performed earlier than the
recommended interval.
Colonoscopy results
CRC was found in five patients (0.5%). Of these, three
were found in patients with a personal history of CRC,
one in a patient with a family history of CRC and one in
a patient with a personal history of adenomas. Early
stage CRC (AJCC stage I/II) was found in 3/5 patients
(60%) and in 2/5 patients (40%) the tumour was located
in the proximal colon. Two patients with recurrent CRC
had a previous colonoscopy two years before. In the
third case with recurrent CRC, no data on the time
interval could be retrieved. In one patient with a family
history of CRC, the CRC diagnosis was obtained during
his first colonoscopy. In the CRC patient with a personal
history of adenomas, only two small adenomas were
found during previous colonoscopy. In 101 patients
Table 1 Demographics and yield of advanced neoplasia{ in th
high-risk subjects referred for surveillance colonoscopy

N (%) Demographics

Mean
age (range)

Indication for
colonoscopy

Personal history
of adenomas

516 (49.6) 63.2
(29–87)

Personal history
of CRC}

172 (16.5) 66.2
(44–86)

Family history
of CRC}

353 (33.9) 54.3
(27–82)

Total
population

1041 (100) 60.7
(27–87)

{ Advanced neoplasia is defined as either one or more advanced adenoma(s) or a CRC
} CRC: colorectal cancer.
* Advanced adenoma: Adenomas ≥1.0 cm, with any villous features (i.e. tubulovillous o
(9.7%) at least one advanced adenoma was found. Of
these, 19 (19%) were found in patients with a personal
history of CRC, 23 (23%) in patients with a family his-
tory of CRC and 59 (58%) in patients with a personal
history of adenomas. In 47/101 patients (47%), the
advanced adenoma was found in the proximal colon. Of
all advanced adenomas, 42% had >3 adenomas diag-
nosed on previous colonoscopies, 67% (n = 68) were
sized >10 mm, 28% (n = 28) had villous histology and
5% (n = 5) had high grade dysplasia. Advanced neoplasia
(CRC and advanced adenoma together) were found in
106 patients (10.2%). The yield of advanced neoplasia
per indication group is shown in Table 1. The quality
of bowel preparation was rated “good” in 77% (n = 805)
of colonoscopies and was rated “fair” in 23% (n = 236) of
colonoscopies. The cecal intubation rate was 96.4% (see
Figure 1). No serious procedure related complications
were observed.
FIT results
The overall FIT positivity rate in single FIT sampling
was 11% (115/1041 patients). The positivity rate for the
subgroup of patients that provided two FITs was 19%
(87/451 patients). Table 2 summarizes the test accuracy
of single and double FIT sampling for the presence of
CRC and advanced adenomas. The overall sensitivity for
CRC and advanced neoplasia in the total population was
80% and 30% respectively, missing 1 out of 5 cancers
and 74 out of 106 advanced neoplasia. Double FIT sam-
pling resulted in a sensitivity of 33% for advanced neo-
plasia, missing 28 out of 42 advanced neoplasia.
Sensitivity for patients with left- versus right-sided
advanced neoplasia was 38% (20/53) and 22% (11/47),
respectively. The positivity rates and test accuracy of sin-
gle FIT sampling for the presence of all advanced neo-
plasia in the three indication groups separately are
shown in Table 3. The positivity rate was significantly
ree different indication groups in 1041 asymptomatic,

Yield

Males (%) CRC (%) Adv
Adenomas*(%)

Advanced
neoplasia
(%)

279 (54.1) 1 (0.2) 59 (11.4) 60 (11.6)

82 (47.7) 3 (1.7) 19 (11.0) 22 (12.8)

161 (45.6) 1 (0.3) 23 (6.5) 24 (6.8)

522 (50.1) 5 (0.5) 101 (9.7) 106 (10.2)

.

r villous adenoma) or high-grade dysplasia.



