LETTER TO THE EDITOR

Re-Prealbumin: A New
Biomarker for Predicting Prog-
nosis in Patients with Severe
CoVviID-19

We read with greatinterestthearticle titled “Prealbumin: Anew
biomarker for predicting prognosis in patients with severe
COVID-19” by Issever et al.! We thank the authors for this infor-
mative and useful article. We would like to mention a few impor-
tant points about the interpretation of the statistical tests
performedinthestudy.

In statistical analysis, firstly, non-parametric comparison tests
were used to determine the relationship between prealbumin
and mortality. Mortality was significantly higherin patients with
prealbumin levels lower than 0.085 g/L than the higher.* A
secondanalysis was performed based on thereceiveroperating
characteristic curve (ROC) to test prealbumin’s ability to predict
whether a patient died or survived. As a rule of thumb, a perfect
predictor test tends to have area under curve (AUC) of 1.0.> AUC
value <0.5 is considered as indistinguishable from random,
while those close to 1 are evaluated as close to the perfect
predictor.’ It has been reported that AUC value >0.9 has high
predictability, while AUC in the range of 0.9 - 0.7 has moderate
predictability, and in the range of 0.7 - 0.5 lower predictability.’
In the discriminatory power analysis, authors determined the
AUC value of prealbumin as 0.656, which shows that prealbu-
min’s ability to predict mortality is close to random. A further
analysis was performed by using odds ratios (OR) to examine
predictive ability of prealbumin for mortality. As a rule of thumb
for ORs, a useful predictor/diagnostic test has ORs greater than
20.% In the aforementioned study, OR for significant cut-off
value of prealbumin was 2.193." Although the results of Issever
et al.’s study show that prealbumin predicts mortality signifi-
cantly betterthanrandom, wethinkthatitis notclinically signifi-
cantbecauseits predictive ability istoo close torandom.

CONFLICTOF INTEREST:
Theauthorsdeclared no conflictofinterest.

AUTHORS’ CONTRIBUTION:
All authors participated in the design, execution and analysis of
the paperandapprovedthefinal versiontobe.

REFERENCES

1. Issever K, Genc AC, Cekic D, Yildirim I, Genc AB, Yaylaci S.
Prealbumin: A new biomarker for predicting prognosis in
patients with severe covid-19. J Coll Physicians Surg Pak
2021; 31(7):99-103. doi: 10.29271/jcpsp.2021.Supp2.599.

2. Swets JA. Measuring the accuracy of diagnostic systems.
Science 1988; 240(4857):1285-93. doi: 10.1126/science.
3287615.

3. Fischer JE, Bachmann LM, Jaeschke R. A readers' guide to
the interpretation of diagnostic test properties: Clinical
example of sepsis. Intensive Care Med 2003; 29(7):1043-
51. doi: 10.1007/s00134-003-1761-8.

Serdar Ozdemir' and Kamil Kokulu®

'Department of Emergency Medicine, University of Health
Sciences, Umraniye Training and Research Hospital, Istanbul,
Turkey

’Department of Emergency Medicine, Aksaray University,
Aksaray, Turkey

Correspondence to: Dr. Serdar Ozdemir, Department of
Emergency Medicine, University of Health Sciences,
Umraniye Training and Research Hospital, Istanbul, Turkey
E-mail: dr.serdar55@hotmail.com

Received: July 23, 2021; Revised: September 26, 2021;
Accepted: September 26, 2021

DOI: https://doi.org/10.29271/jcpsp.2021 JCPSPCR.CR163

AUTHOR'S REPLY
Sir,

First of all, we thank the authors of this letter for showing
interest in our manuscript and their comments on it. We think
thatsuch evaluationsand contributionsimprove researches.

In our analysis, the median prealbumin levels were 0.08 g/L
(0.04 - 0.1) for non-survivors and 0.09 g/L (0.07 - 0.13) for
survivors and the p-value was 0.002. Sensitivity and specificity
were 59.8% and 59.6%, respectively; and the area under curve
(AUC) was 0.656. All these values statistically prove that preal-
bumin levels were lower in mortal patients and this test can be
used as a predictor for mortality in patients with severe
COVID-19. Congruently, in the discussion and conclusion parts
of our article, we mentioned that “Prealbumin levels, that were
studied atthe time of admission to ICU, were found significantly
lower for non-survivor patients in this study”. The randomised
controlled, prospective, meta-analysis, and review studies
conducted with higher numbers of patients in the literature
revealed similar results to our study so far.*> Even in one of
these studies, for predicting the prognosis of COVID-19, the
performance of prealbumin was found to be better than most
routine laboratory indicators, such as albumin, hypersensitive
C-reactive protein, d-dimer, and lactate dehydrogenase.” We
were already aware of and agree that, with p=0.002 and AUC of
0.656, prealbumin cannotbestatedasa “very very strong” indi-
cator for mortality in patients with severe COVID-19 in our
study. Accordingly, we did not claim that the relationship
between low serum prealbumin levels and mortality was "very
very strong" in our study. However, this situation might be
caused by the limitations of our study, which were of its retro-
spective nature and a small study group (47 survivors vs. 102
non-survivors). Another reason for this result might be that the
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study was conducted only with the patients treated in the inten-
sive care unit (ICU). All patients were severely ill irrespective of
their outcomes and we can estimate that prealbumin levels
were lower than normal in most of them, since itis a well known
negative acute phase reactant. In contrast to the authors of the
subject letter, we can interpret that prealbumin could still show
its predictive ability in this study group, all of which consists of
severelyill patients.

As a result, despite the limitations of our study, not only the
statistically significant results of our study; but also the clinical
studies claiming similar results regarding the association of
prealbumin with mortality in the literature, support our opinion
that this biomarker can be a predictor for mortality in patients
withsevere COVID-19.
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