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Coronavirus Disease 2019 (COVID-19) pandemic has become a global concern. Recently, Indonesia 
contributed the third-highest number of new COVID-19 cases in the world. We provide supporting 
information for COVID-19 management. This retrospective cohort study was conducted at Dr. Soetomo 
General Hospital. Researchers collected demographics, comorbidity, initial laboratory tests, and 
complications data of patients. This study performed a comparative, survival, and Receiver Operating 
Characteristic (ROC) curve analysis. Survival analysis showed a decrease in the probability of survival 
associated with an increase in the variables of age, diabetes, white blood cell (WBC) count, and 
neutrophils percentage, and a decrease in lymphocytes percentage during hospitalization. Lymphocyte 
percentage, neutrophil-lymphocyte ratio (NLR), WBC count, neutrophil percentage, had an accuracy 
0.727 (95%CI 0.642-0.812; p<0.001), 0.726 (95%CI 0.641-0.812; p<0.001), 0.706 (95%CI 0.615-0.796; 
p<0.001), and 0.700 (95%CI 0.612-0.788; p<0.001) respectively, in predicting worse outcome. Our study 
suggests routine complete blood count tests in the admission of a patient with COVID-19 infections, 
which can be used to determine the survival and prognosis of hospitalized patients.
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INTRODUCTION

Since the discovery of Severe Acute Respiratory Syndrome 
Coronavirus 2 (SARS-CoV-2) in December 2019, this virus has 
continued to spread globally. Until mid-year of 2021, Coronavirus 
Disease 2019 (COVID-19) has caused a total of more than 177 
million cases with 3.9 million deaths. The exponential increase of 
COVID-19 patients is also found in Indonesia, with 2,033,421 cases 
and 55,594 deaths as of June 23rd, 2021 (World Health Organization, 
2021a). Recently, on July 27th, 2021, Indonesia contributed the 
third-highest number of new COVID-19 cases in the world (World 
Health Organization, 2021b). Therefore, several developing 
countries like Indonesia must increase awareness, and there is a 
need for information that can support the COVID-19 management 
in developing countries.
	 Patients with COVID-19 have a broad clinical spectrum, ranging 
from asymptomatic to severe pneumonia with respiratory failure. 
They are often associated with intensive care unit (ICU) admission 
and high fatality rates (Huang et al., 2020). Thus, the identification 
of factors associated with mortality is critical to reducing mortality 
rates. A previous study reported comorbidities associated with 
worsening output (Yang et al., 2020; Kamal et al., 2021). The 
presence of comorbidities is also associated with worsened patient 
outcomes (Atkins et al., 2020; Guan et al., 2020; Jin et al., 2020). 
However, errors in separate complications and comorbidities have 

severe implications in clinical, epidemiological research. Most 
studies did not separate comorbid conditions and complications 
and reported the two conditions as one result. It is important to 
note that if complications are considered comorbidities, the effects 
of exposure and outcome will be masked and will alter the study 
results (Ording & Sørensen, 2013).
	 The early identification can provide necessary information for 
managing COVID-19 patients (Mudatsir et al., 2020). Previous study 
found an association between complete blood counts or coagulation 
factors and severity of COVID-19 patients (Demelo-Rodríguez 
et al., 2020). Early laboratory examination potential to predict 
worsen outcomes (Duan et al., 2020). However, no studies from a 
large developing country like Indonesia reported early laboratory 
examination on predicting survival and mortality. 
	 The existing capacity of Indonesia’s healthcare professionals 
and supply is insufficient to deal with potentially increased demands 
for managing COVID-19 cases as the instances continue to fluctuate 
(Mahendradhata et al., 2021). Implementing good triage to maintain 
hospital activity while reducing the risk of mortality requires 
judgment based on patient prognosis. Our study aims to analyze 
the factors associated with patient survival and estimate the early 
laboratory predictive value for predicting COVID-19 mortality. 
Therefore, these findings may support the creation of clinical 
management protocols, subsidizing decisions made in the hospital 
setting.

https://doi.org/10.47665/tb.39.2.013
mailto:agussubagjospjp@gmail.com


240

Visuddho et al. (2022), Tropical Biomedicine 39(2): 239-246

MATERIALS AND METHODS

Study Design and Participants
This study was a retrospective cohort study of hospitalized patients 
with COVID-19 enrolled at Dr. Soetomo General Hospital (Surabaya 
City, East Java Province, Indonesia) as Tertiary Referral Hospital in 
Indonesia. All confirmed COVID-19 patients were screened, and 
those who had definite outcomes (dead or discharged) between 
March 1st, 2020 and June 30th, 2020, were listed. The study was 
approved by the Research Ethics Commission of Dr. Soetomo 
General Hospital and was performed following the Helsinki 
Declaration.
	 The minimum sample size was calculated using the formula 
(Dahlan, 2009). Formula for categorical variables are

and for continuous variables are

with the n1: sample size group 1; n2: sample size group 2; Za: alpha 
standard deviation; Zb: beta standard deviation; P1: proportion of 
known group; Q1: 1-P1; P2: proportion of predicted group; Q2: 1-P2; 
P = (P1+P2)/2; S:combined standard deviation; X1-X2: the minimum 
difference which considered significant.
	 Since the data have several categorical and numerical variables, 
we choose the highest minimum sample size among all variables. 
The minimum sample size required is 124 samples. From the list, 
190 adult inpatients (>18 years old) were selected randomly using a 
research randomizer (Randomizer.org). Then, 14 pregnant patients, 
four patients with no Reverse Transcription-Polymerase Chain 
Reaction (RT-PCR) test record, and 35 patients with preliminary 
medical tests were excluded, leaving 137 patients included in this 
study. 

Data Collection
The data of demographic, comorbidity, initial laboratory test, 
treatment, and complications were collected from secondary 
data from electronic and non-electronic medical records using a 
standardized data collection form. All data were checked twice on 
to ensure the data retrieved correctly before being entered into a 
computerized database – any difference between electronic and 
non-electronic medical records adjudicated by discussion of all 
researchers. 