Table 2 Test characteristics of single and double FIT sampling (OC-sensor) for colorectal cancer and advanced
adenoma at a cut-off level of 50 ng/ml in asymptomatic, high-risk subjects referred for surveillance colonoscopy

Single FIT (n=1041) Double FIT (one FIT+) (n=451)

CRC} (n=5) Advanced adenoma{
(n=101)

CRC} (n=2) Advanced adenoma{
(n=40)

Sensitivity 80% 28% 50% 33%

N 4/5 28/101 1/2 13/40

(CI in %) (28–99) (19–38) (1–99) (19–49)

Specificity 89% 91% 81% 82%

N 925/1036 852/935 363/449 336/409

(CI in %) (87–91) (89–93) (77–84) (78–86)

PPV* 3% 24% 1% 15%

N 4/115 28/115 1/87 13/87

(CI in %) (1–9) (17–33) (0,03–6) (8–24)

NPV† 99,9% 92% 99,7% 93%

N 925/926 853/926 363/364 337/364

(CI in %) (99–100) (90–94) (98–99,9) (89–95)

* PPV: positive predictive value.
† NPV: negative predictive value.
} CRC: colorectal cancer.
{ Advanced adenoma: Adenomas ≥1.0 cm, with any villous features (i.e. tubulovillous or villous adenoma) or high-grade dysplasia.
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higher both in patients with a personal history of CRC
and patients with a personal history of adenomas com-
pared to patients with a family history of CRC (12%;
n = 21/172 and 14%; n = 70/516 versus 6.8%; n = 24/353;
p = 0.04 and p = 0.002).
Table 3 Positivity rates and test characteristics of single FIT s
indication groups in 1041 asymptomatic, high-risk subjects r

Indication groups

Personal history
of adenomas (n = 516)

Test characteristics Positivity rate 14%

N 70/516

Sensitivity 32%

N 19/60

(CI in %) (20–45)

Specificity 89%

N 405/456

(CI in %) (86–92)

PPV* 27%

N 19/70

(CI in %) (17–39)

NPV† 91%

N 405/446

(CI in %) (88–93)

{ Advanced neoplasia is defined as either one or more advanced adenoma(s) or a CRC
* PPV: positive predictive value.
† NPV: negative predictive value.
} CRC: colorectal cancer.
Regarding all test characteristics, only specificity for
CRC and specificity for advanced adenoma differed sig-
nificantly between the patients with a personal history of
colorectal neoplasia and patients with a family history of
CRC (specificity for CRC is 87.1%; n = 596/684 versus
ampling for advanced neoplasia{ in three different
eferred for surveillance colonoscopy

Total
(n = 1041)Personal history

of CRC} (n = 172)
Family history
of CRC} (n = 353)

12% 7% 11%

21/172 24/353 115/1041

36% 21% 30%

8/22 5/24 32/106

(17–59) (7–42) (22–40)

91% 94% 91%

137/150 310/329 852/935

(86–95) (91–96) (89–93)

38% 21% 28%

8/21 5/24 32/115

(18–62) (7–42) (20–37)

91% 94% 92%

137/151 310/329 852/926

(85–95) (91–96) (90–94)

.
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93.5%; n = 329/352; p = 0.002; specificity for advanced ad-
enoma is 89.4%; n = 542/606 versus 94.2%; n = 310/329;
p = 0.014). No significant differences in specificity for
CRC or advanced adenomas were found when separat-
ing personal history of neoplasia in personal history of
CRC and personal history of adenomas. No significant
differences in sensitivity, PPV and NPV for either CRC
or advanced adenoma were found between these three
groups. Sensitivity of FIT for detecting all advanced neo-
plasia was not significantly higher in patients with a sig-
nificant family history for CRC compared to patients
with a non-significant family history of CRC (33.3%;
n = 3/9 versus 13.3%; n = 2/15; p = 0.33).

Cumulative sensitivity after multiple rounds of FIT
screening
A once-only FIT sensitivity of 80% for CRC compounds
to a sensitivity of 99.2% with 3 rounds of testing (1-(1-
sensitivity)3). Similarly for advanced adenoma detection,
modelling a 28% once-only sensitivity compounds over 3
rounds of testing to 63%, and over 5 rounds of testing to
a sensitivity of 81%.

