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ABSTRACT

Background: Omicron is the recently emerged highly transmissible severe acute
respiratory syndrome coronavirus 2 variant that has caused a dramatic increase in
coronavirus disease-2019 infection cases worldwide. This study was to investigate the
association between demographic and laboratory findings, and the duration of
Omicron viral clearance.

Methods: Approximately 278 Omicron cases at the Ruijin Hospital Luwan Branch,
Shanghai Jiaotong University School of Medicine were retrospectively analyzed
between August 11 and August 31, 2022. Demographic and laboratory data were also
collected. The association between demographics, laboratory findings, and duration
of Omicron viral clearance was analyzed using Pearson correlation analysis and
univariate and multivariate logistic regression.

Results: Univariate logistic regression analyses showed that a prolonged viral
clearance time was significantly associated with older age and lower immunoglobulin
(Ig) G and platelet (PLT) levels. Using multinomial logistic regression analyses, direct
bilirubin, IgG, activated partial thromboplastin time (APTT), and PLT were
independent factors for longer viral shedding duration. The model combining direct
bilirubin, IgG, APTT, and PLT identifies patients infected with Omicron whose viral
clearance time was =7 days with 62.7% sensitivity and 83.4% specificity.
Conclusion: These findings suggest that direct bilirubin, IgG, PLT, and APTT are
significant risk factors for a longer viral shedding duration in patients infected with
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Omicron. Measuring levels of direct bilirubin, IgG, PLT, and APTT is advantageous
to identify patients infected with Omicron with longer viral shedding duration.

Subjects Emergency and Critical Care, Public Health, COVID-19
Keywords Omicron, COVID-19, Viral clearance, Immunoglobulin G, Activated partial
thromboplastin time, Platelet, Indirect bilirubin

INTRODUCTION

Severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2), a highly transmissible
coronavirus originated in Wuhan City, China in late 2019, and caused a pandemic of acute
respiratory disease (named ‘coronavirus disease 2019°, COVID-19), which is an emerging
global health and public safety threat (Umakanthan et al., 2020). Since then, several
variants of SARS-CoV-2, including D614G, Beta/Gamma, Delta, and Omicron, have been
identified and catalyzed by four waves of the SARS-CoV-2 outbreak around the world
(Zhang et al., 2021). As the most recent variant of SARS-CoV-2, the Omicron variant has
caused a dramatic increase in COVID-19 cases worldwide since its discovery (Setiabudi
et al., 2022). During the first week of January, 2022, more than 15 million positive cases of
SARS-CoV-2 were reported in 149 countries.

Currently, the Omicron variant has become the dominant variant identified in patients
with COVID-19. The Omicron variant has a very high risk of infection, as evidenced by its
infection rates, which are four times higher than that of the wild type (Araf et al,, 2022). A
false-negative result in polymerase chain reaction tests further contributes to the spread of
Omicron infection (Torjesen, 2021). More than 30 mutations have been identified in the
conserved domain of the spike (S) protein of the Omicron variant (Daria, Bhuiyan ¢
Islam, 2022). Accumulating evidence suggests that the heavily mutated Omicron variant S
protein contributes to immune escape and weakens vaccine protection, ultimately leading
to increased infectivity (National Center for Immunization and Respiratory Diseases
(NCIRD), Division of Viral Diseases, 2020; Shah & Woo, 2021).

The Omicron variant of SARS-CoV-2 shows milder symptoms in patients, causes less
severe disease, and has significantly fewer hospital admissions and deaths than past waves
(Christie, 2021). However, based on its extreme adaptation and immune escape ability,
Omicron and its subvariants may be dominantly prevalent for a period (Zhang, Zhang &
He, 2022). In order to prevent the occurrence of unfortunate situations, all current
treatments and management of SARS-CoV-2 are also necessary for Omicron variants
(Shuai et al., 2022). Therefore, governments have to take the required steps to protect their
countries from Omicron, including increased medical testing and screening, maintaining
social distance, continuing vaccination for everyone, and isolating patients that test
positive for the Omicron variant (Araf et al., 2022). At present, the recommended duration
of home isolation in many countries is 5-7 days; however, a few patients have a time from
diagnosis to virus shedding of >7 days. Viral shedding is a major consideration for patients
to end isolation because a higher viral load (lower Ct values) means these patients are more
contagious (Li et al., 2022). Thus, early identification of whether patients clear the virus in
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a short period of time will contribute to therapeutic decisions, management measures,
patient flow management, and resource allocation (De Freitas et al., 2022).

