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Comparison of biomarkers of COVID-19 patients with
the alpha variant (B.1.1.7), the delta variant (B.1.617),
and no mutation detected
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ABSTRACT

Objectives: We aimed to compare biomarkers of COVID-19 patients with the Alpha variant (B.1.1.7), the
Delta variant (B.1.617), and no mutation detected in our study.

Methods: A total of 600 patients with positive COVID PCR test and Alpha, Delta variant and no mutation
detected with Covid PCR mutation test were included in the study. Troponin I, creatinine, Alanine
Aminotransferase (ALT), Aspartate Aminotransferase (AST), Lactate Dehydrogenase (LDH), fibrinogen, D-
dimer, ferritin, number of lymphocytes, lymphocytes (%), platelet (PLT), mean platelet volume (MPV), platelet
distribution width (PDW), trombosite ratio in the blood (PCT), C-reactive protein (CRP) values were analyzed
retrospectively. The age, gender, and hospitalization of the patients were evaluated concurrently.

Results: Age, troponin, creatinine, LDH, PLT, MPV, and D-dimer were laboratory parameters that vary
significantly with COVID-19 virus mutation. Age, troponin, LDH, and MPV values were lower in patients
with Delta variant according to patients with the Alpha variant. Lymphocytes (N) and lymphocytes (%) values
were lower in hospitalized patients relative to outpatients while age, troponin, LDH, CRP, and D-dimer values
were higher in hospitalized patients than outpatients irrespective of mutation. Creatinine values were higher
only in hospitalized patients with no mutation detected while ferritin and fibrinogen values were higher in
hospitalized patients with Delta variant and no mutation detected.

Conclusions: Age, troponin, creatinine, LDH, PLT, MPV, D-dimer, fibrinogen, ferritin, CRP, lymphocytes
(N), and lymphocytes (%) values can guide to evaluate the diagnosis and hospitalization of patients with future
different mutations.
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As SARS-COV-2 detection increases in the world
and new mutant variants emerge, it is becoming
necessary to monitor continuously and report quickly
genetic changes to support public health control in the
management of COVID-19 disease [1, 2]. Variant

viruses mutated in the SARS-COV-2 infection can
cause the infection to increase, increase in virulence,
change in the clinical course of the disease, and de-
crease the protective effect of reinfections, infections,
or antibodies after vaccination [2, 3]. The World
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Health Organization (WHO) classified variants as
Variants of Concern (VOCs) which cause more severe
disease show a widespread, have been proven to be
more contagious, or have decreased neutralizing anti-
body levels resulting from post-vaccine and post-in-
fectious infection [4].

Alpha variant (VOC202012/01) (UK variant) (B.
1.1.7) was first identified in Kent/England in Septem-
ber 2020. Mutations detected in the Alpha variant
were found to be associated with cell attachment, cell
entry, infection, and neutralization [5]. Spike protein
gene mutation was reported to contain the target gene
regions used in PCR tests, causing S-gene target fail-
ure andalso increasing the transmission by antagoniz-
ing natural immunity with nucleocapsid mutationsin
the Alpha variant [6, 7]. By the second half of 2021,
the Alpha variant was the variant responsible for the
COVID infection in America and many European
countries. The studies showed an evident increase in
transmission, higher viral load, longer infection time,
higher hospitalization rate, and distinct increase in
mortality in the Alpha variant [5, 7].

The Delta variant (B. 1.617) was first seen in India
in November 2020. Mutations detected in the Delta
variant were shown to affect the affinity of connecting
to the cell, infection, immunity evasion, vaccination,
and neutralization resistance [5]. In June 2021, the
WHO reported that the Delta variant spread in many
countries, causing high infectious and high mortality
[8]. Delta variant in 2021 showed that it was the most
contagious variant and spread rapidly in unvaccinated
individuals [9]. More infectivity, higher viral load, and
higher pathogenicity were detected in the Delta variant
than in other varials [10, 11].