Discussion
In the present study, test accuracy of one of the most
commonly used FITs was evaluated in a large cohort of
asymptomatic, high-risk individuals undergoing colonos-
copy surveillance. It was found that 20% of CRCs and
72% of advanced adenomas were missed when using a
single FIT sampling strategy at the lowest cut-off level.
Moreover, providing a second FIT preceding colonos-
copy did not result in a significant increase in sensitivity
since still only 33% of all advanced neoplasia was
detected. When the indication groups were separated
into patients with a personal history of CRC, a personal
history of adenomas and patients with a family history
of CRC, a higher FIT positivity rate and a higher yield of
advanced neoplasia was observed in the first two groups.
Sensitivity, however, did not significantly differ between
these three indication groups, showing that a once-only
FIT sampling strategy is inadequate in detecting
advanced neoplasia in either group of high-risk, asymp-
tomatic individuals.
Limited data are available on the performance of FITs

in asymptomatic high-risk patients. Three studies have
assessed the efficacy of a first generation, qualitative FIT
(OC light and Hemeselect) in volunteer first-degree rela-
tives of patients with CRC, where sensitivities ranged
from 50–83% for detection of advanced neoplasia [8,30,
31]. However, small sample sizes and small numbers of
target lesions hamper the generalization of these results.
In patients with a personal history of CRC, one study
showed a 100% sensitivity for detecting 9 recurrent
CRCs [32]. These results were obtained from stools
collected with digital examination and therefore not rep-
resentative for at home FIT sampling. Moreover, test
characteristics for advanced adenomas were not avail-
able. Another study, using a qualitative FIT in a larger
population, showed sensitivities of 70% and 44% for
detecting CRC and advanced adenoma, respectively [33].
Yet, incorrect criteria for defining advanced adenoma
were used. In general, test characteristics from qualita-
tive FITs should be interpreted with caution since the
test performance can vary greatly between the different
qualitative FITs, indicating that quality assurance is an
issue [34].
The most promising results were shown in a recent

study, providing three FITs preceding colonoscopy in
asymptomatic high-risk patients [7]. Sensitivities of
100% and 65% for the detection of CRC and all
advanced neoplasia, respectively, were found using the
same FIT as was used in the present study at the same
cut-off level [7]. Unfortunately, we were not able to con-
firm these promising findings in our study with a com-
parable sample size and a larger number of target
lesions. Multiplicity of testing (three versus two FIT
samples) and different prevalences of advanced aden-
omas (higher in the present study) may partly explain
the differences between the two studies in FIT perform-
ance. Other potential explanations might be that the
study by Hazazi et al. had a better defined high-risk
population with more CRCs located in the distal colon
or larger pedunculated advanced adenomas with a
higher tendency to bleed or a better quality of bowel
preparation since 23% of colonoscopies was rated “fair”
bowel preparation in the present study. Moreover, in the
present study a high percentage of patients have received
their colonoscopy at an earlier time interval than recom-
mended by the guidelines which might have resulted in
smaller sized advanced adenomas.
Periodically performing non-invasive FIT sampling in

