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SPECIFIC COMMENTS TO AUTHORS 
Minor revisions: please include some references: PMID: 35134323 - here the authors are 

studying Guselkumab (phase 2 trial in CD) however in one are they have Ustekinumab. 

please add this reference Please add the Sonic study in the references. It was a study that 

evaluated in 2010 IFX vs IFX + AZA and AZA - it an important historical study to be 

added. PMID 20393175 please check if the right name is Clostidoides instead of 

Clostridium (the name was recent changed) Safety section: please use the full name 

followed by the abbreviation (IMID : immune mediated inflammatory disease) 

Nevertheless, in this series, these complications developed only in patients with Crohn's 

disease. Importantly, no case of reactivation of herpes zoster has been reported in any 

publication The correct is Nevertheless, in this series, these complications developed 

only in patients with CD. Importantly, no case of reactivation of herpes zoster has been 

reported in any publication Nu further comments. 
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SPECIFIC COMMENTS TO AUTHORS 
This interesting mini-review explores a particularly hot topic in management in IBD, 

namely the use of combination biologic therapies. The introduction is clear as is the 

definition of dual therapy. The description broken down by efficacy and safety is 

excellent as is the sectorization of the data in pediatric patients. The quality of the figures 

is acceptable. Table 1 is well done. 
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SPECIFIC COMMENTS TO AUTHORS 
Balderram et al. is a mini-review summary of the results of different combinations of 

advanced drugs in patients suffering from IBD, both in adults and in the pediatric 

population. In addition, the safety profile of different combinations of dual newer 

recently approved treatments, the application of new biomarkers and artificial 

intelligence, and clinical trials to establish effectiveness given the fact that about 40% of 

patients are refractory to current different treatments with an increase need for 

hospitalization and surgery. Dual therapy includes two distinct scenarios in IBD therapy 

in which a) refractory active luminal disease without extraintestinal manifestations, and 

b) patients with IBD in remission, but with active extraintestinal manifestations or 

immune-mediated inflammatory diseases. There are multiple pathways of inflammatory 

activity activated in patients with IBD, and for this reason, treatment with 

monotherapies may not be sufficient for the management of all patients. The sequencing 

of biologics or small molecules in patients in remission is a strategy that probably results 

in a better cost balance. The development of new molecules and the implementation of 

new strategies are necessary to achieve a better control of IBD activity in patients who 

are refractory to currently available treatment. The numbers of therapeutic trails 

described in studies including 2 or more IBD patients are shown in fig. 1 and also 

published data on efficacy and adverse events are presented in table 1 which includes 2 

or more adult or pediatric IBD patients with use of combination therapy. Good job. 