Laboratory Procedures
Routine laboratory procedures in this study mainly include complete 
blood tests, renal and liver function tests, and electrolytes. The 
complete blood test including white blood cell (WBC), hemoglobin, 
hematocrit, neutrophil percentage, and lymphocyte percentage was 
analyzed using Sysmex XM-1000 Automatic Hematology Analyzer. 
Other parameters like serum creatinine, blood urea nitrogen (BUN), 
aspartate aminotransferase (AST), alanine aminotransferase (ALT), 
potassium, chloride, and sodium level was analyzed using Dimension 
RXL Automatic Clinical Chemistry Analyzer. All instruments had been 
calibrated to ensure the validity of the result. Most laboratory tests 
were conducted on admission before RT-PCR results were available 
to confirm patients’ diagnoses. The treating physician determined 
the frequency of subsequent examination. The initial values of 
laboratory tests were collected to analyze early predictive factors. 
The extreme values were collected to validate complications, which 
are written in the patient’s resume. 

Definitions
The diagnosis of COVID-19 was defined according to the Indonesian 
Ministry of Health COVID-19 prevention and control guidelines 
(version 5.0) (Menteri Kesehatan Republik Indonesia, 2020). 
Detection of SARS-CoV-2 infection is done by using real-time RT-PCR 
methods from nasopharyngeal swab specimens. The confirmatory 
examination was conducted by the Diagnostic Center of Dr. Soetomo 
General Hospital, Surabaya. The criteria for discharge were complete 
isolation for ten days from the date of onset with a minimum of 3 
days after an absence of fever and respiratory problems (for mild 
and moderate patients) or has obtained a negative one time RT-PCR 
follow-up examination plus a minimum of 3 days after an absence 
of fever and respiratory problems (for severe and critical patients). 
Severe cases are defined by Intensive Care Unit (ICU) admission or 
respiration rate > 30 times/minute or oxygen saturation < 93%. Our 
study cannot use PaO2/FiO2 in identifying severe cases, because 
this parameter is rarely examined in all patients. Hypertension is 
defined as elevated blood pressure (above 140 mmHg for systolic 
or 90 mmHg for diastolic). Obesity using criteria of body mass 
index (BMI) more than 25.0 kg/m2 (World Health Organization, 
2000; Kanazawa et al., 2002). Diabetes is established based on the 
assessment of the doctor in charge based on the patient’s history 
and laboratory examination. Other complications were established 
based on Dr. Soetomo General Hospital Clinical Practice Guidance.

Statistical Analysis
Continuous was presented as median and interquartile range 
(IQR), while categorical variables were presented as count (n) and 
percentage (%). The Mann-Whitney U test and Chi-square test were 
used to compare differences between survivors and non-survivors. 
We performed univariable binary logistic regression to explore 
the risk factors associated with in-hospital death. Variables with 
significant univariate odds ratio (OR) will continue to multivariate 
logistic analysis (to measure the adjusted OR), survival analysis, 
and Receiver Operating Characteristic (ROC) curve analysis. 
Survival analysis was conducted using the Kaplan-Meier survival 
curve to measure survival probability during hospitalization, which 
also shows the Log Rank p-value. The cox proportional hazard 
regression model was done to determine hazard ratio (HR). ROC 
curves were conducted to measure the area under the curve 
(AUC) value, sensitivity, and specificity of a predictive variable. 
Statistically significant was considered using two-sided α less than 
0.05. Statistical analysis was done using the IBM SPSS software 
(version 13).

RESULTS

Patients Characteristic and Comparative Test
The patient’s baseline characteristics and the results of the 
comparative test are presented in Table 1. The mortality rate of 
patients in this study reached 43%, almost the same as the overall 
percentage of COVID-19 confirmed patients hospitalized at Dr. 
Soetomo General Hospital until June 2020, which is 41%. Severe 
cases dominated inpatients who were treated in Dr. Soetomo 
General Hospital (69%). Severe cases affected mortality significantly, 
where severe cases were found to dominate in the group of non-
survivor (88%) than the group of survivors (55%).
	 A total of 137 patients who met the criteria for participating 
had a median age of 55 (IQR 45.5-62) years. The non-survivor 
group had a median age of 58 (IQR 48-68) years, significantly older 
than survivors (Median 53.5 (IQR 42-60.25) years). There are no 
significant difference of mortality between male and female groups. 
Of the 137 patients, 48 ​​people (35%) had a history of hypertension, 
24 people (18%) had a history of obesity, and 45 people (59%) had 
a history of diabetes. Initial laboratory tests were obtained from 
routine laboratories performed on patients on admission to the 

http://Randomizer.org
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Table 1. Baseline characteristic of the study cohort

Variable	 Total (137)	 Survivor (78)	 Non-Survivor (59)	 p-value

Age (year)	 55.00 (45.50-62.00)	 53.50 (42.00-60.25)	 58.00 (48.00-68.00)	 0.003*

Sex				   0.403
	 Male	 71 (52%)	 38 (49%)	 33 (56%)	
	 Female	 66 (48%)	 40 (51%)	 26 (44%)	

Severe Case	 95 (69%)	 43 (55%)	 52 (88%)	 <0.001*
Hypertension	 48 (35%)	 26 (33%)	 22 (37%)	 0.631
Obesity	 24 (18%)	 13 (17%)	 11 (19%)	 0.763
Diabetes	 45 (33%)	 19 (24%)	 26 (44%)	 0.015*
Day of Hospitalization	 10.00 (4.00-16.00)	 15.00 (11.00-19.00)	 4.00 (2.00-8.00)	 <0.001*
Day Onset to Hospitalize**	 4.00 (3.00-7.00)	 4.00 (3.00-7.00)	 3.00 (2.00-6.00)	 0.047
Day Onset to Diagnosis** 	 5.00 (3.00-8.00)	 7.00 (4.00-9.00)	 4.00 (2.00-6.75)	 0.003*
Day Onset to Discharge**	 16.00 (8.00-22.50)	 21.00 (17.00-27.00)	 07.00 (5.00-12.00)	 <0.001*