the surveillance of high-risk individuals in order to triage
individuals for invasive colonoscopy sounds appealing, as
this could lead to a better utilization of colonoscopy as
both a diagnostic and therapeutic procedure. However,
when considering such an alternative surveillance scheme,
a high sensitivity of FIT is important. Specificity is less of a
concern, because at present colonoscopy is performed in
all these patients. Even at the most sensitive cut-off level
of 50 ng/ml in single and double FIT sampling, the major-
ity of advanced neoplasia was missed in the present study.
On the one hand it is debatable whether missing advanced
adenomas is clinically relevant, since they could be
detected in subsequent surveillance rounds (either with
FIT or colonoscopy) while still being in a curable stage.
On the other hand, a delay in detecting CRC can result in
progression into advanced stage disease. Yet, the risk of
progression from adenoma to carcinoma in the majority
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of patients with a family history of CRC and in the major-
ity of patients with a personal history of adenomas may be
limited and comparable to the risk in the general popula-
tion [10, 35, 36]. Particularly in patients with only a few
small tubular adenomas in the past or a non-significant
family history of CRC, multiple rounds of FIT sampling
may be a good alternative to colonoscopic surveillance.
The present study was not designed to provide informa-
tion on interval FIT testing in a surveillance program. Re-
cent data from Australia showed that multiple rounds of
FIT sampling within an existing surveillance program
aided the detection of advanced neoplasia [29]. In that
particular study, it was clearly demonstrated that repeated
testing results in a compounding of sensitivity. It was also
shown that in those patients who returned a negative FIT
in multiple rounds of testing, the chance of finding
advanced neoplasia was significantly reduced [29]. When
we model cumulative detection in the same manner it can
be calculated that a once-only FIT sensitivity of 80% for
CRC compounds to 99.2% with 3 rounds of testing. Simi-
larly for advanced adenoma detection, modelling a 28%
once-only sensitivity compounds over 5 rounds of testing
to 81%, which may be acceptable for the detection of an
advanced adenoma. Although these computed sensitivities
should be interpreted with caution, it allows us to explore
the effect of multiple rounds of testing. Such a strategy of
repeated FIT sampling in selected individuals may hold
potential to postpone invasive colonoscopy and create
more colonoscopic capacity. The effects of earlier diagno-
sis, particularly of advanced adenomas, on survival remain
elusive and might only be clarified in a long-term pro-
spective randomized trial. Since the yield of CRC is gener-
ally low in surveillance programs, it is questionable
whether such a study is feasible.
There are some concerns that need to be addressed for

proper interpretation of our results. First, the number of
target lesions is relatively low. Although this study has a
large sample size and the percentage of target lesions is
higher than in most other studies, the absolute number of
cancers is low [7, 8, 30-33]. Potential explanations for the
low number of CRCs may be over-usage of colonoscopy
surveillance and inappropriate colonoscopy referral for
patients with a non-significant family history of CRC [27,
28]. Second, there was substantial heterogeneity in the
group of patients with a personal history of adenomas and
a family history of CRC, making it difficult to draw firm
conclusions for each subgroup.

Conclusion
The present study of high-risk individuals for colorectal
neoplasia, shows that 67–70% of all advanced neoplasia
are not detected by single or double FIT sampling before
elective colonoscopy. Future studies should focus on
multiple rounds of FIT sampling in different, high-risk
patient groups in order to create a sensitive strategy to
detect advanced neoplasia and potentially alleviate the
burden on endoscopic capacity.

Abbreviations
FIT: Faecal immunochemical test; CRC: Colorectal cancer; PPV: Positive
predictive value; NPV: Negative predictive value; g-FOBT: Guaiac-based faecal
occult blood test; IBD: Inflammatory bowel disease; NSAID: Non-steroidal anti
inflammatory drugs; AJCC: American joint committee on cancer; OR: Odds
ratio; CI: Confidence interval; UK: United Kingdom.

Competing interests
Declaration of funding interests
This research project was supported by an unrestricted grant of Nycomed
BV, Hoofddorp to “The Amsterdam Gutclub”, The Netherlands. This company
had no influence on any aspect relevant to this study.
The OC sensor MICRO desktop analyzer was provided by Eiken Chemical co.,
Tokyo, Japan. This company had no influence on any aspect relevant to this
study.

Declaration of personal interests
None. There were no conflicts of interest for the authors of this study.

