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GENERAL COMMENTS

Well designed study,

Normally, enteral preperations of paracetamol and ibuprofen not
prepared for treatment of PDA. Especially in preterm infants, they
are not tolerated high osmolarity preperations. You have to
determine osmolarity of these drugs which are ibuprofen and
paracetamol. These drugs have high osmolarity because of they are
include saccarides.

High osmolarity occasionaly leads intestinal hemorrage.So, You
have determine osmolarity of these drugs. Then, when you are use,
diluated them with adequate salin.
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Medical treatment of PDA to be an important problem associated
with high morbidity in very low birth infants and of great interest to
mostly neonatologist. Paracetamol medication for PDA is gaining
more attention recently. | think that this protocol, which is written
well, will be liked by many authors.

| have some minor correction suggestions:
1) Study background and rationale section should be extended
about paracetamol. | think it is necessary to mention the review and

meta-analysis about paracetamol.
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2) Whether this study should be assessed for neurodevelopmental
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Reviewer 1:

Both paracetamol and ibuprofen are prepared with the help of the pharmacy department of
the Institute. The standard oral preparations are diluted to concentrations of 10mg/ml for
ibuprofen and 15mg/ml for paracetamol by addition of inert substances of low osmolality.
Hence, we believe that the formulated preparation would not increase the osmolality further
and hence is not being measured in the current protocol.

While administering through orogastric tube, 0.5 ml to 1 ml normal saline would be used to
flush the tube to ensure complete delivery of the drug. This portion has been added to the
protocol and has been highlighted

Reviewer 2:

Study background and rationale section has now been expanded and necessary changes
have been made to include more recent articles on paracetamol. We have also cited the
articles stated by the reviewer

Even though assessment of long term neurodevelopment in babies who received
paracetamol is important, it has not been planned for the current trial. Including at this stage
would not be feasible as the trial is already recruiting subjects in all three centres
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