Early Laboratory Test				  
	 White Blood Cell Count (103/uL)	 8.50 (6.15-11.78)	 7.15 (5.59-9.23)	 10.26 (7.89-13.34)	 <0.001*
	 Platelet Count (103/uL)	 250.00 (181.5-316.00)	 249.50 (184.50-301.50)	 260.00 (173.00-328.00)	 0.907
	 Hemoglobin Concentration (g/dL)	 13.10 (11.90-14.30)	 13.40 (12.18-14.53)	 12.80 (11.30-14.00)	 0.061
	 Hematocrit Concentration (%)	 38.80 (35.50-42.25)	 39.95 (36.00-42.65)	 37.80 (33.30-41.20)	 0.076
	 Neutrophil Percentage (%)	 78.80 (69.55-85.60)	 73.40 (67.73-82-83)	 83.20 (76.40-88.30)	 <0.001*
	 Lymphocyte Percentage (%)	 13.20 (8.45-20.70)	 15.55 (11.40-23.13)	 10.97 (6.60-14.40)	 <0.001*
	 Serum Creatinine Levels (mg/dL)	 1.00 (0.70-1.25)	 0.87 (0.70-1.10)	 1.10 (0.80-2.20)	 0.005*
	 Blood Urea Nitrogen Levels (mg/dL)	 16.00 (10.00-23.50)	 15.00 (10.00-21.00)	 19.00 (10.00-42.00)	 0.023*
	 Aspartate Aminotransferase (U/L)	 53.00 (35.00-84.00)	 48.00 (28.75-74.00)	 64 (44.00-98.00)	 0.004*
	 Alanine Aminotransferase (U/L)	 43.00 (31.00-74.00)	 39.50 (28.75-84.75)	 44.00 (34.00-71.00)	 0.568
	 Potassium (mmol/)	 4.00 (3.50-4.60)	 3.90 (3.50-4.50)	 4.00 (3.50-4.90)	 0.102
	 Chloride (mmol/)	 99.00 (96.00-103.00)	 100.00 (97.00-103.00)	 98.00 (95.00-104.00)	 0.185
	 Sodium (mmol/)	 136.00 (132.50-140.00)	 136.00 (133.00-139.00)	 137.00 (132.00-140.00)	 0.967

Treatment***				  
	 Hydroxychloroquine	 66 (48%)	 48 (62%)	 18 (31%)	 0.000*
	 Quinolones	 84 (61%)	 40 (51%)	 44 (75%)	 0.006*
	 Cephalosporins	 8 (6%)	 7 (9%)	 1 (2%)	 0.137
	 Azithromycin	 4 (3%)	 3 (4%)	 1 (2%)	 0.634
	 Other antibiotics	 15 (11%)	 5 (6%)	 10 (17%)	 0.050
	 Lopinavir/Ritonavir	 19 (14%)	 8 (10%)	 11 (19%)	 0.160
	 Oseltamivir	 1 (1%)	 1 (1%)	 0 (0%)	 1.000
	 Methisoprinol	 61 (45%)	 42 (54%)	 19 (32%)	 0.012*

*p-value<0.05; **missing value 6%; ***other supportive and symptomatic treatment provided as appropriate.

hospital. From the 13 variables, only six variables (WBC count, 
neutrophil percentage, creatinine, BUN, AST, and lymphocyte) 
had a significant comparative test value. There are higher number 
of patients in survivors group receive the hydroxychloroquine and 
methisoprinol than non-survivor group. Opposite with the use of 
quinolones which are higher in non-survivor group. 
	 Each patient has different complications. As shown in Table 2, 
damage can occur in almost all organs. The three most common 
complications experienced by the subjects were hypoalbuminemia, 
transaminitis, and hyperglycemia. In almost all complications, 
complications were more common in a non-survivor group than 
survivors. There is a relationship between the number of organs 
damaged and mortality. By using several parameters for each organ, 
(respiratory failure for the lungs, hypertension for cardiovascular, 
thrombocytopenia for coagulation, hyperglycemia for the pancreas, 
AST or ALT for the liver, and BUN or creatinine for the kidneys), 
this study found that when more organs were affected, more likely 
patients lead to poor outcome. Table 3 shows the leading causes 
of mortality of COVID-19 patients treated at Dr. Soetomo General 
Hospital which was dominated by the incidence of type 1 respiratory 
failure. 

Logistic Regression
Our bivariate logistic regression showed in Table 4. Each addition of 
one year’s age would increase 1.046 (95% CI (1.016-1.077)) mortality 
risk. Diabetes, increase of WBC, increase of neutrophils, and increase 
of BUN increase the risk of mortality, while increase of lymphocyte 
showed converse relation with mortality risk. The multivariate 
analysis fulfills several assumptions, with a significant Omnibus Tests 
(<0.001) and non significant Hosmer and Lemeshow test (p>0.634) 
which indicate the model formed was fit for multivariate analysis. 
The overall percentage of the research model reached 70.8%. 
The independent variable in this multivariate analysis model can 
explain 30.2% of the dependent variable, calculated based on the 
Nagelkerke R Square. The multivariate analysis also proved a strong 
influence of the age variable, where in the multivariate analysis 
increase of age significantly (p=0.041) increased the risk of mortality 
in COVID-19 patients (OR 1.034, 95% CI (1.001-1.068)).
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Table 2. Multiorgan complication

Variable	 Total (137)	 Survivor (78)	 Non-Survivor (59)	 p-value

LUNG
	 Respiratory Distress**	 70 (51%)	 17 (22%)	 53 (90%)	 <0.001*

CARDIOVASCULAR
	 Hypertension**	 34 (25%)	 17 (22%)	 17 (29%)	 0.346

BLOOD & COAGULATION 
	 Thrombocytopenia**	 20 (15%)	 9 (12%)	 11 (19%)	 0.243
	 Leukocytosis 	 50 (36%)	 16 (21%)	 34 (58%)	 <0.001*
	 Anemia	 47 (34%)	 20 (24%)	 27 (46%)	 0.014*

PANCREAS
	 Hyperglycemia**	 77 (56%)	 34 (44%))	 43 (73%)	 0.001*

LIVER
	 Transaminitis**	 103 (75%)	 50 (64%)	 53 (90%)	 0.001*
	 Hypoalbuminemia**	 106 (77%)	 50 (64%)	 56 (95%)	 <0.001*

RENAL
	 High BUN**	 48 (35%)	 19 (24%)	 29 (49%)	 0.003*
	 High Creatinine**	 30 (22%)	 2 (3%)	 21 (36%)	 0.001*
	 Hypokalemia	 45 (33%)	 24 (31%)	 21 (36%)	 0.552
	 Hypochloremia	 51 (37%)	 21 (27%)	 30 (51%)	 0.004*
	 Hyponatremia	 63 (46%)	 34 (44%)	 29 (49%)	 0.518
	 SEPSIS
	 Sepsis	 29 (21%)	 2 (3%)	 27 (46%)	 <0.001*