Previous studies have shown that prolonged SARS-CoV-2 shedding duration is
associated with old age (Li ef al., 2022), longer activated partial thromboplastin time
(APTT) (Yuan et al., 2021), lower absolute lymphocyte (LYM) counts and lymphocyte-to-
monocyte ratios (Yuan et al., 2021), and lower immunoglobulin (Ig)G levels in COVID-19
patients (Li ef al., 2020). Laboratory findings are the early and easily identification of
factors, which are useful for predicting hospitalization in omicron patients, especially in
critically ill patients, and contributing to therapeutic decisions, and allocation of resources.
A higher viral load and persistence were associated with a more severe disease course and
higher in-hospital mortality rate (Munker et al., 2021). However, how laboratory findings
relate to viral clearance is not yet understood in omicron patients. In the present study, 287
patients hospitalized with Omicron were analyzed and which hematological parameters
associated with the duration of Omicron viral clearance were evaluated. Furthermore, a
new predictive model capable of predicting patients infected with Omicron that had a virus
clearance duration >7 days was constructed.

MATERIALS AND METHODS

Patients and data collection

Approximately 278 symptomatic patients were admitted to Ruijin Hospital Luwan Branch,
Shanghai Jiaotong University School of Medicine from August 11, 2022, to August 31,
2022. Demographic and laboratory findings after admission were extracted from electronic
medical records. All blood samples of omicron patients were included 3 days before the
second negative detection of viral RNA. The laboratory findings of the blood sample were
collected on the same day. If the patient has two blood samples with complete laboratory
findings, the first one after admission was preferred. Peripheral blood specimens were
prepared for complete blood count, routine hematological indicators of liver and kidney
function, C-reactive protein (CRP), interleukin-6, procalcitonin, IgG, IgM, coagulation
indicators (APTT, D-dimer, fibrin degradation products, fibrinogen, international
normalized ratio, prothrombin time, and thrombin time), glucose, chloride, potassium,
and sodium. Reverse transcriptase-polymerase chain reaction (RT-PCR) of oropharyngeal
or nare (oropharyngeal/nare) swab sampling was used to determine if a patient was
infected with Omicron and a Ct value <35 was defined as a positive result (Viana et al,
2022). Open reading frame (ORF) and nucleocapsid (N) genes of each patient were
examined using RT-PCR every 24 h. A patient positive for Omicron infection was
considered to be negative when the Ct value of both the ORF and N genes was higher than
35 for two consecutive tests.

Study design

The duration of viral shedding was considered to be the interval between the blood test and
the second negative detection of viral RNA. According to the duration of viral shedding
time, the patients were divided into two groups: those that shed the virus for <7 days and
those that shed the virus for >7 days. This study was approved by the ethics committee of
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the Ruijin Hospital Luwan Branch, Shanghai Jiaotong University School of Medicine,
Shanghai, China (No. 2022017). Because COVID-19 is a notifiable disease, individual
patient consent was waived.

Statistical analysis

The correlation between hematological parameters, age, and virus shedding duration was
assessed by calculating the Pearson correlation coefficient. For continuous variables, the
distribution was tested before analysis. Normally distributed continuous variables were
displayed as the mean * standard deviation (SD) and a t-test was used for comparison.
Non-normally distributed continuous variables are shown as the median (25-75%
interquartile range, IQR), and the Mann-Whitney U test was used for comparison. A
Chi-square test was used to evaluate sex variables. Univariate and multivariate analyses
were performed to analyze the association between hematological parameters and the
duration of virus shedding. The performance of the factors and prediction models was
evaluated using receiver operating characteristic curves (ROCs), and the area under the
ROC (AUC), sensitivity, and specificity were determined. A Z test was performed to
compare the predictive values of the different factors and models. P values < 0.05 were
considered significant. All statistical analyses were performed using SPSS software (version
20.0; Chicago, IL, USA).