Hematological, biochemical and inflammatory pa-
rameters that affect the course of the disease in
COVID-19 have been investigated in several studies.
High cardiac troponin level was an important bio-
marker in patients with or without underlying cardio-
vascular diseases [12, 13]. Increased concentrations of
troponin levels in patients with COVID-19 disease
were associated with disease severity and prognosis
[14, 15]. Also, elevation in troponin levels in COVID-
19 patients was associated with admission to the in-
tensive care unit and a higher mortality rate [13].
Thrombocytopenia COVID-19 plays a role in disease
development and severity [16-19]. MPV values show
the size of the platelets and changes in MPV values

can predict inflammation, sepsis, infective endocardi-
tis, and pneumonia [20]. While some studies demon-
strate that high MPV values were associated with
mortality in intensive care unit patients, some publi-
cations indicate that the MPV values were lower [21,
22]. D-dimer and fibrinogen levels which indicate the
activation of coagulation pathways and thrombosis
were found to be higher in COVID-19 disease. Ferritin
was demonstrated as the product of inflammation and
defined as a pathogenic mediator in severe COVID-
19 patients. D-dimer, fibrinogen, and ferritin values
were determined higher in the critical severe patients,
especially in the intensive care unit,and were admitted
as a low prognostic factor [23-26]. Higher CRP values
and lymphopenia were detected in COVID-19-posi-
tive patients and found to be associated with disease
severity, clinical outcome, progression, and mortality
[27-30]. Creatinine values were established higher in
critically ill COVID-19 patients and associated with
adverse outcomes [31-33]. High LDH values were de-
termined for patients with severe COVID-19 disease
[34-36].

In our study, we aimed to compare biomarkers of
COVID-19 patients with the Alpha variant (B.1.1.7),
the Delta variant (B.1.617), and no mutation detected.

METHODS

Our study was conducted retrospectively at Bursa
Yuksek Ihtisas Training and Research Hospital, which
serves the South Marmara region with a population of
approximately 5 million. 200 patients with positive
COVID-19 PCR test and detected Alpha variant (B.
1.1.7) (VOC202012/01) by COVID- 19 mutation test
between February and April 202 1were included in the
study. 200 control patients with positive COVID PCR
test with no mutations by COVID-19 mutation testbe-
tween February and April 2021were included in the
study.200 patients with positive COVID PCR test and
detected Delta (B. 1,617) variant by COVID-19 mu-
tation test were included in the study in August 2021
(600 patients in total). Troponin I, creatinine, Alanine
Aminotransferase (ALT), Aspartate Aminotransferase
(AST), Lactate Dehydrogenase (LDH), fibrinogen, D-
dimer, ferritin, number of lymphocytes, lymphocytes
(%), platelet (PLT), mean platelet volume (MPV),
platelet distribution width (PDW), trombosite ratio in
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the blood (PCT), C-reactive protein (CRP) were ana-
lyzed retrospectively. The age, gender, and hospital-
ization of the patients were evaluated concurrently.

COVID-19 manual RNA extraction was carried
out from nasopharyngeal samples of suspected pa-
tients in the COVID-PCR laboratory of our hospital.
The RNA amplification and COVID-19 PCR analysis
were performed on the Qiagen Rotor gene device
using the Real-time PCR method. The mutation tests
for patients who tested positive for COVID-19 PCR
were performed on the Qiagen Rotor equipment using
the SARS-COV-2 Variant Plus kit and the SARS-
COV-2 Emerging plus kit.

The CRP tests of the patients were analyzed in the
immunonephelometry device (Siemens, Behring
Nephelometer 11, Dade Behring, Inc., Newark, DE,
U.S.A.) in the Microbiology laboratory. The number
of lymphocytes, lymphocytes (%), PLT, MPV, PDW,
and PCT values were analyzed in the hematology an-
alyzer device (Mindray, BC-6000, China)in the hema-

tology laboratory. Troponin I, creatinine, AST, ALT,
LDH, fibrinogen, D-dimer, and ferritin tests worked
in COBAS 8000 (Roche, Germany) device between
February and April 2021 and Architect Plus (Abbott
Diagnostics, U.S.A) device in August 2021 in Bio-
chemistry laboratory.