MULTI ORGAN**
	 0	 8 (6%)	 8 (10%)	 0 (0%)	 <0.001*
	 1	 17 (12%)	 17 (22%)	 0 (0%)	
	 2	 36 (26%)	 26 (33%)	 10 (17%)	
	 3	 31 (23%)	 17 (22%)	 14 (24%)	
	 4	 32 (23%)	 7 (9%)	 25 (42%)	
	 >4	 13 (9%)	 3 (4%)	 10 (17%)

Anemia = hemoglobin lower than 11 g/dL for female or 13 g/dL for male; High BUN = blood urea nitrogen higher than 18 mg/dL; High Creatinine = serum creatinine 
higher than 1.3 mg/dL; Hyperglycemia = blood glucose higher than 126 mg/dL; Hypoalbuminemia = albumin serum lower than 3.4 g/dL; Hypochloremia = serum 
chloride concentration below 98 mmol/l; Hypokalemia = serum potassium concentration below 3.5 mmol/l; Hyponatremia = serum sodium concentration 
below 136 mmol/l; Leukocytosis = white blood cells count higher than 10x103/uL; Thrombocytopenia = blood platelets lower than  150103׳/uL; Transaminitis 
= AST or ALT higher than 35 U/L for female or 50 U/L for male; *p-value<0.05; **counting for six organ dysfunction (lung. cardiovascular. blood & coagulation. 
pancreas. liver. renal).

Table 3. Main mortality cause

Main Mortality Cause	 Non-Survivor (59)

Type 1 respiratory failure	 42 (71%)
Sepsis	 8 (14%)
Multiorgan failure	 4 (7%)
Cardiovascular event	 4 (7%)
Type 2 respiratory failure	 1 (2%)

Table 4. Logistic regression model for the risk of mortality

Variable	 Univariate OR	 p-value	 Multivariate OR	 p-value

Age	 1.046 (1.016–1.077)	 0.002*	 1.034 (1.001–1.068)	 0.041*
Diabetes	 2.447 (1.180–5.072)	 0.016*	 1.870 (0.810–4.318)	 0.142
WBC	 1.156 (1.058–1.264)	 0.001*	 1.101 (0.997–1.215)	 0.057
Neutrophil	 1.084 (1.040–1.130)	 <0.001*	 0.950 (0.839–1.076)	 0.421
Lymphocyte	 0.891 (0.843–0.943)	 <0.001*	 0.868 (0.740–1.017)	 0.081
Creatinine	 1.111 (0.973–1.269)	 0.119	 –	 –
BUN	 1.014 (1.000–1.028)	 0.043*	 1.005 (0.992-1.018)	 0.471
AST	 1.001 (0.997–1.006)	 0.481	 –	 –

AST = Aspartate Aminotransferase; BUN = Blood Urea Nitrogen; OR = Odds Ratio; WBC = White Blood Cells; *p-value<0.05.

Survival Analysis
As seen in Figure 1, patients with old age, diabetes, high WBC 
count, high neutrophil percentage, low lymphocyte percentage, 
and high BUN level seem more vulnerable with lower survival 
during hospitalization. However, this decline is not significant (Log 
Rank p-value=0,123) compared for age <59 years versus > 59 years, 
but significant in comparison for another predictive factor. Table 
5 shows that diabetes has the largest hazard ratio value, 1.870 
(95% CI 1.117-3.128), which means that patients with diabetes 
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Figure 1. Kaplan-Meier survival curve of (A) Age (B) Diabetes (C) White blood cell count (D) Neutrophil percentage (E) Lymphocyte percentage 
(F) Blood urea nitrogen for COVID-19 patients survival.
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Table 5. Kaplan-Meier and COX regression analysis of predictive variables

		  K-M Survival Analysis	                                Univariate COX Analysis		                              Multivariate COX Analysis
Variable

	 log-rank test p-value 	 HR (95% CI)	 p-value	 HR (95% CI)	 p-value

Age (year)		  1.030 (1.007–1.053)	 0.010*	 1.019 (0.996–1.043)	 0.104
	 >59 vs <59	 0.123	 1.482 (0.887–2.475)	 0.133		

Diabetes	 0.014*	 1.870 (1.117–3.128)	 0.017*	 1.595 (0.922–2.758)	 0.095
	 WBC (n/uL)		  1.079 (1.033–1.126)	 0.001*	 1.056 (0.998–1.117)	 0.059
	 >10 vs <10	 <0.001*	 2.587 (1.550–4.317)	 <0.001*		

Neutrophil (%)		  1.055 (1.023–1.087)	 0.001*	 0.945 (0.861–1.037)	 0.234
	 >70.5 vs <70.5	 0.006*	 2.686 (1.274–5.662)	 0.009*		

Lymphocyte (%)		  0.924 (0.887–0.963)	 <0.001*	 0.884 (0.784–0.998)	 0.047*
	 <23.1 vs >23.1	 0.015*	 3.732 (1.167–11.933)	 0.026*		

BUN (mg/dL)		  1.006 (1.001–1.012)	 0.019*	 1.004 (0.998–1.010)	 0.173
	 >18 vs <18	 0.023*	 1.774 (1.064–2.957)	 0.028*

BUN = Blood Urea Nitrogen; HR = Hazard Ratio; K-M = Kaplan-Meier; WBC = White Blood Cells; *p-value<0.05.

Figure 2. Receiver operating characteristic curve of predictor 
variables for risk mortality classification of COVID-19.

increase the risk of mortality during treatment by 87% compared to 
patients without diabetes. It is important to underline, the increase 
in lymphocytes provides a protective factor in COVID-19 patients. 
The increase in lymphocytes significantly reduced mortality risk by 
0.924 (95% CI 0.887-0.963) times. 

ROC Analysis
Variable with AUC value above 70% is shown in Figure 2 and 
Table 6. Older age, higher number of WBC, neutrophils, and BUN, 
the greater the probability of mortality while the smaller number 
of lymphocytes percentage, the greater the probability of mortality. 
The lymphocyte variable has an AUC value of 0.727 (95% CI (0.642-
0.812)) which has a medium accuracy value category (0.7-0.8). 
With a cut-off value of 12.70, this variable has a sensitivity and 
specificity of 69.5% and 70.5%, respectively. Then the variables 
with the moderate accuracy (0.7-0.8) sequentially were neutrophil-
lymphocyte ratio (NLR), WBC count, and neutrophil percentage.

