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Reviewer's report:
This study presents analysis of clinical and laboratory data collected as part of an RCT. The
authors are trying to determine the diagnostic utiligy of ZPP alone or in combination with other
laboratory values (e.g. hemoglobin concentration) in identifying cases of iron deficiency. The
manuscript is generally well written, however there is a focus on long descriptions of statistical
analyses and presentation of results without sufficient placement in the clinical context.

Major comments:
-

Overall the authors have not made it clear why this is an important clinical question, and how
they feel ZPP could add to the currently available tests. In particular, the authors note that
both ZPP and ferritin are elevated in inflammatory states. Therefore ZPP seems to have the
same test limitations as ferritin, which is a widely used and available test.

-

The definition of iron deficiency was based on ferritin <12 ug/L, which is a very strict
definition. This cut-off is likely quite specific but not sensitive, therefore missing out on
cases of iron deficiency with higher ferritin levels. This is most clear in the results section
where it appears that very few of the children with inflammation or Plasmodium infection
were classified as having iron deficiency (32.1% in the no inflammation/infection group vs.
17.1% in the group as a whole). This is not clinically plausible and suggests that very many
cases were missed by using exclusively the strict ferritin cut-off for case identification.

-

A major study limitation is the lack of ability to definitively identify and confirm all cases of
iron deficiency. Understandibly, the gold standard of hemosiderin stain on bone marrow
sample would not be practical in this study setting.

Abstract
-

No context or background is provided as to why this is an important study question.

-

It is likely unnecessary to include all inclusion and exclusion criteria in the abstract - this
listing takes up a large portion of the word allowance.

Background
-

Page 4, last paragraph - The authors indicate taht ZPP has "little diagnostic utility as a
screening marker to manage iron deficiency in pregnant women". Please explain why you
would then decide to study this test again in the current population

Methods
-

Exclusion criteria - why were children with twin siblings and those with Hb <70g/L
excluded?

-

Earlier in the manuscript it is noted that this was an analysis of data collected in an RCT. It
would be helpful to the reader if you briefly describe the nature and purpose of the RCT

-

Were the children tested for thalassemia?

Results
-

As noted above, the lower rates of iron deficiency identified in children with
inflammation/infection vs. children who were well make it clear that ferritin alone was not an
appropriate test in this population for case identification

-

The authors have not explained the reasons for testing both whole blood ZPP and erythrocyte
ZPP. Please explain the differences between these tests, and what the anticipated differences
would be in test results.
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