Statistical Analysis

Data were expressed by frequency or related per-
cent values. Normality analyzes were done for data (N
> 50) with the Kolmogorov-Smirnov test. Comparison
of the two groups was done with the independent sam-
ple T-test for normally distributed parameters and
Mann Whitney U- test for non-normally distributed
parameters. Comparison of more than two groups was
done with One way ANOVA and Welch tests for nor-
mally distributed parameters. Bonferroni and Dunnet'c
tests were used for the analysis of the difference. Com-
parison of more than two groups was done with
Kruskal-Wallis tests for non-normally distributed pa-

Table 1. Comparison of biomarkers of patients with the Delta variant, the Alpha variant, and no

mutation detected

Delta variant Alpha variant Control (No mutation) p value
Age (years) 41 £ 17 50+ 17 46 + 18 <0.001"
Troponin (ng/L) 8.4+ 557 199+117.8 24.8 £169.8 <0.001*
Creatinine (mg/dL) 1.01 +£1.00 0.98 +0.74 0.95+0.70 0.014"
ALT (U/L) 25 +22 29 +38 34+115 0.909*
AST (U/L) 26+ 18 34+ 57 39+ 181 0.313*
LDH (U/L) 231+99 277 £ 176 275 +418 0.009*
Fibrinogen (mg/dL) 147.67 +234.60 184.54 +268.19 214.96 + 471.85 0.341*
Lymphocyte (N) 1.59 +0.77 1.50 £ 0.66 2.82+14.95 0.063*
Lymphocyte (% ) 26.56+11.16 25.03+11.26 25.76 £ 12.59 0.399*
PLT (mcl) 212 +59 225 + 149 229 + 68 0.019*
MPYV (fL) 10.5+1.1 10.7+1.2 103+1.3 0.002*
PDW (%) 16.2 +0.4 162+ 0.4 162 +0.4 0.204*
PCT (%) 0.22 +0.06 024 +0.16 0.23 +0.07 0.063*
CRP (mg/L) 17.45 £ 28.50 26.97 + 51.50 19.31 +£33.49 0.163*
D-Dimer (ng/mL) 0.52+0.44 0.98 +3.34 1.00 £5.72 0.011*
Ferritin (ng/mL) 147.67 +234.60 184.54 + 268.19 214.96 + 471.85 0.341°

Data are shown as meantstandard deviation. ALT = Alanine Aminotransferase, AST = Aspartate Aminotransferase, LDH =
Lactate Dehydrogenase, PLT = platelet, MPV = mean platelet volume, PDW = platelet distribution width, PCT = trombosite

ratio in the blood, CRP = C-reactive protein

*Kruskal-Wallis Test
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rameters. Analysis was done in the SPSS program. P
< 0.05 and p < 0.01 were accepted as statistically sig-
nificant.

RESULTS

Biomarkers of patients with the Delta variant, the
Alpha variant,and no-mutation detected (control
group) were compared in Table 1. There was a signif-
icant difference in age, troponin, creatinine, LDH,
PLT, MPV, and D-dimer values of the patients (p <
0.01, p<0.01, p<0.05, p<0.01, p<0.05, p<0.01,
and p < 0.05; respectively). The age, troponin, LDH,
and MPV values were detected significantly lower in
patients with Delta variant according to patients with
the Alpha variant (p < 0.01, p <0.01, p <0.01, and p
< 0.05; respectively ). Age, troponin, and PLT values
were determined significantly lower in patients with
Delta variant according to the control patient group (p
<0.05, p <0.01, and p < 0.05; respectively). Creati-
nine values were found to be significantly higher in
patients with Delta variant according to the control pa-
tient group (p <0.01). The age and MPV values were
found to be significantly higher in patients with the
Alpha variant than in the control patients (p <0.01 and
p <0.01; respectively). PLT and D-dimer values were
detected significantly lower in patients with the Alpha
variant relative to control patients (p < 0.05 and p <
0.01; respectively).

