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Dear editor

With great interest, I have read the article by Zhang et al,' who conducted an open-label randomized clinical study to
assess the effects of fluoxetine on neurological markers and cognition in patients with vascular cognitive impairment no
dementia (VCIND). The authors found that fluoxetine may enhance cognition in certain cognitive domains and serum
concentration of BDNF and VEGF in patients with VCIND. I greatly appreciate the efforts of the authors on trying to
improve the disease path of patients with VCIND. Nevertheless, there are several methodological limitations that I would
like to communicate with the authors.

The authors correctly raised concerns about the open-label study design and small sample size but did not discuss
their implications. The choice of an open-label study can introduce information bias, as participants are aware of their
treatment. That knowledge can potentially influence their performance during the study (ie, on cognitive tests). The open-
label choice is especially surprising since the drug that was tested, fluoxetine, is mostly prescribed as a pill and could
therefore have been easily paired up with a placebo pill. A double-blind, placebo-controlled trial would have led to more
convincing results and, I believe, would not have caused serious practical issues.

Furthermore, the authors calculated a sample size of 50 (25 treatment and 25 control) to detect a “clinically
meaningful difference in cognition between the two groups”. This calculation is based on Serdar et al,” aiming at
80% statistical power and 5% significance level and assuming a standardized effect size of 0.8. I would argue that
a standardized effect size of 0.8 is rather optimistic in the present study, and a more conservative effect size
resulting in a larger sample size should be preferred. The authors also fail to discuss that due to loss of follow-up,
the final sample size is effectively 47 instead of 50 and, thus, does not meet their required sample size at the 12-
week follow-up. The study is therefore underpowered even with the optimistic sample size calculation of 50
participants.

While inclusion and exclusion criteria are discussed and the study was conducted at Xiangyang Central Hospital, it is
not clear what the study population is. Clarifying whether the study participants entered the study from specific
departments, ie, neurology, geriatric or memory clinic, or rather any hospital admission would give better insight into
the generalizability of the results. If the study population was sampled from specific departments, this would greatly
impair the generalizability of the results to the general VCIND population. Individuals with VCIND who do not seek
help in the hospital might not benefit from the drug as individuals who have complaints and do seek help in hospitals for
their condition. Hence, the study population should be clearly defined, and recommendations based on the results of this
study should be formulated for the specific study population.
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