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ABSTRACT
Introduction: In critical COVID- 19 patients, we aimed to examine the relationship mortality between the parameters and the 
macrocytic/microcytic erythrocyte population that are routinely evaluated in each patient admitted to the intensive care unit. 
Material and Method: It is a retrospective cross-sectional study and was conducted in Kastamonu University, Faculty of 
Medicine, a tertiary hospital intensive care units located in the North of Turkey .198 nonanemic critical COVID-19 patients 
treated between November 2020 and February 2021 were evaluated. The patients were divided into two groups as survival and 
non survival. APACHE II score, SAPS II score and routine blood examinations of the patients were evaluated.
Results: Among the groups; APACHE II score (p<0.001), SAPS II score (p<0.001), CRP (p<0.001), ferritin (p<0.001), d-dimer 
(p<0.001), platelet distribution width (p<0.009), mean platelet volume (p=0.005) and large platelet ratio (p=0.02) values   
were higher, platelet counts (p=0.02) were lower, and these parameters were statistically significant between the two groups. 
There was no difference in erythrocyte distribution volume and microcytic erythrocyte percentage between the groups, but 
according to the cox regression analysis, each unit increase in macrocytic erythrocyte percentage was associated with a 1.203-
fold increase in mortality. 
Conclusion: Routine procedures performed in every patient admitted to the intensive care unit can provide information about 
mortality. Macrocytic erythrocyte percentage, which is not generally considered in non-anemic patients, may be a new marker 
for mortality. 
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INTRODUCTION
The coronavirus disease emerged in the human 
population in late December 2019 and spread all over 
the world,  and was declared a pandemic by the World 
Health Organization (WHO) on March 11, 2020 (1-
2). Although vaccination studies have started in many 
countries for COVID-19 disease, this disease still 
continues worldwide with all its severity. In the literature, 
it has been stated that the intensive care mortality 
associated with COVID-19 disease is between 40% and 
90% (3). Since the beginning of the pandemic; a lot of 
research has been done to predict the intensive care 
prognosis and mortality of critical COVID-19 patients. In 
these studies, some scoring (4), tomography findings (5) 

and inflammatory  markers (6-7) were associated with 
the intensive care prognosis and mortality of critically 
ill COVID-19 patients. Acute Physiology and Chronic 
Health Evaluatioon Score II (APACHE II), Simplified 
Acute Physiology Score II (SAPS II) and blood tests 
are used in the routine evaluation of patients in both 
COVID intensive care unit and non COVID intensive 
care unit admission. Complete blood count provides 
vital parameters that guide clinical management, 
including diagnosis, infection or inflammation, anemia, 
response to treatment, pathogenesis, and inflammatory 
process (8).
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The aim of every patient admitted to the ICU is to reduce 
mortality and morbidity. The markers that guide us in 
this regard are very important. CBC, which is among the 
routine tests, has parameters such as lymphocyte count, 
platelet count, red cell distribution width, etc. that can 
be associated with mortality in COVID and nonCOVID 
ICU patients. These parameters are not only correlated 
with adverse outcomes of COVID-19 disease, but may 
also be associated with bone marrow suppression due to 
malignancy or with previously diagnosed anemia.

Macrocytic erythrocyte populations (Macro R) and 
microcytic erythrocyte populations (Micro R) are 
routinely studied parameters in the CBC test. These 
parameters are used to investigate possible causes of 
anemia (9). However, these parameters are generally not 
considered in patients who are not anemic.

In critically COVID-19 patients, we evaluated APACHE 
II , SAPS II, whole blood tests and Macro R/ Micro R, 
which are routinely used in the evaluation of every 
patients admitted to the intensive care unit. We aimed to 
investigate the relationship between this parameters and 
prognosis or mortality of patients in intensive care units .

MATERIAL AND METHOD 
Approval for study was obtained from the Non-
interventional Clinical Researchs Ethics Committee 
of Kastamonu University Faculty of Medicine (Date: 
25/02/2021, Decision No: KAEK-2020-143-38). All 
procedures were carried out in accordance with the 
ethical rules and the principles of the Declaration of 
Helsinki.