Biomarkers of patients with the Delta variant, the
Alpha variant, and no mutation detected were com-
pared according to gender in Table 2. Troponin, crea-
tinine, ALT, AST, fibrinogen, lymphocyte (N), PDW
and ferritin values were found to be significantly
higher in males than females in patients with the Delta
variant (p <0.05, p <0.01, p <0.01, p <0.05, p <0.01,
p <0.05, p <0.05, and p < 0.01; respectively). PCT
and D-dimer values were higher in females than
malesfor patients with the Delta variant (p = 0.01 and
p < 0.01; respectively). Troponin, creatinine, ALT,
AST, fibrinogen, and CRP values were determined
higher in males than females for patients with the
Alpha variant (p < 0.01, p <0.01, p <0.01, p =0.01,
p <0.01, and p < 0.01; respectively). PLT and PCT
values were higher in females than malesfor patients
with the Alpha variant (p <0.01, and p <0.01; respec-
tively). Creatinine, fibrinogen, PDW, CRP, and ferritin

values were found higher in males than females for
non-mutation detected control group patients (p <
0.01, p <0.01, p <0.05, p <0.05, and p < 0.01; re-
spectively). Troponin, ALT, AST, PLT, PCT, and D-
dimer values were found to be higher in females than
males for non-mutation detected control group patients
(»<0.05,p<0.01,p<0.05,p<0.05,p<0.01,and p
< 0.01; respectively).

Biomarkers of patients with the Delta variant, the
Alpha variant,and no mutation detected were com-
pared according to the hospitalization in Table 3. Age,
troponin, LDH, fibrinogen, CRP, D-dimer, and ferritin
values were found to be higher in hospitalized patients
with the Delta variant than in outpatients with the
Delta variant (p < 0.05, p <0.05, p<0.01, p <0.05, p
<0.01, p <0.01, and p < 0.05; respectively). Lym-
phocytes (N) and lymphocytes % values were signif-
icantly lower in hospitalized patients with the Delta
variant according to outpatients with Delta variant (p
< 0.01, and p < 0.05; respectively). Age, troponin,
LDH, CRP, and D-dimer values were found to be sig-
nificantly higher in hospitalized patients with the
Alpha variant according to outpatients with the Alpha
variant (p <0.05, p <0.01, p <0.01, p<0.01,and p <
0.01; respectively). Lymphocytes (N) and lympho-
cytes % values were determined significantly lower in
hospitalized patients with the Alpha variant according
to outpatients with the Alpha variant (p < 0.01, and p
<0.01; respectively). Age, troponin, creatinine, LDH,
fibrinogen, CRP, D-dimer, and ferritin values were
found to be significantly higher in hospitalized pa-
tients according to outpatients for non-mutation de-
tected control group patients (p < 0.01, p < 0.01, p <
0.05, p <0.01, p <0.01, p <0.01, p <0.01, and p <
0.01; respectively). Lymphocyte (N) and lymphocyte
% values were detected significantly lower in hospi-
talized patients according to outpatients for non-mu-
tation detected control group patients (p < 0.01 and p
<0.01; respectively).

DISCUSSION

Our study shows that the Delta variant spread more in
the younger age groups than the Alpha variant similar
to other studies [1, 37, 38]. According to the determi-
nation of the Delta variant which was mostly detected
in younger patients in our study was the dominant mu-
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tant type in the period (in the second half of 2021)
after the Alpha variant (in the first half of 2021) in our
country, our study emphasizes the importance of vac-
cination in the young population [39-41]. According
to our study, the result of hospitalized patients with the
Delta variant, the Alpha variant, and no mutation was
detected were older ages than outpatients indicating
that the older age was an important criteria at hospi-
talization regardless of mutation. In similar studies,
hospitalization was increasing in older patients with
Delta mutant, Alpha mutant and no mutation was de-
tected [42-45].