DISCUSSION

The increasing number of COVID-19 cases has burdened medical 
healthcare systems. Identifying the factors of mortality is essential 
to improve healthcare systems by being an early warning system. 
The mortality rate of COVID-19 patients which hospitalized in 
Dr Soetomo General Hospital even surpass the mortality rate of 
patients in Emergency Unit (4%) of Dr Soetomo General Hospital 
before the COVID-19 pandemic (Wahyuhadi, 2019). This may 
be explained by its function as Tertiary Referral Hospital which 
manage most of severe COVID-19 cases. The setting when the 
start of pandemic, may also influence the referral system. This was 
supported by the data that showed the shorter day of hospitalization 
in the non-survivor group compared to the survivor group. 

Table 6. Area under the curve, sensitivity, and specificity of predictive variables

Variable	 AUC (95% CI)	 p-value	 Sensitivity	 Specificity	 Cut-off value	 PPV	 NPV

Lymphocyte	 0.727 (0.642–0.812)	 <0.001*	 69.5%	 70.5%	 12.70	 64.06%	 75.34%
NLR	 0.726 (0.641–0.812)	 <0.001*	 71.2%	 66.7%	 6.115	 61.76%	 75.36%
WBC	 0.706 (0.615–0.796)	 <0.001*	 62.7%	 75.6%	 9.245	 66.07%	 72.84%
Neutrophil	 0.700 (0.612–0.788)	 <0.001*	 79.7%	 55.1%	 75.70	 57.32%	 78.18%

AUC = Area Under the Curve; NLR = Neutrophil-Lymphocyte Ratio; NPV = Negative Predictive Value; PPV = Positive Predictive Value; WBC = White Blood Cells; 
*p-value<0.05.

	 In this study, we identified risk factors for COVID-19 patients’ 
mortality: age, diabetes, WBC count, neutrophil percentage, 
lymphocyte percentage, BUN, and AST. Some of these factors also 
have influenced the patient’s survival and can be predictors with 
moderate accuracy. Similar to other studies, our study reports an 
increased risk of mortality in older patients with COVID-19 (Jin et 
al., 2020; Wu et al., 2020). Older patients are related to several 
complications such as dementia, depression, atrial fibrillation, or 
chronic kidney damage that worsen the condition of patients (Atkins 
et al., 2020; Chen et al., 2021). In addition, immunopathology like 
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immunosenescence decreased function of cellular immunity, and 
humoral immunity in older patients often worsen inflammation and 
organ dysfunction (Chen et al., 2021).
	 Previous studies have reported that diabetic patients with 
COVID-19 have higher severity than non-diabetic patients (Akbari 
et al., 2020). We confirmed that diabetic patients also have low 
survival on hospitalization. The dysfunction of pro-inflammatory 
cytokine response, mainly mediated by interleukin-6 (IL-6), decline 
of the compensatory function of visceral organs (Maddaloni & 
Buzzetti, 2020). The higher IL-6 profile in diabetic patients also 
induces cytokine-induced lung damage which account for more 
severe pulmonary destruction (Zhu et al., 2021).
	 Interestingly, this study did not find any significance in 
hypertension and obesity as a risk factor for mortality in COVID-19 
patients. Our different results can be explained because we do not 
divide patients with controlled and uncontrolled hypertension. 
The previous study showed a difference between patients with 
hypertension but do not receive previous therapy compared to 
patients with hypertension but have received previous therapy (Gao 
et al., 2020). For obesity, most of the studies reported used the 
different obesity criteria (BMI > 30), while this study used (BMI > 25) 
Asian obesity criteria (World Health Organization, 2000; Kanazawa 
et al., 2002).
	 The findings from this study, consistent with several studies, 
indicated that patients with higher WBC count, higher neutrophil, 
and lower lymphocytes had higher odds of COVID-19 mortality 
(Ji et al., 2020; Savrun et al., 2021). The lymphopenia in COVID-19 
patients reflects the low cluster of differentiation (CD)3 and CD4 
cell counts (Chen et al., 2020). Increased neutrophils reflected 
an increase in pro-inflammatory cells and decreased regulatory T 
cells, which have a role in controlling inflammation to worsen the 
condition (Qin et al., 2020; Khosroshahi & Rezaei, 2021). ROC curve 
analysis reveals moderate accuracy of this parameter on predicting 
mortality of COVID-19 patients. This routine examination is also 
commonly available at an affordable price, so it is recommended 
for prognostic purposes in developing countries. Thus, this finding 
supports the use of this parameter for predicting the mortality of 
COVID-19 patients (Ma et al., 2020).
	 Lower hemoglobin and hematocrit levels are associated with 
more severe outcomes (Wang et al., 2020). Low hemoglobin levels 
in the blood reflect the possibility of malnutrition, coagulation 
disorders, or impaired oxygen delivery (Ghahramani et al., 2020). 
Regarding platelet count, more severe COVID-19 presentation has 
been reported associated with low platelet count (Ghahramani et 
al., 2020). Thrombocytopenia may be caused by endothelial damage 
which causes platelet activation and aggregation or pulmonary 
thrombosis (Lippi et al., 2020). However, our study did not find a 
significant relationship between hemoglobin, hematocrit, platelet 
count, and patient mortality.
	 Our findings also show a significant relation of AST with 
mortality but the nonsignificant result for ALT, which is similar to 
another study (Li et al., 2020). ALT was considered as more specific 
to hepatocyte cell destruction than AST. The increase of AST level 
was also associated with muscle injury, especially for striated muscle 
and myocardium, hence the single elevation of AST may represent 
the manifestations of systemic illness (Otto-Ślusarczyk et al., 2016; 
Wagner et al., 2021). 
	 Multi-organ complication may be associated with worsen 
outcome in COVID-19 patients. The hyperglycemia may be caused 
by pre-existing diabetes melitus, new-onset diabetes, stress 
hyperglycemia, or the usage of corticosteroids for severe cases 
(Gerganova et al., 2022). Additionally, SARS-CoV-2 may also destroy 
pancreatic cells by direct viral infection. In the acute state, the 
glucotoxicity and systemic inflammation will contribute to global 
insulin-resistance syndrome that worsen the patient condition 
(Gerganova et al., 2022).