It is a retrospective cross-sectional study and was conducted 
in Kastamonu University, Faculty of Medicine, a tertiary 
hospital intensive care units located in the North of Turkey. 
In the study, 236 critical COVID-19 patients treated in the 
third level COVID intensive care unit between November 
2020 and February 2021 were evaluated. For a more 
objective evaluation of CBC parameters; as inclusion 
criteria for the study; not having any previous diagnosis 
of malignancy and anemia defined by the World Health 
Organization (hemoglobin concentration below 12 g/dL 
in women and 13 g/dL in men) (10). Thirteen patients with 
a history of malignancy and 25 patients with anemia were 
excluded from the study, and 198 patients were included 
in the study. All of the patients included in the study were 
critical COVID-19 patients according to the COVID-19 
Adult Patient Management Guidelines published by the 
Ministry of Health of the Republic of Turkey (11). All of 
the patients included in the study were positive in the real-
time polymerase chain reaction (RT-PCR) test performed 
by the hospital laboratory. Patients who were successfully 
treated and transferred to the service during the intensive 

care treatment process were named Survival Group (98 
patients) and those who died were named Non- survival 
Group (100 patients). The medical records and electronic 
patient data system of the patients included in the study 
were reviewed retrospectively. Patients; Age, gender, 
APACHE II scores, SAPS II scores, ferritin, C-reactive 
protein (CRP), procalcitonin, d-dimer values   and 27 
parameter CBC values   were recorded on the first day of 
admission to the intensive care unit. . CBC parameters 
were calculated using an automated hematology analyzer 
(XN-1000-Hematology-analyzer-Sysmex Corporation, 
Japan).

Statistical Analysis
The significance in differences between the means of 
two continuous and normally distributed variables 
was determined by independent t-test. Non-normal 
distributed continuous variables were explained by 
Mann-Whitney U test. Pearson’s chi-square test was 
conducted to determine the relationship in proportions 
of categorical variables between two groups. The optimal 
cut-off values of continuous Apache and Saps score 
were calculated by applying the Receiver Operating 
Curve (ROC9 analysis. The association of biochemical 
parameters with survival was determined by Cox 
regression analysis. Cox regression with forward stepwise 
method was used to determine the impacts of age, gender, 
and other important biochemical variables. Relative risk 
was calculated with hazard risk and 95% confidence 
interval (CI). p<0.05 was considered as statistically 
significant. All statistical analyses were performed using 
the SPSS 23.00 (SPSS Inc, Chicago, USA).

RESULTS
A total of 198 patients were included in the study. Of the 
participants, 67 (33.8%) were female and 131 (66.2%) 
were male. After intensive care treatment, 98 (49.5%) 
patients were transferred to the service (Survival Group); 
100 (50.5%) patients died during the intensive care 
treatment process (Non- survival Group).

Sixty-two (63.2%) patients in Survival Group and sixty-
nine (69%) patients in Non- survival Group were male. 
The patients included in the study were between the ages 
of 40-98 and the mean age of patients was 67.05 ± 0.47. 
In the data analysis made between the groups; the mean 
age of the patients in Non- survival Group (68.75 ± 8.98) 
was higher than the mean age of the surviving patients 
(65.31 ± 11.79).

The patients in Non- survival Group ; age, APACHE 
II score, SAPS II score, CRP, ferritin, d-dimer, platelet 
distribution width (PDW), mean platelet volume (MPV) 
and large platelet ratio (%P-LCR) were higher on the 
first day of admission to the intensive care unit, but 
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platelet(PLT) counts were lower than Survival Group

There were statistically significant differences in these 
parameters between both groups (Age (P< 0.02), 
APACHE II (P <0.001), SAPS II (P <0.001), Crp (P 
<0.001), Ferritin (P<0.001), D -dimer (P <0.001), Plt (P = 
0.02), PDW (P = 0.009), MPV (P = 0.005) and % P-LCR 
(P = 0.002)). Red cell distribution width (% RDW) 
values   were similar between both groups; There was no 
statistical difference between the groups. (( %RDW (P = 
0.56)) (Table 1)

