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PART 1: Review Comments

Reviewer’'s comment

Author’s comment (if agreed with reviewer, correct the manuscript and
highlight that part in the manuscript. It is mandatory that authors should write
his/her feedback here)

Compulsory REVISION comments

Page 4: ,Specifically, a 1% decline from the basal reading of ejection fraction (EF) was
considered as the presence of cardiotoxicity incidence”

For LVEF measuring using echocardiography, there is an error above 1%, depending on
multiple factors, so | believe that the cutoff value should be above 1%, adapted to the mean
variation of the echocardiography laboratory that performed the tests.

Page 6: ,In multivariate analysis, there were statistically significant associations between
pertuzumab (OR 3.52, 95% CI (1.5-8.22)) and its combinations pertuzumab and
trastuzumab (OR 4.28, 95% CI (1.68, 10.91)); and pertuzumab, trastuzumab, and taxol
(OR 4.56, 95% CI (1.8, 11.54)).”

| do not understand, there is a significant association between pertuzumab, and its
combination and what else?

Page 8: ,The pre-and-post comorbidity comparison (Figure 3) suggested that there was a
significant difference in ejection fractions for hypertension, dyslipidemia, diabetes mellitus,
and cardiovascular disease.”

From the figure | did not understand what the values listed below the graph represent
and | did not see any statistical analysis and interpretation, plus there is a spelling mistake
in the title above the figure

In general, the statistical analysis is incomplete because the study design is poor and does
not include important aspects of cardiotoxicity.

The study must be rebuilt from the design stage with the clear definition, and in accordance
with the international definitions of cardiotoxicity, of the cutoff values of the LVEF decline.
The database needs to be improved and the moment of decline of LVEF should be
highlighted according to the number of cycles of chemotherapy

Minor REVISION comments

Optional/General comments

PART 2:

Reviewer’s comment /Author’s comment (if agreed with reviewer, correct the manuscript and highlight
that part in the manuscript. It is mandatory that authors should write his/her
feedback here)

Are there ethical issues in this manuscript?

(If yes, Kindly please write down the ethical issues here in details)
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