	 Moreover, most of non-survivor groups were experiencing 
transaminitis and hypoalbuminemia. The liver injury may be 
caused by direct viral effects on hepatocyte, the host’s immune 
response induce negative acute phase reactant (Alqahtani & 
Schattenberg, 2020). The capillary leakage which is triggered by 
systemic inflammation may lose the albumin into the interstitial 
space (Wagner et al., 2021). With the negative balance of albumin 
synthesis and degradation, this could lead into hypoalbuminemia 
(Viana-Llamas et al., 2021). The nutritional status assessment during 
hospitalization is also required since the hypoalbuminemia may also 
be caused by malnutrition.
	 Until now, there are still few studies that focus on analysis 
of survival for COVID-19 mortality from developing countries 
in Southeast Asia. Our strength is that we are able to provide 
comorbidities and complications separately, which have the 
potential to obscure the main findings. Therefore, our result can be 
used as a reference, especially in the southeast Asia region. Several 
other limitations exist in our study. First, due to the limited sample 
size of this study, our logistic model only included one factor as an 
independent variable, and it left out crucial critical predictors like 
age. Second, our study could not include radiological imaging and 
oxygen supplementation for determining the patient’s severity. 
Third, not all laboratory tests are complete immediately after 
admission. Finally, the investigators could not separate patients with 
controlled or uncontrolled hypertension or diabetes. This limitation 
is due to the absence of complete data in the medical record.

CONCLUSION

In summary, we identified several factors associated with patient 
survival (diabetes, WBC, neutrophil, lymphocyte, and BUN) and 
identified several moderate accuracy early predictors (NLR, 
WBC, neutrophil, and lymphocyte). Our study suggests routine 
complete blood count tests in the admission of patients with 
COVID-19 infections that can be used to determine the prognosis 
of hospitalized patients at an affordable price, which is suitable for 
developing countries. Further research on the impact of previous 
control on hypertension or hyperglycemia on mortality of COVID-19 
patients is warranted to corroborate the current evidence.

Conflict of Interest
The authors declare that they have no conflict of interest. 

REFERENCES

Akbari, A., Emami, A., Javanmardi, F., Pirbonyeh, N. & Fadakar, N. (2020). 
Early epidemiological analysis of CoVID-19: First report from South of 
Iran. Research Square [Preprint]

	 https://doi.org/10.21203/rs.3.rs-19915/v1
Alqahtani, S.A. & Schattenberg, J.M. (2020). Liver injury in COVID-19: The 

current evidence. United European Gastroenterology Journal 8: 509-519. 
	 https://doi.org/10.1177/2050640620924157
Atkins, J.L., Masoli, J.A.H., Delgado, J., Pilling, L.C., Kuo, C.L., Kuchel, G.A. & 

Melzer, D. (2020). Preexisting comorbidities predicting COVID-19 and 
mortality in the UK Biobank community cohort. Journals of Gerontology 
- Series A Biological Sciences and Medical Sciences 75: 2224-2230.

	 https://doi.org/10.1093/gerona/glaa183
Chen, N., Zhou, M., Dong, X., Qu, J., Gong, F., Han, Y., Qiu, Y., Wang, J., Liu, 

Y., Wei, Y., et al. (2020). Epidemiological and clinical characteristics 
of 99 cases of 2019 novel coronavirus pneumonia in Wuhan, China: a 
descriptive study. The Lancet 395: 507-513.

	 https://doi.org/10.1016/S0140-6736(20)30211-7
Chen, Y., Klein, S.L., Garibaldi, B.T., Li, H., Wu, C., Osevala, N.M., Li, T., 

Margolick, J.B., Pawelec, G. & Leng, S.X. (2021). Aging in COVID-19: 
Vulnerability, immunity and intervention. Ageing Research Reviews 65: 
101205. https://doi.org/10.1016/j.arr.2020.101205

Dahlan, M.S. (2009). Sample Size and Data Collection. Jakarta: Salemba 
Medika, pp. 1-185.

https://doi.org/10.21203/rs.3.rs-19915/v1
https://doi.org/10.1177/2050640620924157
https://doi.org/10.1093/gerona/glaa183
https://doi.org/10.1016/S0140-6736(20)30211-7
https://doi.org/10.1016/j.arr.2020.101205


246

Visuddho et al. (2022), Tropical Biomedicine 39(2): 239-246

Demelo-Rodríguez, P., Cervilla-Muñoz, E., Ordieres-Ortega, L., Parra-Virto, A., 
Toledano-Macías, M., Toledo-Samaniego, N., García-García, A., García-
Fernández-Bravo, I., Ji, Z., de-Miguel-Diez, J. et al. (2020). Incidence 
of asymptomatic deep vein thrombosis in patients with COVID-19 
pneumonia and elevated D-dimer levels. Thrombosis Research 192: 
23-26. https://doi.org/10.1016/j.thromres.2020.05.018

Duan, J., Wang, X., Chi, J., Chen, H., Bai, L., Hu, Q., Han, X., Hu, W., Zhu, L., 
Wang, X. et al. (2020). Correlation between the variables collected at 
admission and progression to severe cases during hospitalization among 
patients with COVID-19 in Chongqing. Journal of Medical Virology 92: 
2616-2622. https://doi.org/10.1002/jmv.26082

Gao, C., Cai, Y., Zhang, K., Zhou, L., Zhang, Y., Zhang, X., Zhang, X., Li, Q., Li, W., 
Yang, S. et al. (2020). Association of hypertension and antihypertensive 
treatment with COVID-19 mortality: a retrospective observational study. 
European Heart Journal 41: 2058-2066.

	 https://doi.org/10.1093/eurheartj/ehaa433
Gerganova, A., Assyov, Y. & Kamenov, Z. (2022). Stress hyperglycemia, 

diabetes mellitus and COVID-19 infection: Risk factors, clinical outcomes 
and post-discharge implications. Frontiers in Clinical Diabetes and 
Healthcare 3: 826006. https://doi.org/10.3389/fcdhc.2022.826006

