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We appreciate the commentary by Mrakic-Sposta et al. on our published article [1].
We apologize if the erroneous picture was conveyed that electron paramagnetic resonance
(EPR) has no clinical application and cannot, due to technical limitations, be used to obtain
valuable data on reactive oxygen species (ROS) that can be linked to chronic diseases.
Our intention was to point out that this sophisticated technique tends to employ more
instrumentation and requires very careful handling and interpretation, and that for this
reason it has been less frequently used in research and in clinical studies compared to the
more “classical” endpoints. Indeed, EPR has been used in clinical studies, though most of
these are of small or mid-sized scale as opposed to the many large-scale ones focusing on
chronic disease, with often several thousand participants.

We are also glad about the further input regarding the capability of the technique
to be applied to frozen/stored samples, including frozen saliva [2]. Indeed, the use of
frozen samples has been reported also by others [3], and we admit that we originally were
unaware of this. However, it was also emphasized that many ROS and reactive nitrogen
species are very short-lived, posing a challenge for the accurate assessment of such species,
and thus real-time measurements may be preferred. We also agree that EPR has been
increasingly used for a number of biological matrices (blood, urine, saliva) and has indeed
been employed for measuring NO [4], O2

− and ·OH [5] and antioxidant capacity (based
on copper reduction [6]), and that EPR results correlated well with protein carbonyls [7], or
ROS, as measured by HPLC [8]. Thus, we fully agree with the authors of the commentary
and look forward to hearing more about this promising technique in the near future and
hope that EPR will see further use in clinical studies.
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