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therapeutic paradigms of IBD including ‘early intervention’, ‘treating to target’ and

‘tight control’. The review is well written, the different therapeutic strategies are all

well described, the advantages and disadvantages of them are proprely summarized,

and at the end an expert opinion is also presented to the readers. Only minor typos

must be corrected: in abstract "imflammatory >>> inflammatory", in page 7. "beeing >>>

being", in page 8. "hiba, konyvjelz6 nem létezik", in page 15. "cross sectional >>>

cross-sectional". After correcting the typos I suggest to accept the manuscript as it is.
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treatment with IBD. The target to treat and monitoring for IBD are widely discussed.

This manuscript might be useful for IBD clinicians.
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‘tight control’?" is a review of accumulating evidence on IBD disease monitoring
strategies, written by authors that have substantially contributed to the understanding of
this topic. It is a concise report with scientific merit; however, there is no novelty in this
manuscript. There are multiple similar reviews in the literature, thus, the benefit from
another one for the average physician is questionable. I would recommend to focus only

in the real world data to provide more detailed evidence on how these data compare to
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RCTs and how these data may influence decision making
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IBD. The main problem from my point of view is that reviews like the one under
review, somehow propagate to pursue various goals and to use of tight control to meet
these goals without (1) clearly committing that there is no sufficient direct evidence from
RCTs showing that treatment intensification in asymptomatic patients solely based on
the presence of ill-defined parameters reflecting inflammation has beneficial effects on
long-term outcome and (2) without concretely saying what the precise therapeutic
consequences (including the absence thereof) in which patients in current everyday
practice are. Authors refer to mucosal (or endoscopic) healing as generally accepted
treatment goal. However 1. There are no RCTs proving evidence that medical
treatment of endoscopic lesions or laboratory parameters in asymptomatic patients
(except postoperative situation) has beneficial effects on disease course. (The CALM
study used a composite of clinical and laboratory parameters to trigger treatment
intensification) 2. Endocopic healing may just reflect a milder disease course. [Compare
also Current ECCO Guidelines UC: “Whereas mucosal healing correlates with improved
clinical outcomes, it has not been demonstrated that treatment approaches specifically
targeting mucosal healing as an endpoint are themselves associated with improved
clinical outcomes, and it is possible that patients achieving mucosal healing in such
studies represent a subgroup with less aggressive disease.”] 3. The observation that
patients without endoscopic lesions (or other sings of inflammation) have a favorable
prognosis does not imply that treatment should be intensified until signs of
inflammation have disappeared. = Apparently as a consequence of these uncertainties
the manuscript leaves a somewhat vague or even contradictory impression: On the one
hand authors say the “need for applying endoscopic targets as primary therapeutic
endpoints is clear” then they say “further clinical trials are needed to demonstrate the
long-term superiority of treating to endoscopic remission” and finally they state that

“these approaches require further validation...”. I think the authors should better
8
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separate the relevant targets, endpoints and strategies used in clinical trials from what is
ready and recommended for everyday practice. The authors frequently use the term
“highly effective” therapy. Unfortunately, there is no “highly effective” therapy for IBD,
given that (1) in controlled treatment studies the primary endpoint is usually achieved
only by a minority of patients (and by patients in the respective placebo groups, with a
resulting NNT) (2) loss of response is common and (3) effect on long-term disease course
is limited (4) of course, disease cannot be healed. = Authors say that similar outcome
despite less biologica use in eastern countries suggests suboptimal disease monitoring.
This interpretation is at least incomplete and not supported by quoted data. How would
data look like when biologica use had no influence on long-term outcome? The authors
should provide a more balanced interpretation of the facts. The authors say that
intensive therapy had no more adverse effects in the CALM study. They should add that
there may (of course) be an increased risk of adverse events when combined immune
suppression is used for a longer period of time. Concerning the CALM study authors
could also state that a combination of symptoms and two separate biomarkers were
examined to elicit treatment intensification, which does not allow recommendation of a

single target upon which therapeutic changes are based. Minor There are some

orthographic mistakes/typing errors.... E.g., ...the past t two decade has
brought... ...IBD is...... (IBD is used in the manuscript as abbreviation of
inflammatory bowel diseases) ....data suggest that UC also present.... The most

commonly definition....is defined as..... This further stengthen the fact.... Several study
demonstrated........ and have..... ... with a traditional step-care algorithm.... FCAL may

predicte clinical ...
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