Ghahramani, S., Tabrizi, R., Lankarani, K.B., Kashani, S.M.A., Rezaei, S., Zeidi, 
N., Akbari, M., Heydari, S.T., Akbari, H., Nowrouzi-Sohrabi, P. et al. 
(2020). Laboratory features of severe vs. non-severe COVID-19 patients 
in Asian populations: A systematic review and meta-analysis. European 
Journal of Medical Research 25: 30.

	 https://doi.org/10.1186/s40001-020-00432-3
Guan, W., Ni, Z., Hu, Y.Y., Liang, W., Ou, C., He, J., Liu, L., Shan, H., Lei, C., Hui, 

D.S.C., et al. (2020). Clinical characteristics of coronavirus disease 2019 
in China. New England Journal of Medicine 382: 1708-1720.

	 https://doi.org/10.1056/nejmoa2002032
Huang, C., Wang, Y., Li, X., Ren, L., Zhao, J., Hu, Y., Zhang, L., Fan, G., Xu, J., 

Gu, X. et al. (2020). Clinical features of patients infected with 2019 novel 
coronavirus in Wuhan, China. The Lancet 395: 497-506.

	 https://doi.org/10.1016/S0140-6736(20)30183-5
Ji, P., Zhu, J., Zhong, Z., Li, H., Pang, J., Li, B. & Zhang, J. (2020). Association of 

elevated inflammatory markers and severe COVID-19: A meta-analysis. 
Medicine 99: e23315. https://doi.org/10.1097/MD.0000000000023315

Jin, Y., Yang, H., Ji, W., Wu, W., Chen, S., Zhang, W. & Duan, G. (2020). 
Virology, epidemiology, pathogenesis, and control of covid-19. Viruses 
12: 372. https://doi.org/10.3390/v12040372

Kamal, M., Abo Omirah, M., Hussein, A. & Saeed, H. (2021). Assessment and 
characterisation of post-COVID-19 manifestations. International Journal 
of Clinical Practice 75: e13746. https://doi.org/10.1111/ijcp.13746

Kanazawa, M., Yoshiike, N., Osaka, T., Numba, Y., Zimmet, P. & Inoue, S. 
(2002). Criteria and classification of obesity in Japan and Asia-Oceania. 
Asia Pacific Journal of Clinical Nutrition 11: S732-S737.

Menteri Kesehatan Republik Indonesia. (2020). Keputusan Menteri 
Kesehatan Republik Indonesia Nomor HK.01.07/MenKes/413/2020 
Tentang Pedoman Pencegahan dan Pengendalian Corona Virus Disease 
2019 (COVID-19).

	 https://infeksiemerging.kemkes.go.id/download/KMK_No._HK.01.07-
MENKES-413-2020_ttg_Pedoman_Pencegahan_dan_Pengendalian_
COVID-19.pdf. Accessed 10 November 2022.

Khosroshahi, L.M. & Rezaei, N. (2021). Dysregulation of the immune response 
in coronavirus disease 2019. Cell Biology International 45: 702-707. 

	 https://doi.org/10.1002/cbin.11517
Li, T., Guo, Y., Zhuang, X., Huang, L., Zhang, X., Wei, F. & Yang, B. (2020). 

Abnormal liver-related biomarkers in COVID-19 patients and the role of 
prealbumin. Saudi Journal of Gastroenterology 26: 272-278.

	 https://doi.org/10.4103/sjg.SJG_239_20
Lippi, G., Plebani, M. & Michael, B. (2020). Thrombocytopenia is associated 

with severe coronavirus disease 2019 (COVID-19) infections: A meta-
analysis. Clinica Chimica Acta 506:145-148.

	 https://doi.org/10.1016/j.cca.2020.03.022
Ma, A., Cheng, J., Yang, J., Dong, M., Liao, X. & Kang, Y. (2020). Neutrophil-

to-lymphocyte ratio as a predictive biomarker for moderate-severe 
ARDS in severe COVID-19 patients. Critical Care 24:288.

	 https://doi.org/10.1186%2Fs13054-020-03007-0
Maddaloni, E. & Buzzetti, R. (2020). Covid-19 and diabetes mellitus: unveiling 

the interaction of two pandemics. Diabetes/Metabolism Research and 
Reviews 36: e3321. https://doi.org/10.1002/dmrr.3321

Mahendradhata, Y., Andayani, N.L.P.E., Hasri, E.T., Arifi, M.D., Siahaan, 
R.G.M., Solikha, D.A. & Ali, P.B. (2021). The Capacity of the Indonesian 
healthcare system to respond to COVID-19. Frontiers in Public Health 
9: 1-9. https://doi.org/10.3389/fpubh.2021.649819

Mudatsir, M., Fajar, J.K., Wulandari, L., Soegiarto, G., Ilmawan, M., 
Purnamasari, Y., Mahdi, B.A., Jayanto, G.D., Suhendra, S., Setianingsih, 
Y.A. et al. (2020). Predictors of COVID-19 severity: a systematic review 
and meta-analysis. Clinical Infectious Diseases 71: 2199-2206.

	 https://doi.org/10.12688%2Ff1000research.26186.2
Ording, A.G. & Sørensen, H. (2013). Concepts of comorbidities, multiple 

morbidities, complications, and their clinical epidemiologic analogs. 
Clinical Epidemiology 5: 199-203. https://doi.org/10.2147/CLEP.S45305

Otto-Ślusarczyk, D., Graboń, W. & Mielczarek-Puta, M. (2016). Aspartate 
aminotransferase-key enzyme in the human systemic metabolism. 
Postepy higieny i medycyny doswiadczalnej 70: 219-230.

	 https://doi.org/10.5604/17322693.1197373
Qin, C., Zhou, L., Hu, Z., Zhang, S., Yang, S., Tao, Y., Xie, C., Ma, K., Shang, K., 

Wang, W. et al. (2020). Dysregulation of immune response in patients 
with COVID-19 in Wuhan, China. SSRN Electronic Journal [Preprint]. 

	 https://doi.org/10.2139/ssrn.3541136
Savrun, A., Aydin, I.E., Savrun, S.T. & Karaman, U. (2021). The predictive role 

of biomarkers for mortality in covid-19 patients. Tropical Biomedicine 
38: 366-370. https://doi.org/10.47665/TB.38.3.080