Cox regression analysis with stepwise method was used 
to analyze the risk factors for fatal outcomes in patients 
with COVID -19. The significant parameters were entered 
the Cox model to identify independent predictors of 

death. Model performed well regarding the result of 
omnibus test. The results of this test explained that our 
model is significant (X2=60.75, P<0.001) improvement 
in fit relative to null. Biochemical variables including 
Saps II (HR 1.110, CI 1.076-1.146, P<0.001), D-dimer 
(HR 0.873, CI 0.784-0.973, P=0.014), Procalcitonin (HR 
0.877, CI 0.773-0.994, P=0.04) , MONO% (HR 0.902, CI 
0.845-0.963, P=0.002) and MacroR (%) (HR 1.203, CI 
1.058-1.369, P=0.005) were predictive of fatal outcomes. 
A one-unit increase in MacroR was associated with a 
1.203-fold increase in mortality and was considered a 
major predictor. An increase in Saps II score was also 
associated with mortality. Each unit increase in Saps II 
score was associated with a 1.11-fold increase in mortality 
rate (Table 2).

Table 1. Socio-demographics and biochemical characteristics of patients (total N=198)

Variables Total 
n=198 M* ± SD

Survival Group 
n= 98 M ± SD

Non- survival Group 
n= 100 M ± SD test P

Age (years) 67.05 ± 0.47 65.31 ± 11.79 68.75 ± 8.98 t= -2.30 0.02
Gender 198 62/36** 69/31** X2=0.72 0.39
Apache II 22.41 ± 7.82 16.56 ± 5.31 28.14 ± 5.20 t=--15.48 <0.001
Saps II 30.69 ± 9.54 23.42 ± 5.89 37.81 ± 6.60 t=-16.16 <0.001
Crp (mg/l) 137.22 ± 87.56 114.49 ± 89.01 159.51 ± 80.50 t=--3.73 <0.001
Ferritin (ng/ml) 909.32 ± 454.58 690.28 ± 443.31 1123.98±353.00 t=--7.60 <0.001
D Dimer (mg/l) 2.60 ± 2.04 1.95 ± 1.65 3.23 ± 2.20 t=--4.61 <0.001
Procalcitonin (mg/dl) 1.61 ± 1.88 103.99* 95.10* Z=-1.10 0.27
WBC (103/uL) 10.12 ± 5.35 10.20 ± 5.19 10.04 ± 5.53 t=-0.21 0.83
RBC (10⁶/uL) 4.47 ± 0.80 102.67* 96.40* Z=-0.77 0.44
HGB (g/dL) 14.54 ± 2.14 98.66* 100.32* Z=-0.20 0.83
HCT (%) 42.17 ± 6.54 100.03* 98.98* Z=-0.13 0.89
MCV (fL) 85.88 ± 6.82 85.81 ± 7.19 85.95 ± 6.48 t=--0.14 0.88
MCH (pg) 28.89 ± 11.25 95.51* 103.42* Z=-0.97 0.33
MCHC (g/dL) 33.46 ± 10.16 96.21* 102.72* Z=-0.79 0.42
PLT (103/uL) 205.42 ± 92.01 108.54* 90.65* Z=-2.19 0.02
RDW-SD (fL) 45.39 ± 6.87 44.86 ± 5.96 45.91 ± 7.66 t=--1.07 0.28
RDW-CV (%) 14.63 ± 2.53 97.11* 101.85* Z=-0.58 0.56
PDW (fL) 12.11 ± 2.26 11.69 ± 2.00 12.52 ± 2.42 t=--2.62 0.009
MPV (fL) 10.54 ± 0.95 10.35 ± 0.87 10.73 ± 1.00 t=--2.87 0.005
P-LCR (%) 29.10 ± 7.30 27.52 ± 6.65 30.65 ± 7.60 t=--3.08 0.002
NRBC# (103/uL) 0.02 ± 0.09 93.35* 105.53* Z=-1.83 0.06
NRBC% (%) 0.16 ± 0.70 94.21* 104.68* Z=-1.62 0.10
NEUT# (103/uL) 8.46 ± 5.08 8.47 ± 4.96 8.44 ± 5.22 t=0.04 0.96
LYMPH# (103/uL) 1.08 ± 0.79 101.20* 97.84* Z=-0.41 0.68
MONO# (103/uL) 0.50 ± 0.34 0.53 ± 0.36 0.48 ± 0.32 t=0.91 0.36
