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Dear Editor-in-Chief of the Iranian Journal of Diabetes and Metabolism:

The aforementioned study aimed to investigate the concurrent effects of combined exercise training and
grape seed extract (GSE) supplementation on oxidative and antioxidant indices in postmenopausal women
with type 2 diabetes. The research, in terms of its design as a randomized clinical trial with independent
group allocation, possesses a relatively appropriate structure, and its topic is noteworthy from the perspective
of women's health and non-pharmacological interventions in diabetes. However, the following critiques
concerning methodological, statistical, and interpretative dimensions are noteworthy:

1. Design and Sample Size

A sample size of 80 participants divided into four groups of 20 for a clinical interventional study with
variable biomarkers provides relatively limited statistical power. The calculation of statistical power based
on expected effect sizes or the minimum clinically significant difference is not mentioned in the text.

2. Control of Confounding Variables

Dietary intake, levels of physical activity outside the prescribed program, and the medication status of
participants are not described with sufficient precision. Given the potent influence of these factors on the
oxidative and metabolic status of diabetic patients, the absence of such information diminishes the internal
validity of the results.
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3. Combined Exercise Protocol

Although aerobic and resistance exercises are defined, the actual intensity of exercise execution and
participant adherence rates are not reported. While using heart rate reserve as an index for controlling
intensity is appropriate, the results of monitoring this intensity throughout the eight-week period are not
presented.

§ 4. Measurement Methodology for Indices

S The assessment of TAC!, GSH?, and MDA?Z was performed using ELISA kits; however, details regarding
> intra- and inter-assay coefficients of variation (CV) and laboratory quality control measures are absent. This
% information is essential for establishing the validity of the biochemical results.

©

S Total antioxidant capacity

0 2 Glutathione

5! % Malondialdehyde
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5. Statistical Analysis

The authors employed a two-way ANOVA,; however, the precise statistical model (including time and
group factors) and their interactions are not transparently reported. Furthermore, an analysis of covariance
(ANCOVA) with adjustment for baseline variables would have been more appropriate. The absence of effect
size indices and 95% confidence intervals constitutes a statistical limitation of the article.

6. Interpretation of Results

The conclusion that GSE supplementation is more effective than combined exercise, based on the
presented data and the short intervention duration, appears overly generalized. Additionally, the potential
interaction effect between exercise and supplementation has not been examined.

7. Integration with Previous Literature

While the authors have referenced some similar studies, the literature review lacks sufficient depth and an
analytical discussion concerning the molecular mechanisms of GSE and the antioxidant effects of exercise.
Integrating these two interventions requires a more precise physiological explanation.

8. Conclusion and Clinical Applicability
The suggestion of independent GSE use for diabetic patients should be proposed cautiously, as long-term
safety, optimal dosage, and potential interactions with anti-diabetic medications have not been investigated.

In summary, the article is structurally well-written but requires revision in terms of statistical analysis,
documentation of confounding variable control, and the scientific elucidation of potential mechanisms.
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