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Cochrane : Probiotics to prevent infantile colic. 
 
Authors' conclusions 
• There is no clear evidence that probiotics are more effective than 

placebo at preventing infantile colic; however, daily crying time 
appeared to reduce with probiotic use compared to placebo. There 
were no clear differences in adverse effects. 

• We are limited in our ability to draw conclusions by the certainty of 
the evidence, which we assessed as being low across all three 
outcomes, meaning that we are not confident that these results would 
not change with the addition of further research. 
 

Ong TG, Gordon M, Banks SS, Thomas MR, Akobeng AK. Cochrane Database Syst Rev. 2019 
Mar 13;3:CD012473. 
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Lactobacillus reuteri to Treat Infant Colic: A Meta-
analysis 
 
• OBJECTIVE: Through an individual participant data meta-analysis, we sought to 

definitively determine if L reuteri DSM17938 effectively reduces crying and/or 
fussing time in infants with colic and whether effects vary by feeding type. 

• DATA SOURCES: We searched online databases (PubMed, Medline, Embase, the 
Cumulative Index to Nursing and Allied Health Literature, the Database of 
Abstracts of Reviews of Effects, and Cochrane), e-abstracts, and clinical trial 
registries. 

• STUDY SELECTION: These were double-blind randomized controlled trials 
(published by June 2017) of L reuteri DSM17398 versus a placebo, delivered orally 
to infants with colic, with outcomes of infant crying and/or fussing duration and 
treatment success at 21 days. 

• DATA EXTRACTION: We collected individual participant raw data from included 
studies modeled simultaneously in multilevel generalized linear mixed-effects 
regression models. 
 

Sung V et al, Pediatrics Vol. 141, Issue 1 1 Jan 2018  
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• FIGURE 2 
• A, Mean crying and/or fussing 

duration (95% CI) by days and 
treatment group. 

• B, Mean difference in crying 
and/or fussing duration from 
baseline between groups (95% CI). 
In panel B, the data represent the 
predicted mean difference 
between treatment groups in the 
change in crying and/or fussing 
duration from baseline (probiotic 
minus placebo). A negative 
difference implies the probiotic 
group had more of a reduction in 
crying and/or fussing duration 
from baseline than the placebo 
had. For example, at day 21, the 
probiotic group had ∼25 minutes 
per day more reduction in crying 
and/or fussing duration from 
baseline than the placebo had. 
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Lactobacillus reuteri to Treat Infant Colic: A Meta-
analysis 
 • Colic, 4 double-blind trials, 345 infants (174 probiotic, 171 placebo) 
• Probiotic : less crying and/or fussing time at all time points (day 21 

adjusted mean difference in change from baseline [minutes] −25.4 
• Probiotic almost twice as likely for treatment success at all time points 

(day 21 adjusted incidence ratio 1.7 
• Intervention effects dramatic in breastfed (number needed to treat for day 

21 success 2.6 [95% CI: 2.0 to 3.6]), insignificant in formula-fed 
• LIMITATIONS: Insufficient data to make conclusions for formula-fed infants 
• CONCLUSIONS: L reuteri DSM17938 is effective and can be recommended 

for breastfed infants with colic. Its role in formula-fed infants with colic 
needs further research 
 Sung V et al, Pediatrics Vol. 141, Issue 1 1 Jan 2018  
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The therapeutic efficacy of Bifidobacterium animalis 
subsp. lactis BB-12® in infant colic: A randomised, double 
blind, placebo-controlled trial. 
• Randomized controlled trial (RCT) on otherwise healthy exclusively 

breastfed infants with infant colic randomly allocated to receive BB-12 
(1 × 109  CFU/day) or placebo for 28 days. 

• Gut microbiota structure and butyrate, beta-defensin-2 (HBD-2), 
cathelicidin (LL-37), secretory IgA (sIgA) and faecal calprotectin levels 
were assessed. 
 

Nocerino et al. Aliment Pharmacol Ther. 2020 Jan;51(1):110-120 



The therapeutic efficacy of Bifidobacterium animalis 
subsp. lactis BB-12® in infant colic: A randomised, double 
blind, placebo-controlled trial 

• Panel 1. Main study outcome (ITT): 
infants with ≥50% reduction of crying 
duration after 28 days of treatment: 
80% (BB-12) vs 32.5% (placebo) 

 *BB-12 vs placebo, P < 0.0001. 
• Panel 2. Mean, SD, number of crying 

episodes, week before treatment 
(blue) vs last treatment week (light 
blue). 

* BB-12 V0-V1 vs BB-12 V4-V5, P < 0.05  
**BB-12 V4-V5 vs Placebo V4-V5, P < 0.05 
°Placebo V0-V1 vs Placebo V4-V5, P < 0.05 

Nocerino et al. Aliment Pharmacol Ther. 2020 Jan;51(1):110-120 F I G U R E 2 



The therapeutic efficacy of Bifidobacterium 
animalis subsp. lactis BB-12® in infant colic: A 
randomised, double blind, placebo-controlled trial 

• Innate and acquired immunity 
biomarkers, baseline (week before 
treatment, blue bars) vs during last 
treatment week (light blue bars). 

• panel A: human β‐defensin 2 
• panel B: cathelecidin (LL-37) 
• panel C: secretory IgA 
• panel D: butyrate 
• panel E: calprotectin 
Mean and SD, * = P < 0.05 

Nocerino et al. Aliment Pharmacol Ther. 2020 Jan;51(1):110-120 F I G U R E 3  



The therapeutic efficacy of Bifidobacterium animalis 
subsp. lactis BB-12® in infant colic: A randomised, double 
blind, placebo-controlled trial. 
• RESULTS:  
• 80 infants, 40/group. 
• Reduction ≥50% of daily crying duration higher with BB-12, starting from end of 2nd week. 
• No infant relapsed when treatment was stopped. 
• Mean crying episodes number decreased in both, more with BB-12 (-4.7 ± 3.4 vs -2.3 ± 2.2, 

P < 0.05). 
• Mean daily stool frequency decreased in both , was significantly higher in the BB-12 group. 
• BB-12 group : increase in Bifidobacterium abundance (significant correlation with crying 

time reduction), butyrate and HBD-2, LL-37, sIgA levels, decrease in faecal calprotectin. 
 

• CONCLUSIONS:  
• Supplementation with BB-12 is effective in managing infant colic. The effect could derive 

from immune and non-immune mechanisms associated with a modulation of gut 
microbiota structure and function 
 Nocerino et al. Aliment Pharmacol Ther. 2020 Jan;51(1):110-120 



Conclusion 

• L Reuterii effcient in breastfed children with colic 
• Bifidobacterium BB12 also efficient in breastfed childen with colic 
• No demonstration shown at present in formula fed infants 
• No real mechanism proven at the moment 
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