EO# (103/uL) 0.04 ± 0.12 102.24* 96.71* Z=-0.69 0.48
BASO# (103/uL) 0.03 ± 0.03 0.03 ± 0.2 0.03 ± 0.02 t=0.21 0.83
NEUT% (%) 81.01 ± 10.97 80.48 ± 11.69 81.51 ± 10.25 t=-0.66 0.51
LYMPH% (%) 12.87 ± 9.22 99.31* 99.69* Z=-0.05 0.96
MONO% (%) 5.39 ± 3.12 5.51 ± 3.20 5.28 ± 3.05 t=0.51 0.61
EO% (%) 0.41 ± 1.24 102.57* 96.49* Z=-0.78 0.43
BASO% (%) 0.31 ± 0.22 200.30* 98.72* Z=-0.19 0.84
MicroR (%) 5.22 ± 6.47 99.88* 99.13* Z=-0.09 0.92
MacroR (%) 4.09 ± 1.35 96.84* 102.11* Z=-0.64 0.51
* Median Of Variables, ** Number Of Patients In Terms Of Female Gender t: T test Z: Man whitney u test X2: Chi square test Abbreviations: APACHE II: Acute Physiology and 
Chronic Health Evaluatioon Score II, SAPS II: Simplified Acute Physiology Score II.CRP: C-reactive protein, WBC: white blood cells, RBC: red blood cell, HGB: hemoglobin, HCT: 
hematocrit, MCV: mean corpuscular volume, MCH: mean cell hemoglobin, MCHC: mean corpuscular hemoglobin concentration, PLT: Platelets, RDW: red cell distribution width, 
PDW: platelet distribution width, MPV: Mean platelet volume, P-LCR: platelet-large cell rate, NRBC: Nucleated red blood cells, NEUT: Neutrophils,LYMPH: Lymphocytes, MONO: 
Monocytes EO: Eosinophils, BASO: Basophils, MicroR: microcytic erythrocyte populations, MacroR: macrocytic erythrocyte populations
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The optimal cut-off values   of Apache II and Saps II 
parameters were calculated by the ROC analysis (Figure 
1). Areas under the curve (AUC) of Apache II and Saps 
II were 0.928 and 0.944, respectively (Table 3). They were 
the potential mortality biomarkers. The sensitivity and 
specificity were 0.86 and 0.898 for Apache II , and 0.85 
and 0.918 for Saps II . In addition to this, the optimal cut-
off values   of Apache II and Saps II were 22.50 and 30.50, 
respectively.

DISCUSSION
Our study revealed that age, APACHE II score, SAPS II 
score, CRP, ferritin, D-dimer and CBC parameters plt, 
MPV, PDW, %P-LCR values   were statistically significant 
between surviving and non-surviving patients in critical 
COVID-19 patients. These findings were similar to 
previous studies (12-13). Contrary to the findings in 

the literature, the %RDW values   were not statistically 
different in our study between surviving and non-
surviving patients (14). There are few studies on the 
%Macro R value in the literature. Our study revealed the 
relationship of increased macro R values   with mortality 
in critical COVID-19 disease, according to the results of 
the cox regression analysis performed in addition to other 
studies in the literature. With these results, according to 
the roc analysis for APACHE II and SAPS II scores; both 
scores were found to have high sensitivity and specify.

