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To the Editor, 

WE READ WITH INTEREST THE ARTICLE BY CENNAMO
AND associates, 1 who used optical coherence tomography
(O CT) and O CT-angiography (O CTA) to assess differ-
ences in the retinal structure and microvasculature between
post-SARS-CoV-2 patients and a control group. The main
outcomes evaluated were differences in the ganglion cell
layer and retinal fiber layer, as well as in vessel density in
both the superficial and deep capillary plexus. The authors
found statistically significant changes in some of the OCTA
metrics and suggest that these may correspond to conse-
quences of infection-related thrombotic microangiopathy. 

We congratulate the authors on conducting this study,
as there are considerable gaps in our knowledge concerning
both the pathogenesis and long-term consequences of sys-
temic SARS-CoV-2 infection. However, we would like to
raise some concerns in interpreting the findings. 

First, the authors state that the ophthalmology assess-
ments and imaging were performed after 6 months of full re-
covery from SARS-CoV-2 infection; however, as depicted
in Table 1, the mean recovery time from the infection was
4.1 ± 1.3 months. In order to elucidate if recovery time in-
fluenced the outcomes, it would be good to clarify the influ-
ence of the range of time elapsed between the infection and
retinal imaging and to compare patients with earlier versus
later assessments. In addition, it would be interesting to in-
clude the baseline SpO 2 values in both groups (if available)
in Table 1, as the influence of mild hypoxemia in OCTA
metrics has been well described. 2 , 3 

Second, when assessing the vessel density between
groups, several reasons may have contributed to some de-
gree of measurement bias. The authors included three ar-
eas of measurement: i) whole image, ii) parafovea, and iii)
fovea. As previously reported, given the large interindivid-
ual variation in the FAZ area, it is recommended that this
be excluded from analysis, to reliably identify changes in
vessel density. 4 Therefore, it would be more informative
to include the “perifovea” area (ie, a perifoveal ring) in-
stead of the “whole image”. This would also decrease the
chance of including peripheral areas of the image that usu-
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lly have lower resolution, such as the ones evident in
he top margin of Figures A1 and B1, in the analysis. As
ost of the observed between-group differences were in the

whole image” only, these clarifications would contribute
o better understand the clinical relevance of the findings.
n additional factor was the low threshold of scan qual-

ty considered by the authors (ie, ≥ 6, range 1-10). Signal
trength bias is another well-reported potential confounder
n OCTA metrics: a lower signal strength will underesti-
ate the vessel density values. 4 Therefore, it would be im-

ortant to use either a higher threshold for scan quality or to
ompensate for this by taking into account the reflectance
f individual vascular voxels. 5 

Lastly, despite the statistical significance found in some
f the analyzed outcomes, the data spread was significant, as
nformed by the relatively large standard deviation values –
ere there any relevant outliers? It would also be worth clar-

fying how the study eye was selected for each patient and
f the fellow eyes were also analyzed and similar outcomes
bserved. 

We thank our colleagues for this interesting work. Our
omments raise awareness of the potential issues associ-
ted with OCTA metrics and its interpretation. We em-
hasize the importance of carefully considering these issues
efore drawing conclusions regarding the clinical relevance
f OCTA findings. 

The authors attest that they meet the current ICMJE cri-
eria for authorship. 
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