Viana-Llamas, M.C., Arroyo-Espliguero, R., Silva-Obregón, J.A., Uribe-
Heredia, G., Núñez-Gil, I., García-Magallón, B., Torán-Martínez, C.G., 
Castillo-Sandoval, A., Díaz-Caraballo, E., Rodríguez-Guinea, I. et al. 
(2021). Hypoalbuminemia on admission in COVID-19 infection: An early 
predictor of mortality and adverse events. A retrospective observational 
study. Medicina Clinica 156: 428-436.

	 https://doi.org/10.1016/j.medcli.2020.12.018
Wagner, J., Garcia-Rodriguez, V., Yu, A., Dutra, B., Larson, S., Cash, B., DuPont, 

A. & Farooq, A. (2021). Elevated transaminases and hypoalbuminemia 
in Covid-19 are prognostic factors for disease severity. Scientific Reports 
11: 10308. https://doi.org/10.1038/s41598-021-89340-y

Wahyuhadi, J. (2019). Internal Performance Evaluation Report. Internal 
Performance Evaluation Report Surabaya: Dr Soetomo General Hospital.

Wang, C., Deng, R., Gou, L., Fu, Z., Zhang, X., Shao, F., Wang, G., Fu, W., 
Xiao, J., Ding, X. et al. (2020). Preliminary study to identify severe from 
moderate cases of COVID-19 using combined hematology parameters. 
Annals of Translational Medicine 8: 593-593.

	 https://doi.org/10.21037/atm-20-3391
World Health Organization. (2000). The Asia-Pacific perspective: redefining 

obesity and its treatment. The Asia-Pacific perspective: redefining 
obesity and its treatment Sydney: Health Communications Australia. 

	 https://apps.who.int/iris/handle/10665/206936. Accessed 10 January 
2022.

World Health Organization. (2021a). Coronavirus Disease (COVID-19) Weekly 
Epidemiological Update 22 June 2021.

	 h t t p s : / / c d n . w h o . i n t / m e d i a / d o c s / d e f a u l t - s o u r c e / s e a r o /
indonesia/covid19/external-situation-report-60_23-june-2021.
pdf?sfvrsn=15d6c3ad_5. Accessed 10 August 2021

World Health Organization. (2021b). COVID-19 Weekly Epidemiological 
Update 27 July 2021.

	 https://www.who.int/publications/m/item/weekly-epidemiological-
update-on-covid-19---27-july-2021. Accessed 10 August 2021

Wu, C., Chen, X., Cai, Y., Xia, J., Zhou, X., Xu, S., Huang, H., Zhang, L., Zhou, 
X., Du, C. et al. (2020). Risk factors associated with acute respiratory 
distress syndrome and death in patients with coronavirus disease 2019 
pneumonia in Wuhan, China. JAMA Internal Medicine 180: 934-943. 

	 https://doi.org/10.1001/jamainternmed.2020.0994
Yang, X., Yu, Y., Xu, J., Shu, H., Xia, J., Liu, H., Wu, Y., Zhang, L., Yu, Z., Fang, 

M. et al. (2020). Clinical course and outcomes of critically ill patients with 
COVID19 in Wuhan China. The Lancet Respiratory Medicine. 8: 475-481.

Zhu, J., Pang, J., Ji, P., Zhong, Z., Li, H., Li, B. & Zhang, J. (2021). Elevated 
interleukin-6 is associated with severity of COVID-19: A meta-analysis. 
Journal of Medical Virology 93: 35-37.

	 https://doi.org/10.1002/jmv.26085

https://doi.org/10.1016/j.thromres.2020.05.018
https://doi.org/10.1002/jmv.26082
https://doi.org/10.1093/eurheartj/ehaa433
https://doi.org/10.3389/fcdhc.2022.826006
https://doi.org/10.1186/s40001-020-00432-3
https://doi.org/10.1056/nejmoa2002032
https://doi.org/10.1016/S0140-6736(20)30183-5
https://doi.org/10.1097/MD.0000000000023315
https://doi.org/10.3390/v12040372
https://doi.org/10.1111/ijcp.13746
https://infeksiemerging.kemkes.go.id/download/KMK_No._HK.01.07-MENKES-413-2020_ttg_Pedoman_Pencegahan_dan_Pengendalian_COVID-19.pdf
https://infeksiemerging.kemkes.go.id/download/KMK_No._HK.01.07-MENKES-413-2020_ttg_Pedoman_Pencegahan_dan_Pengendalian_COVID-19.pdf
https://infeksiemerging.kemkes.go.id/download/KMK_No._HK.01.07-MENKES-413-2020_ttg_Pedoman_Pencegahan_dan_Pengendalian_COVID-19.pdf
https://doi.org/10.1002/cbin.11517
https://doi.org/10.4103/sjg.SJG_239_20
https://doi.org/10.1016/j.cca.2020.03.022
https://doi.org/10.1186%2Fs13054-020-03007-0
https://doi.org/10.1002/dmrr.3321
https://doi.org/10.3389/fpubh.2021.649819
https://doi.org/10.12688%2Ff1000research.26186.2
https://doi.org/10.2147/CLEP.S45305
https://doi.org/10.5604/17322693.1197373
https://doi.org/10.2139/ssrn.3541136
https://doi.org/10.47665/TB.38.3.080
https://doi.org/10.1016/j.medcli.2020.12.018
https://doi.org/10.1038/s41598-021-89340-y
https://doi.org/10.21037/atm-20-3391
https://apps.who.int/iris/handle/10665/206936
https://cdn.who.int/media/docs/default-source/searo/indonesia/covid19/external-situation-report-60_23-june-2021.pdf?sfvrsn=15d6c3ad_5
https://cdn.who.int/media/docs/default-source/searo/indonesia/covid19/external-situation-report-60_23-june-2021.pdf?sfvrsn=15d6c3ad_5
https://cdn.who.int/media/docs/default-source/searo/indonesia/covid19/external-situation-report-60_23-june-2021.pdf?sfvrsn=15d6c3ad_5
https://www.who.int/publications/m/item/weekly-epidemiological-update-on-covid-19---27-july-2021
https://www.who.int/publications/m/item/weekly-epidemiological-update-on-covid-19---27-july-2021
https://doi.org/10.1001/jamainternmed.2020.0994
https://doi.org/10.1002/jmv.26085

