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Dear Editor,

We read the article by Venkataraman et al.,' on the usefulness of
intravenous vitamin Cin lessening organ dysfunction in critically ill
adult patients with sepsis. The paradigm shift in viewing sepsis as an
entity of ‘dysregulatedimmune response’ and not merely anill-effect
of the invading micro-organism has opened up new opportunitiesin
research to look forimmune-modulating interventions.? Vitamin C,
being one such tested intervention with equivocal results is being
put to test in the index study and we attempt to critically analyze
this topic in the light of available evidence.3*

Starting with the baseline characteristics, the author has
provided a comparison of the physiological scores of the patients
enrolled in the two groups. However, it would’ve been prudent to
use inferential statistics instead of descriptive statistics for such a
comparison where the variables of interest (organ dysfunction scores
atadmission) are likely to have animpact on the outcome of interest
persistent organ dysfunction (POD) in the study. It is impractical to
deduce the impact of admission APACHE-Il and SOFA scores (with
interquartile range) on POD merely based on median values.

The ‘Use of corticosteroids’ — an intervention carried out at the
discretion of the treating physician in this study is an important
confounding factor in critically ill patients with sepsis. Significant
mortality benefits and a decrease in organ dysfunction have been
noted by the use of corticosteroids in patients with sepsis.® To
negate such confounding effects, a pragmatic study design would
be one using matched controls or providing comparative analysis
using inferential statistics.

As a process variable, adherence to protocol is the only
parameter put to the test. However, a better design would
incorporate an objective measure assessing the adequacy of
supplementation. Serum levels of vitamin C or a suitable surrogate
marker should’'ve been used in this trial before deriving any
conclusions regarding its impact on morbidity and mortality.”

The authors’ efforts in designing the trial to test a novel
therapy and ensuring complete adherence to the protocol amidst
the pandemic are commendable. Though this pilot trial couldn’t
produce results favoring vitamin C role in sepsis, it is a pioneer to
drive concerted efforts in this direction. With a more pragmatic
design, more trials testing the benefits ofimmunomodulation shall
come up in this cohort of patients.
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