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REFEREE: Reviewer 0

Dear AE,

I would like to thank the authors for their time reviewing the articles on the topic and putting
together this systematic review.

Predictors of outcome of ischemic stroke has been widely studied , There are much more
established outcome predictors when compared to Bilirubin level in the serum. If any , the
bilirubin level might have very weak correlation with the outcome of ischemic stroke and
this is also very controversial as authors pointed out. | do not see any significant practical
value of this systematic review to the stroke specialist such as myself.

Thanks.
REFEREE: Reviewer 0
Dear AE,

The authors presented a systematic review of the correlation of serum bilirubin and
ischemic stroke. They followed PRISMA and selected 13 studies. There was no level one
evidence such as RCT and no analysis was performed (not data-merging or meta-analysis).
The study detected an association between the bilirubin level and the severity of ischemic
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stroke. The paper is well written, however the following considerations should be mentioned:
- CONTEXT

The paragraph is totally unrelated and the 2nd should be modified.

It should be summarized related to the correlation of stroke and bilirubin; everyone knows
the impact of stroke.

- INCLUSION

The study is about the correlation between bilirubin and ischemic stroke. However,
intracranial hemorrhage is included! It should be exclusion criteria.

- SEARCH

In systematic review, RCTs and level one evidence should be considered; otherwise the
level of recommendation would not be valuable. Two RCTs and one meta-analysis are
present in literature, two of which were mentioned in discussion.

What were the criteria for quality assessment? There are specific criteria regarding each
type of study, such as 11 criteria for RCTs.

There should be exclusion criteria considering the type of study (e.g. case report or series
less than 10 patients), number of included patients, language, and age of cases.

Level of evidence for case-control studies should be mentioned in result.

- RESULT

Without RCTs, systematic Review would be inconclusive and more qualified studies should
be recommended.

At least the level of evidence should be described.

The detail of studies is not well presented.

- DISCUSSION

Authors should mainly discuss the value and findings of their own study instead of focusing
on various papers, which is disorganized and difficult to understand.

- Limitations should be discussed.

Thanks.
@, REFEREE: Associate Editor | Revision (0)
Dear EIC

The reviewer(s) have recommended publication, but also suggest some major revisions to
the manuscript. Therefore, | invite the author to respond to the reviewer(s)' comments and
revise his manuscript.

Kind regards,

®, REFEREE: EIC | Revision (0)

Dear Author,

Your article is reviewed by the reviewers carefully. According to their comments, this
document needs major revision. Please follow their comments as requested.
Thanks.
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Reply to Reviewers

ldeally, the reviewing process can significantly improve
the submitted manuscripts by allowing the authors to take
into account the advice of reviewers. Author(s) must reply
to all reviewers' comments in a separate Word file, point
by point. A "Reply to Reviewers" document is submitted
along with revised manuscript during submission of
revised files, summarizing the changes that the authors
made in response to the reviewers' comments. The
responses to reviewers' comments specifies how the
authors addressed each comment the reviewers made.

You can read the authors' responses to the reviewers'
comments in the next page.
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Reviewer 1:

The authors presented a systematic review about the correlation of serum bilirubin and ischemic
stroke. They followed PRISMA and selected 13 studies. There was no level one evidence such as RCT
and no analysis was performed (not data-merging or meta-analysis). The study detected an
association between the bilirubin level and the severity of ischemic stroke. The paper is well written,
however the following considerations should be mentioned:

-CONTEXT;

The paragraph is totally unrelated and the 2nd should be modified.

It should be summarized related to the correlation of stroke and bilirubin; everyone knows the
impact of stroke.

The paragraph has been summarized related to the correlation of stroke and bilirubin.
-INCLUSION

Study is about correlation of bilirubin and ischemic stroke. However, intracranial hemorrhage is
included! It should be exclusion criteria.

Your comment is fulfilled and intracranial hemorrhage is considered as exclusion criteria.

-SEARCH

In systematic review, RCTs and level one evidence should be considered; otherwise the level of
recommendation would not be valuable. Two RCTs and one meta-analysis are present in literature,
two of which were mentioned in discussion.

The mentioned RCTs did not meet inclusion criteria considering the main objective of the study. So
they are only presented in discussion part.

What were the criteria for quality assessment? There are specific criteria regarding each type of
study, such as 11 criteria for RCTs.

Quality assessment was performed for two types of study using JBI critical appraisal checklist and
included in the manuscript.

There should be exclusion criteria considering type of study (e.g. case report or series less than 10
patients), number of included patients, language and age of cases.

Exclusion criteria has been presented in extraction table.
Level of evidence for case-control studies should be mentioned in result.

Level of evidence is mentioned in result.

-RESULT

Without RCTs, systematic Review would be inconclusive and more qualified studies should be
recommended.

At least the level of evidence should be described.

Considering that the selected studies were case control the level of evidence was as for these studies
explanation is included in the result section.
The detail of studies is not well presented.
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It is presented in the extraction table

-DISCUSSION

Authors should mainly discuss the value and findings of their own study instead of focusing on
various papers, which is disorganized and difficult to understand.

-Limitations should be discussed.

One of the limitations of the study is the lack of interventional studies. Most studies did not investigate
the association between bilirubin and ischemic stroke

Reviewer 2:

I would like to thank the authors for their time reviewing the articles on the topic and putting
together this systematic review.

Predictors of outcome of ischemic stroke has been widely studied, there are much more established
outcome predictors when compared to Bilirubin level in the serum. If any, the bilirubin level might
have very weak correlation with the outcome of ischemic stroke and this is also very controversial as
authors pointed out. | do not see any significant practical value of this systematic review to the
stroke specialist such as myself.

The clinical significance of this study is that increased levels of bilirubin is associated with the severity of
stroke and ischemic area which in turn leads to an increased mortality rate in these patients.
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Here, you can see the Reviewers, Associate Editors
and EICs' comments from the beginning to the end of the
revision process.

®) REFEREE: Reviewer | Revision (1)

Dear AE,
The study is reviewed carefully. According to comments and revisions by the author, this
manuscript is accepted.

Thanks
®) REFEREE: Associate Editor | Revision (1)
Dear EIC

Based on the authors' answers to the reviewers' comments, the reviewer(s) have
recommended publication.
Kind regards.

®, REFEREE: EIC | Revision (1)

Dear Author,

The document is reviewed carefully by the reviewers. According to their comments and your
revisions as requested, this manuscript is accepted.

Thanks.



