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Dear Editor,

| read with interest the article by Hu et al' titled
"Evaluation of Mucosal Healing in Ulcerative Colitis by
Fecal Calprotectin vs. Fecal Immunochemical Test: A
Systematic Review and Meta-analysis,” published on
July 11, 2023. As emphasized by Hu et al," mucosal heal-
ing (MH) in patients with ulcerative colitis (UC) is very
valuable for the clinician. The clinician wants to use
tests that are easy to apply, cheap, practical, accessi-
ble, and have high sensitivity and specificity in patient
follow-up.?2 In addition, with the help of simple and
practical tests, the clinician wants to monitor remis-
sion in UC patients, prevent long-term complications,
proactively predict the treatment, change the treat-
ment if necessary, and prevent complications that may
develop.? However, as we all know, fecal calprotectin
(FC) and fecal immmunochemical tests (FIT) are not diag-
nostic, and their sensitivity and specificity are contro-
versial. Also, there are no clear threshold values. Many
gastrointestinal conditions, such as IBD, cholecystitis,
diverticulitis, malignancy, infections, nonsteroidal anti-
inflammatory drug enteropathy, celiac disease, and
microscopic colitis, can cause an increase in FC value.®
Again, FIT is mainly known as a screening method for
colon malignancies.*

Therefore, as Hu et al' said, despite their various limita-
tions, using these tests in patient follow-up is very ben-
eficial to us. However, as a result of the study, Hu et al’
emphasized that non-invasive UC biomarkers such as
FC and FIT have high diagnostic performance, are reli-
able, and can replace invasive endoscopy in predicting
UC in some patients. As a reader, it is not a direct diag-
nostic test but an indirect test used in follow-up. Since
Hu et al's’ study is a meta-analysis, important differences

between the studied populations and the populations
for which the recommendation is targeted (true negative
(TN), true positive (TP), false negative (FN), and false posi-
tive (FP)), unexplained important differences between
studies, clinical variability in UC patients with moderate-
to-severe activity, and the threshold values of follow-up
and non-invasive tests cannot be clearly stated. As the
authors note, these uncertainties may contribute to pub-
lication bias.

Some disagreements limit the use of non-invasive tests
like FC and FIT. Firstly, biomarkers such as FC and FIT
are not specific to UC activity. They may be affected by
other inflammatory diseases as well as concurrent sys-
temic diseases. They may be elevated in some infectious
gastroenteritis, drug-induced colitis, and other inflam-
matory diseases of the intestine.® Again, in individuals
with moderate to severe UC, it may not be appropriate
to proceed with aggressive treatment based on disease
activity based on FIT and FC values alone. The strategy of
using these biomarkers instead of endoscopy should be
based on a multidisciplinary evaluation of the appropri-
ate patient. Detection and monitoring of dysplasia in UC
patients with high disease age is only possible with endos-
copy.® Similarly, in severe UC patients, especially those
resistant to corticosteroids, endoscopic evaluation may
be required to exclude cytomegalovirus colitis.® In addi-
tion, clinical, laboratory, endoscopic, and histopathologi-
cal remission must be achieved in UC patients before we
can call it complete remission. Biomarkers may be insuf-
ficient to predict endoscopic and/or histopathological
remission.® They may be especially insufficient to distin-
guish mild activity in UC from histopathological complete
remission. On the other hand, patients with UC have
mucosal involvement patterns such as proctitis, procto-
sigmoiditis, and pancolitis. Stool biomarkers may not be
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sensitive enough to detect inflammation, depending on
the segment involved.® Another issue is that the optimal
threshold value of biomarkers such as FC and FIT is not
known and may differ depending on the cost and risk of
predictable interventions.® Unfortunately, tests such as
FC and FIT cannot be used interchangeably. To compare a
patient’s results over time, the same test should be used.
FC and/or FIT values in a single patient may vary during
the day. Therefore, confidence in a single measurement
may be limited.® Finally, the situation that limits the use
of non-invasive tests is that there are interindividual dif-
ferences in the elevation of biomarkers in patients with
intestinal inflammation. Biomarkers may correlate poorly
with endoscopic activity. The overall performance and
confidence in the use of biomarkers for treatment deci-
sions in a given patient may be higher when these bio-
markers are observed longitudinally to correlate with the
patient’s endoscopic disease activity (both active disease
and remission).®

In conclusion, Hu et al' presented a very useful meta-
analysis revealing the uses and limitations of FIT and FC,
which we frequently use in UC follow-up. Although these
tests are not sensitive and specific enough to replace
endoscopy, this meta-analysis emphasized that they are

easy to use, practical, and inexpensive tests in the follow-
up of UC patients, and it was essential to contribute to
the literature.

Peer-review: Externally peer-reviewed.

Declaration of Interests: The author has no conflicts of interest to
declare.

REFERENCES

1. Hu T, Zhang Z, Song F, Zhang W, Yang J. Evaluation of Mucosal
Healing in Ulcerative Colitis by Fecal calprotectin vs. fecal Immuno-
chemical Test: A Systematic Review and Meta-analysis. Turk J Gas-
troenterol. 2023;34(9):892-901. [CrossRef]

2. Tamir-Degabli N, Maharshak N, Cohen NA. Salvage therapy in
acute severe ulcerative colitis: current practice and a look to the
future. Turk J Gastroenterol. 2023;34(6):576-583. [CrossRef]

3. Tibble JA, Sigthorsson G, Foster R, et al. High prevalence of NSAID
enteropathy as shown by a simple faecal test. Gut. 1999;45(3):362-
366. [CrossRef]

4. Vilkin A, Rozen P, Levi Z, et al. Performance characteristics and
evaluation of an automated-developed and quantitative, immuno-
chemical, fecal occult blood screening test. Am J Gastroenterol.
2005;100(11):2519-2525. [CrossRef]

5. Singh S, Ananthakrishnan AN, Nguyen NH, et al. AGA clinical
practice guideline on the role of biomarkers for the manage-
ment of ulcerative colitis. Gastroenterology. 2023;164(3):344-372.
[CrossRef]

510


https://doi.org/10.5152/tjg.2023.22812
https://doi.org/10.5152/tjg.2023.23103
https://doi.org/10.1136/gut.45.3.362
https://doi.org/10.1111/j.1572-0241.2005.00231.x
https://doi.org/10.1053/j.gastro.2022.12.007