Authors’ contributions
JTSD was responsible for data analysis, interpretation of the data and
drafting of the article. SVT was responsible for interpretation of the data and
drafting of the article. FO was responsible for interpretation of the data and
for critical revision of the article for important intellectual content. RVDH was
responsible for conception and design and for critical revision of the article
for important intellectual content. VS was responsible for data acquisition
and data analysis. UC was responsible for data acquisition and data analysis.
LVDE was responsible for data acquisition and data analysis. RD was
responsible for data acquisition and data analysis. AB was responsible for
analysing the FIT results (data analysis). GM was responsible for conception
and design and for critical revision of the article for important intellectual
content. AD was responsible for data acquisition and critical revision of the
article for important intellectual content. PS was responsible for data
acquisition and critical revision of the article for important intellectual
content. RL was responsible for data acquisition and critical revision of the
article for important intellectual content. VC was responsible for the
statistical analysis and for critical revision of the article for important
intellectual content. CM was responsible for conception and design and for
critical revision of the article for important intellectual content. All authors
read and approved the final manuscript.

Acknowledgement
We gratefully acknowledge the excellent technical assistance of Edwin van
Hengel.

Author details
1Gastroenterology and Hepatology, VU University Medical Centre,
Amsterdam, The Netherlands. 2Gastroenterology and Hepatology, Kennemer
Gasthuis, Haarlem, The Netherlands. 3Clinical Chemistry, VU University
Medical Centre, Amsterdam, The Netherlands. 4Pathology, VU University
Medical Centre, Amsterdam, The Netherlands. 5Gastroenterology and
Hepatology, Slotervaart Hospital, Amsterdam, The Netherlands.
6Gastroenterology and Hepatology, Sint Lucas Andreas Hospital, Amsterdam,
The Netherlands. 7Internal Medicine, Zaans Medical Centre, Zaandam, The
Netherlands. 8Epidemiology and Biostatistics, VU University Medical Centre,
Amsterdam, The Netherlands. 9Department of Gastroenterology and
Hepatology, VU University Medical Centre, P.O. Box 7057, 1007 MB
Amsterdam, The Netherlands.

Received: 10 January 2012 Accepted: 24 July 2012
Published: 24 July 2012

References
1. Seeff LC, Manninen DL, Dong FB, et al: Is there endoscopic capacity to

provide colorectal cancer screening to the unscreened population in the
United States?Gastroenterology 2004, 127:1661–1669.



Terhaar sive Droste et al. BMC Gastroenterology 2012, 12:94 Page 8 of 8
http://www.biomedcentral.com/1471-230X/12/94
2. Nnoaham KE, Lines C: Modelling future capacity needs and spending on
colonoscopy in the English bowel cancer screening programme.Gut
2008, 57:1238–1245.

3. Terhaar sive Droste JS, Craanen ME, Kolkman JJ, et al: Dutch endoscopic
capacity in the era of colorectal cancer screening.Neth J Med 2006,
64:371–373.

4. Lieberman DA, Holub J, Eisen G, et al: Utilization of colonoscopy in the
United States: results from a national consortium.Gastrointest Endosc
2005, 62:875–883.

5. Terhaar sive Droste JS, Craanen ME, van der Hulst RWM, et al: Colonoscopic
yield of colorectal neoplasia in daily clinical practice.World J Gastroenterol
2009, 15:1085–1092.

6. Health Council of the Netherlands: Population-based screening for colorectal
cancer. The Hague: Health Council of the Netherlands; 2009. publication
number 2009/13. Ref Type: Dutch Report.

7. Hazazi R, Rozen P, Leshno M, et al: Can patients at high risk for significant
colorectal neoplasms and having normal quantitative faecal occult
blood test postpone elective colonoscopy?Aliment Pharmacol Ther 2010,
31:523–533.

8. Gimeno-García AZ, Quintero E, Nicolás-Pérez D, et al: Screening for familial
colorectal cancer with a sensitive immunochemical fecal occult blood
test: a pilot study.Eur J Gastroenterol Hepatol 2009, 21:1062–1067.

9. Duffy MJ, van Rossum LG, van Turenhout ST, et al: Use of faecal markers in
screening for colorectal neoplasia: a European group on tumor markers
position paper.Int J Cancer 2011, 128:3–11.

