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Editorial: interventions in infantile colic – can efficacy be 
attributed to treatment or to time? Authors' reply

We thank Dr Iacovou1 for the interest in our paper describing the  
therapeutic efficacy of Bifidobacterium animalis subsp lactis BB-12 
(BB-12) in infantile colic.2 We agree with Dr Iacovou, the age at en-
rolment is crucial for randomized controlled trials (RCTs) on infantile 
colic, which usually peaks at around 6 weeks of age with progressive 
symptoms resolution by 3-6 months of age.3,4 For these reasons, with 
the aim to reduce the risk of bias related to the self-limited nature of 
infantile colic, we planned to evaluate in our 4-week trial only infants 
aged <7 w. A similar design was adopted by others.5-7 All infants eval-
uated in our RCT were aged <6 weeks at enrolment, and we observed 
significant impact of BB-12 on daily crying duration and the number of 
crying episodes starting from the second week of therapy (before the 
age of 3 months in all subjects).

Actually, dietary intervention for the lactating mothers has not 
been included in the management of infantile colic because the inter-
vention could have negative impact on maternal-infant interaction 
and on the longer term continuation of breastfeeding.8 However, re-
cent data suggest possible benefit deriving from reduced FODMAP 
content in maternal diet. If confirmed by future studies, this strategy 
could change that opinion.9 In our study, the possible influence of 
maternal dietary factors or changes in dietary habits was assessed 
by analyzing data from 7-day food diary collected at baseline and 
during the last week of treatment. No dietary changes were ob-
served during the study.

Regarding the diagnosis of infantile colic, it was defined ac-
cording to the best diagnostic criteria available when the trial was 
designed (the Rome III Criteria: paroxysms of irritability, fussing or 
crying that start and stop without obvious cause; with episodes last-
ing ≥3 hours per day and occurring at least 3 days per week for at 
least 1 week; and no failure to thrive).10 In Figure S2, we reported 
just one of the three symptoms that should be considered for the 

diagnosis of infantile colic and, as described in the text, at baseline 
the difference between the two study groups was not significant.

Dr Iacovou suggested to use a new score to assess stool pattern, 
but this method only became available in November 2018 when our 
RCT was already completed. Moreover, as stated in the text, infants 
did not take pre/pro/synbiotics, anti-colic medications or supple-
mentation with other nutritious fluids during the study.

In a well-defined study population of colicky infants, we inves-
tigated simultaneously clinical outcomes and potential mechanisms 
of action of a well-characterized probiotic strain. We think that data 
on the good safety profile of the probiotic strain, impressive clinical 
results together with modulation of gut inflammation and microbiota 
structure and function justify the statement of ‘compelling evidence’ 
for the efficacy of BB-12 in the treatment of infantile colic.
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Editorial: histologic normalisation in ulcerative colitis

Where the telescope ends the microscope begins, and 
who can say which has the wider vision? 

Victor Hugo, Les Miserables 1862 

Histologic evaluation of disease activity is emerging as a key out-
come measure for ulcerative colitis (UC) clinical trials for several rea-
sons. First, multiple observational studies correlating histology with 
long-term outcomes, including relapse, corticosteroid use, hospital-
isation, colectomy, and development of dysplasia, show stronger as-
sociations between histologic remission than endoscopic remission.1 
Second, UC is an inflammatory disease and direct evaluation of the 
severity of inflammation in tissue is probably a superior treatment tar-
get than symptoms or endoscopy. Finally, validated tools to measure 

histologic disease activity have recently been developed, including the 
Robarts Histopathologic and Nancy histologic indices.2-4

The study by Cushing et al furthers our understanding of the his-
tologic features associated with clinical outcomes.5 In a cohort of 83 
patients with normal endoscopy (Mayo endoscopy score = 0), histo-
logic normalisation, defined by normalisation of architectural changes 
and lamina propria chronic inflammation, was associated with reduced 
rates of clinical relapse as defined by change in UC-therapy, hospital-
isation and surgery. Resolution of architectural abnormalities is uncom-
mon in UC; however, it is not surprising that such patients would have 
an improved clinical course. In a study by Christensen et al, complete 
histologic normalisation was observed in 10% of their UC cohort and 
associated with improved outcomes compared to those with persistent 
architectural abnormalities or histologic activity.6 Strikingly in the 
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