Troponin values were determined lower in patients
with the Delta variant than in patients with the Alpha
variant and no mutation was detected in our study.
Troponin values were established higher in male pa-
tients with Delta and Alpha variants than in females
while found to be higher in female patients with non-
mutation COVID-19 virus detected than in males. The
fact that troponin values were found to be higher in
hospitalized patients compared to outpatients with
Delta variant, Alpha variant, and no mutation, accord-
ing to our study, highlights that high troponin level is
a parameter that indicates the risk of hospitalization
independently of the mutation.

Lower PLT values in patients with the Delta vari-
ant and Alpha variant indicate that the risk of serious
infections of patients with mutant variants is higher
than those of non-mutation detected control group pa-
tients in our study.

MPYV values were determined higher in patients
with the Alpha variant, compared to patients with the
Delta variant and control group patients in our study.
In contrast to some studies, no difference was found
between hospitalized patients and outpatients in
platelet count and platelet parameters in COVID pa-
tients in our study [46].

D-dimer values in patients with the Alpha variant
were determined lower than the control group in our
study. D-dimer levels were determined higher in hos-
pitalized patients than in outpatients regardless of mu-
tation in our study. Fibrinogen and ferritin values were
established higher in hospitalized patients with the
Delta variant and no mutation than in outpatients with
the Delta variant and no mutation. But fibrinogen and
ferritin values were not differentiated between hospi-
talized and outpatients with the Alpha variant detected.
In conclusion, according to our study, D-dimer, fer-

ritin, and fibrinogen values in COVID-19 patients can
be used as a guide to determine the severity of the pa-
tient's condition and can be used as hospitalization cri-
teria especially independently of mutation.

In our study, similar to other studies, CRP values
were determined higher and lymphocyte (N, %) values
were established lower in hospitalized patients than in
outpatients independent of mutation.

In our study, while creatinine values were lower in
control group patients with no mutation detected ac-
cording to patients with Delta variant, creatinine val-
ues were higher in hospitalized control group
patientsthan control group outpatients. According to
our study, the detection of higher creatinine values in
patients with Delta and Alpha variants was not con-
sidered a significant parameter during hospitalization.
LDH values were found lower in patients with the
Delta variant compared to patients with the Alpha vari-
ant in our study,. In addition, in our study, similar to
other studies, LDH values were higher in hospitalized
patients than in outpatients independent of mutation.
The lack of our study was that the analysis can be de-
termined not only by the laboratory data but with the
clinical data of the patients. It was another lack of abil-
ity to consult the ICU mortality data to determine the
prognosis of patients.

Limitations

The limitations of our study were the inability to
evaluate the clinical data of the patients, since the
study was retrospective, and the inability to evaluate
the development of mortality due to COVID-19 infec-
tion, especially in hospitalized patients.

In conclusion, age, troponin, creatinine, LDH,
PLT, MPV, D-dimer, fibrinogen, ferritin, CRP, lym-
phocytes (N), and lymphocytes (%) values can guide
to evaluate the diagnosis and hospitalization of pa-
tients with future different mutations.

CONCLUSION

As aresult; lymphocytes (N) and lymphocytes %, val-
ues were determined lower in hospitalized patients rel-
ative to outpatients while age, troponin, LDH, CRP,
and D-dimer values were established higher in hospi-
talized patients than outpatients irrespective of muta-
tion. In addition, creatinine values were found higher
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only in hospitalized patients with no mutation detected
while ferritin and fibrinogen values were determined
higher inhospitalized patients with Delta variant and
no mutation detected.
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