10. Winawer SJ, Zauber AG, Fletcher RH, et al: Guidelines for colonoscopy
surveillance after polypectomy: a consensus update by the US Multi-
Society Task Force on Colorectal Cancer and the American Cancer
Society.Gastroenterology 2006, 130:1872–1885.

11. Rex DK, Johnson DA, Anderson JC, et al: American College of
Gastroenterology guidelines for colorectal cancer screening 2008.Am J
Gastroenterol 2009, 104:739–750.

12. Caffarey SM, Broughton CI, Marks CG: Faecal occult blood screening for
colorectal neoplasia in a targeted high-risk population.Br J Surg 1993,
80:1399–1400.

13. Guittet L, Bouvier V, Mariotte N, et al: Comparison of a guaiac based and
an immunochemical faecal occult blood test in screening for colorectal
cancer in a general average risk population.Gut 2007, 56:210–214.

14. van Rossum LG, van Rijn AF, Laheij RJ, et al: Random comparison of guaiac
and immunochemical fecal occult blood tests for colorectal cancer in a
screening population.Gastroenterology 2008, 135:82–90.

15. Levi Z, Birkenfeld S, Vilkin A, et al: A higher detection rate for colorectal
cancer and advanced adenomatous polyp for screening with
immunochemical fecal occult blood test than guaiac fecal occult blood
test, despite lower compliance rate. A prospective, controlled, feasibility
study.Int J Cancer 2011, 128:2415–2424.

16. Oort FA, Terhaar sive Droste JS, van der Hulst RWM, et al: FIT is superior to
g-FOBT in detecting screen relevant neoplastic lesions: a colonoscopy
controlled intra-individual comparison.Aliment Pharmacol Ther 2010,
31:432–439.

17. Dancourt V, Lejeune C, Lepage C, et al: Immunochemical faecal occult
blood tests are superior to guaiac-based tests for the detection of
colorectal neoplasms.Eur J Cancer 2008, 44:2254–2258.

18. Hol L, Wilschut JA, van Ballegooijen M, et al: Screening for colorectal
cancer: random comparison of guaiac and immunochemical faecal
occult blood testing at different cut-off levels.Br J Cancer 2009,
100:1103–1110.

19. Allison JE, Tekawa IS, Ransom LJ, et al: A comparison of fecal occult-blood
tests for colorectal-cancer screening.N Engl J Med 1996, 334:155–159.

20. Levi Z, Hazazi R, Rozen P, et al: A quantitative immunochemical faecal
occult blood test is more efficient for detecting significant colorectal
neoplasia than a sensitive guaiac test.Aliment Pharmacol Ther 2006,
23:1359–1364.

21. Oort FA, van Turenhout ST, Coupe VM, van der Hulst RW, Wesdorp EI,
Terhaar Sive Droste JS, Ben LI, Kanis SL, van Hengel E, Bouman AA, Meijer
GA, Mulder CJ: Double sampling of a faecal immunochemical test is not
superior to single sampling for detection of colorectal neoplasia: a
colonoscopy controlled prospective cohort study.BMC Cancer 2011,
11:434.

22. Rozen P, Levin B, Young GP: Who is at risk from familial colorectal cancer
and how can they be managed? In Colorectal cancer in clinical practice.
2nd edition. Edited by Rozen P, Young GP, Levin B, Spann SJ. London:
Taylor and Francis; 2005:67–84.

23. Pignone M, Campbell MK, Carr C, et al: Meta-analysis of dietary restriction
during fecal occult blood testing.Eff Clin Pract 2001, 4:150–156.

24. Rozen P, Waked A, Vilkin A, et al: Evaluation of a desk top instrument for
the automated development and immunochemical quantification of
fecal occult blood.Med Sci Monit 2006, 12:MT27–MT32.

25. Rex DK, Kahi CJ, Levin B, American Cancer Society; US Multi-Society Task
Force on Colorectal Cancer, et al: Guidelines for colonoscopy surveillance
after cancer resection: a consensus update by the American Cancer
Society and the US Multi-Society Task Force on Colorectal Cancer.
Gastroenterology 2006, 130:1865–1871.