The male patient population is higher among patients 
treated in intensive care units due to COVID-19 disease. 
In our study, 66.1% of the total number of patients was 
male, which was similar to the studies in the literature 
(12-15). According to the meta-analysis published by 
Armstrong et al. (16), intensive care mortality in critical 
COVID-19 disease ranges from 34% to 49.7% . In a study 
conducted with the participation of more than 17 million 
COVID-19 patients in England, it was stated that the 
male gender was 1.6 times more likely to face the risk 
of mortality compared to the female gender (17). In our 
study, we found that the ICU mortality was 50.5% and 
69% of the patients with mortality were male.

APACHE II and SAPS II scores are important parameters 
used in the evaluation of prognosis in critically ill patients 
treated in the intensive care unit. In their study, Xie et 
al stated that the APACHE II score on the first day of 
admission to the intensive care unit is an independent 
risk factor for 28-day mortality in COVID-19 disease. 
In our study, we found that there was a statistically 
significant difference in the APACHE II score between 
patients who survived and died. However, in our study, 
the APACHE II median values   of the patients in both 
groups were higher than the study by Xie et al. (18). In 
our study, APACHE II score cut-off value was calculated 
as 22.5, sensitivity 0.86 and specificity 0.898. This value 
was found to be consistent with the literature (19). 
Larcher et al. (20)revealed the relationship between SAPS 
II scoring and mortality in COVID-19 disease. Duclos 
et al. (21) found the cut-off value as 31, sensitivity as 1, 
and specificity as 0.58 for the SAPSII score in their study 
with critical COVID-19 patients. In our study, the SAPS 
II score was statistically significant between surviving 
and non-surviving patients, and the cut-off value was 

Figure 1. ROC curve of Apache II  and Saps II  variables

Table 2. Cox regression analysis for prognostic factors

Variables Β SE p HR
95% CI for HR

Lower Upper
Saps II 0.105 0.016 <0.001 1.110 1.076 1.146
D-Dimer -0.135 0.055 0.014 0.873 0.784 0.973
Procalcitonın -0.131 0.064 0.040 0.877 0.773 0.994
MONO%(%) -0.103 0.033 0.002 0.902 0.845 0.963
MacroR(%) 0.185 0.066 0.005 1.203 1.058 1.369
Abbreviations: SAPS II: Simplified Acute Physiology Score II, MONO: Monocytes, MACRO R: macrocytic  erythrocyte populations .   

Table 3. Areas under the curve (AUC) of Apache II and Saps II 
variables

Variables Area SE Asymptotic 
Sig.

Asymptotic 
95% CI

Lower Upper
Apache II 0.928 0.019 <0.001 0.892 0.965
Saps II 0.944 0.016 <0.001 0.912 0.975
Abbreviations: APACHE II: Acute Physiology and Chronic Health Assessment Score 
II,SAPS II: Simplified Acute Physiology Score II
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30.5, the sensitivity 0.85, and the specificity 0.918. In 
addition, in the cox regression analysis, we found a 1.11 
fold increase in mortality with each point increase in the 
SAPS II score.

CRP and ferritin markers are inflammatory markers; 
as stated in a meta-analysis including 83 studies in the 
literature, it is seen that CRP and ferritin values   have a 
significant relationship with mortality in COVID-19 
disease (22). Studies have shown that d dimer, which 
is one of the coagulopathy markers, is associated with 
mortality at high values   in COVID-19 disease (23). In our 
study, the CRP, ferritin and d dimer values   of the patient 
group who died during the intensive care unit were 
higher and there was a statistically significant difference 
between the groups. 

