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Answer to Letter Concerning 
the Paper “Double-Blind, 
Randomized, Placebo-Controlled 
Trial with N-acetylcysteine for 
Treatment of Severe Acute 
Respiratory Syndrome Caused 
by COVID-19”

To the Editor—First, we would like to 
thank Professor Lapenna for the com-
ments about our article.

We agree with most of his remarks, 
and we had already approached some of 
them when we discussed the limitations 
of our study [1].

Regarding N-acetylcysteine (NAC) 
administration’s timing, we believe that 
antioxidants could work if given before 
the lung disease was established.

However, this preventive treatment 
would not be feasible. Considering that 
most patients with Covid-19 do not de-
velop pneumonia [2], it would be nec-
essary to administer NAC in high doses 
to a large number of asymptomatic 
or oligosymptomatic individuals. It 
would be costly and ethically debatable. 
Therefore, we opted to treat only patients 
with mild hypoxemia, and, in these cases, 
NAC did not work, unfortunately.

The second comment is related to 
the use of a standard NAC preparation. 
We agree with Professor Lapenna that a 

hydrophilic NAC preparation was not 
ideal for acting as an intracellular antiox-
idant. It was selected based on our pre-
vious experience with the drug and its 
availability. The liposomal NAC seems 
to be an interesting approach, but we did 
not have the technology readily available 
and did not have the time to develop it 
in our institution. Besides that, NAC has 
been used for treating acute liver failure 
and proved to be highly effective and ac-
cessible to the intracellular environment 
[3].

Adding another antioxidant (for ex-
ample, vitamin E) could be an alternative, 
but we believe it would also bring more 
risks and collateral effects. A recent meta-
analysis pointed out that high-dosage 
(≥400 IU/d) vitamin E supplements may 
increase all-cause mortality [4].

In conclusion, we agree that our study 
has some limitations; however, consid-
ering the urgency and safety required, 
it brought important information about 
Covid-19 treatment. Future clinical 
trials involving antioxidant drugs to treat 
Covid-19 should take into consideration 
our failure and build upon our results.
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