26. Winawer SJ, Zauber AG, O'Brien MJ, et al: Randomized comparison of
surveillance intervals after colonoscopic removal of newly diagnosed
adenomatous polyps. The National Polyp Study Workgroup.N Engl J Med
1993, 328:901–906.

27. Cairns SR, Scholefield JH, Steele RJ, British Society of Gastroenterology;
Association of Coloproctology for Great Britain and Ireland, et al: Guidelines
for colorectal cancer screening and surveillance in moderate and high
risk groups (update from 2002).Gut 2010, 59(5):666–689. Review.

28. Dutch Institute for Healthcare Improvement CBO: Follow-up after
polypectomy. Utrecht: Van Zuiden Communications B.V.; 2002. Ref Type:
Report.

29. Lane JM, Chow E, Young GP, et al: Interval fecal immunochemical testing
in a colonoscopic surveillance program speeds detection of colorectal
neoplasia.Gastroenterology 2010, 139:1918–1926.

30. Cripps NPJ, Heald RJ: Family based colorectal cancer screening in a
district hospital.Gut 1996, 38:421–425.

31. Hunt LM, Rooney PS, Bostock K, et al: Chemical and immunological testing
for fecal occult blood in screening subjects at risk of familial colorectal
cancer.Gut 1997, 40:110–112.

32. Skaife P, Seow-Choen F, Eu KW, et al: A novel indicator for surveillance
colonoscopy following colorectal cancer resection.Colorectal Dis 2003,
5:45–48.

33. Robinson MH, Kronborg O, Williams CB, et al: Faecal occult blood testing
and colonoscopy in the surveillance of subjects at high risk of colorectal
neoplasia.Br J Surg 1995, 82:318–320.

34. Hundt S, Haug U, Brenner H: Comparative evaluation of immunochemical
fecal occult blood tests for colorectal adenoma detection.Ann Intern Med
2009, 150:162–169.

35. Segnan N, Patnick J, von Karsa L: European guidelines for quality assurance in
colorectal cancer screening and diagnosis. 1st edition. Luxembourg:
Publications office of the European Union; 2010:E818–E830. doi:10.2772/
15379.

36. Kronborg O, Jørgensen OD, Fenger C, et al: Three randomized long-term
surveillance trials in patients with sporadic colorectal adenomas.Scand J
Gastroenterol 2006, 41:737–743.

doi:10.1186/1471-230X-12-94
Cite this article as: Terhaar sive Droste et al.: Faecal immunochemical
test accuracy in patients referred for surveillance colonoscopy: a multi-
centre cohort study. BMC Gastroenterology 2012 12:94.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

http://dx.doi.org/10.2772/15379
http://dx.doi.org/10.2772/15379

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Study population and study design
	Faecal immunochemical test
	Standards of reference
	Statistical analysis
	Modelling cumulative sensitivity after multiple rounds of FIT screening

	Results
	Characteristics of the study population

	link_Fig1
	link_Fig2
	Colonoscopy results
	FIT results

	link_Tab1
	link_Tab2
	link_Tab3
	Cumulative sensitivity after multiple rounds of FIT screening

	Discussion
	Conclusion
	Authors&rsquo; contributions
	Acknowledgement
	Author details
	References
	link_CR1
	link_CR2
	link_CR3
	link_CR4
	link_CR5
	link_CR6
	link_CR7
	link_CR8
	link_CR9
	link_CR10
	link_CR11
	link_CR12
	link_CR13
	link_CR14
	link_CR15
	link_CR16
	link_CR17
	link_CR18
	link_CR19
	link_CR20
	link_CR21
	link_CR22
	link_CR23
	link_CR24
	link_CR25
	link_CR26
	link_CR27
	link_CR28
	link_CR29
	link_CR30
	link_CR31
	link_CR32
	link_CR33
	link_CR34
	link_CR35
	link_CR36


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


