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Dear Editor,
We thank you for giving us the opportunity to reply to the comment on our recent systematic
review and meta-analysis regarding the effect of Zinc (Zn) supplementation on inflammation and
oxidative stress (1). We have read the comments carefully, and have addressed them below.
First, we excluded references cited by the authors (2-7) at the screening process, as they did not
meet our inclusion criteria (Table 1), which were explained in both the clinical and statistical
aspects within the methods “At the initial stage, we selected any parallel randomized controlled
trials (RCTs) …” (1). Furthermore, we did not ignore to include Khorsandi et al (8) in our review
and analyses (1). Moreover, we did assess the potential for publication bias, conducted “trim and
fill” analysis and reported their results in the article (1). This indicates our results are robust and
are unaffected by the addition of further trial data.
Regarding the studies conducted on pregnant women reporting interleukin 6 (IL-6); the sensitivity
analysis revealed that removing each study did not change the results, in agreement with the
authors suggestion, we have excluded them and conducted a re-analysis of serum IL-6 levels. As
shown in Figure 1A, in line with our previous report, serum IL-6 was not significantly affected
following Zn intake (ES = -1.25 pg/mL, 95 % CI = [-2.54, 0.05], P = 0.06, I2 = 93.4 %).
Secondly, Venneria et al (9) administered two different doses to subjects with different baseline
characteristics, and therefore did not apply the same intervention. Hence, in consultation with a
statistical expert, and as for other meta-analyses (10, 11), we considered this article as two separate
trials and included them as two different effect sizes. We also conducted a re-analysis based on
the comments received and eliminated the intervention with the lower dose of Zn (15 mg/day).
The result was consistent with our previous report and showed no significant change in MDA
2

levels (Figure 1B). In addition, this result was supported by sensitivity analysis in the article (1)
showing that removing each study did not change the significance of overall result.
Finally, in agreement with a statistical expert and based on relevant references (12, 13), we
commonly used correlation coefficient (r) = 0.5 (14-17) as an average to minimize the bias of
estimates. In addition, it is noteworthy that all of our methodology protocols and approaches were
officially

registered

with

PROSPERO

(https://www.crd.york.ac.uk/PROSPERO/display_record.php?RecordID=213987) (1). As clearly
stressed in the methods section (1), all the recommendations of the PRISMA checklist have been
followed. We designed the main question of our work in the introduction, planned all
methodological approaches and wrote the results and discussion sections in accordance with the
PRISMA statement.
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Table 1. Excluded studies with explanation of the reasons for doing so
Excluded studies
Aboomardani et al. (2)
Dias et al. (5)
Foster et al. (3)

Reason
Non-English language
Lacked essential data (unit of outcomes)
Did not specify the type of zinc supplement (gluconate or sulfate),
that we discuss in the review
Freiberg et al. (7)
Used a mixture of zinc doses in men and women, and reported the
combined data, and hence it was not possible to extract and assess the
clinical effects
Mazani et al. (4)
Crossover designed study
Mujica-Coopman et al. Reported geometric means and range±1 SD, and according to our
(6)
consultation with a statistician, we could not extract useful data
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Supplementary material:
Figure 1. The effect of Zn on serum IL-6 (A) and MDA (B) following excluding a study
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