Complete blood count examination is an easily accessible 
and fast test. CBC examination is the most widely used 
first laboratory examination (24). There are studies 
in the literature that indicate the importance of CBC 
parameters about the prognosis of COVID-19 disease. 
In most of these studies, it was reported that there was 
a significant difference in neutrophil count, lymphocyte 
count, and platelet count between surviving and non-
surviving patients (25). Ouyang et al. (26) reported in 
their study that non-survival patients had lower platelet 
counts. In our study, there was no statistical difference 
between the lymphocyte count and neutrophil counts 
among the non-survival patients, while the non-survival 
patients had lower platelet counts and there was a 
statistically significant difference between the groups. 
MPV, PDW and %P LCR; are some parameters related 
to platelet cells. In a study conducted with COVID-19 
patients, the mean % P LCR values   were found to be 
21.6% in surviving patients and 26.7% in non-survival 
patients. In our study, the mean % P LCR values   of 
the non-survival patients were higher and there was a 
statistically significant difference between the groups. In 
the study of Güçlü et al. (27) investigating the effect of 
COVID-19 disease on platelet count and indices, they 
stated that PDW and MPV values   were higher in non-
survival patients and there was a statistically significant 
difference. In our study non-survival patients had higher 
PDW and MPV values, and similar to this study, there 
was a statistically significant difference between the 
groups Thrombocytopenia is an expected finding in 
COVID-19 patients. Accordingly, as the platelet count 
decreases, there is an increase in platelet release from 
the bone marrow. This may explain the increase in MPV, 
PDWand P LCR.

Rdw is a parameter that reflects the degree of heterogeneity 
of erythrocyte volume used in the differential diagnosis 
of bone marrow dysfunction, iron deficiency anemia, 
and hematological system diseases. Proinflammatory 

state and hypoxia impair erythropoiesis and cause an 
increase in RDW. The studies have shown that RDW 
elevation is compatible with mortality in COVID-19 
disease and in many disease groups (28). In the meta-
analysis published by Lee et al. (29) in 2021; It was stated 
that RDW elevation was correlated with the negative 
outcomes of COVID-19 disease. However, the effect 
of anemia-independent RDW elevation in COVID-19 
was not clarified in this study. In the study of Rapp et al. 
(14) with COVID-19 patients, it was revealed that RDW 
elevation was associated with mortality and morbidity, 
independent of anemia. However, patients who were not 
hospitalized were included in this study. The patients 
included in our study were patients who were not anemic 
and were treated in the intensive care unit. There was no 
statistically significant difference in RDW values   between 
survivors and non-survivors.

%Macro R and %Micro R markers are parameters used 
to investigate possible causes in the etiology of anemia. 
Apart from investigating the etiology of anemia, they are 
not the most important markers for clinicians. There are 
limited publications in the literature stating that %Macro 
R and %Micro R values   are associated with mortality. 
One of them was the study conducted by Horne et al 
(30). This study includes the patient group without 
COVID-19 disease. As a result of the cox regression 
analysis performed in our study, each unit increase in % 
Macro R values   in COVID-19 patients was found to be 
compatible with a 1.2-fold increase in mortality. However, 
the % micro r value was not associated with mortality. 
There is an inflammatory state and a hypoxic process in 
COVID-19 disease (28). Depending on these factors, 
there is an increase in the release of erythropeitn. The 
increased secretion of erythropoietin causes the release 
of immature reticulocyte from the bone marrow into the 
circulation (31). Macrocytic erythrocytes are thought 
to be immature macrocytic reticulocytes released from 
the bone marrow due to the stimulation of increased 
erythropoietin (30). As it is known, COVID-19 disease 
is hypoxic respiratory failure disease. Depending on the 
effect of insufficient oxygen on target cells, there may 
be more erythrocytes and more oxygen transport reflex 
in the circulation. We think that the increase in the % 
Macro R value is associated with mortality.

CONCLUSION
There are many parameters associated with mortality and 
morbidity in COVID-19 disease. In critical COVID-19 
patients who need to be treated in the intensive care unit, 
APACHE II, SAPS II score, platelet count, PDW, MPV 
and %P LCR values   from CBC parameters can provide 
information about the prognosis of the patient. Especially 
in non-anemic patients, the increase in % Macro R value 
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can be used as a new marker that can be associated with 
mortality. The small number of participants is a limiting 
factor for our study. The %Macro R marker, which is 
used to investigate the etiology of anemia, should be 
investigated in more participants and different disease 
groups (especially diseases causing hypoxemia).
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