RESULTS

Pearson correlation of hematologic parameters and virus shedding
duration

The correlation between hematological parameters, age, and virus shedding duration was
assessed by calculating the Pearson correlation coefficient. As shown in Tables 1 and S1,
age (r = 0.12, P = 0.029), direct bilirubin (Dbil, r = 0.10, P = 0.001), total bilirubin (Tbil,
r=0.14, P < 0.001), CRP (r = 0.14, P = 0.012), IgG (r = —0.29, P < 0.001), APTT (r = 0.13,
P <0.001), myoglobin (MB, r = 0.13, P < 0.001), LYM (r = -0.15, P < 0.001), platelet (PLT,
r=-0.22, P < 0.001), white blood cell (WBC, r = —0.14, P < 0.001), creatinine (Cr, r = 0.08,
P =0.007), and neutrophil (Neu, r = —0.10, P < 0.001) levels had a relatively strong
correlation with virus shedding duration. In the present study, age, Dbil, Tbil, CRP, serum
amyloid A, APTT, MB, and Cr were significantly and positively correlated with the
duration of viral clearance, while IgG, LYM, PLT, leukocyte, and Neu levels were
negatively correlated with the duration of viral clearance. Therefore, these variables were
included in subsequent analyses (Table 1).

Comparison between demographic characteristics and hematologic
parameters for different viral shedding duration groups

The demographic characteristics and hematological parameters of all patients are
presented in Table 2. A total of 278 patients (123 males (123/278, 44.2%) and 155 females
(155/278, 55.8%)) were included in the study. All patients cleared the viral infection, but
two died (2/278, 0.7%). The age of the participants ranged from 19-100 years, with a
median age of 73 years (25-75% IQR, 57-85 years). The median (IQR) of Dbil, Tbil, CRP,
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Table 1 Correlation between age, commonly used hematological parameters, and virus shedding
duration (Pearson correlation).

Pearson’s correlation coefficient P value
Age 0.12 0.029
Dbil 0.10 0.001
Tbil 0.14 <0.001
CRP 0.14 0.012
IgG -0.29 <0.001
APTT 0.13 <0.001
MB 0.13 <0.001
Lymphocyte -0.15 <0.001
PLT -0.22 <0.001
WBC -0.14 <0.001
Cr 0.08 0.007
Neu -0.10 <0.001

Table 2 Demographic characteristics and laboratory findings of patients infected with Omicron (<7 day group and >7 day group).

All (n = 278) <7 day group (n = 211) >7 group (n = 67) P-value

Age (IQR) 73 (57-85) 72 (55-83) 79 (66-88) 0.09
Sex, M/F 123/155 100/111 23/44 0.061
Dbil, pmol/L (IQR) 4.75 (2.8-8.11) 4.96 (2.8-8.69) 4.1 (2.4-6.69) 0.088
Tbil, pmol/L (IQR) 10.22 (7-15) 10.27 (7-15) 10 (6.91-15) 0.601
CRP, mg/L (IQR) 10.7 (2.6-59.66) 10.23 (2.08-61.78) 11.57 (3.91-58.95) 0.597
IgG (IQR) 3.16 (0.45-28.24) 4.92 (0.49-45.92) 0.87 (0.31-7.46) 0.02
APTT, s (IQR) 28.8 (26-32.58) 28.3 (25.8-31.7) 29.7 (29.1-33.7) 0.029
MB, ng/ml (IQR) 62.05 (29.78-161.72) 59.8 (24-156.3) 74.33 (35.89-208.8) 0.249
Lymphocyte, x10°/L (IQR) 1.1 (0.67-1.6) 1.2 (0.71-1.65) 0.9 (0.6-1.5) 0.075
PLT, x10°/L (IQR) 185 (140.5-247.25) 197 (147-261) 156 (108-215) <0.001
WBC, x10°/L (IQR) 6.28 (4.45-8.24) 6.41 (4.51-8.23) 6.16 (4.02-8.48) 0.501
Cr, pmol/L (IQR) 74 (55-106) 75 (55-106) 71 (57-98) 0.547
Neu, x10°/L (IQR) 4.2 (2.54-6.39) 4.2 (2.59-6.2) 4.01 (2.44-6.5) 0.981
Virus shedding durations (IQR) 3 (2-6) 2 (1-4) 9 (7-12) <0.001

IgG, APTT, MB, LYM, PLT, WBC, Cr, and Neu levels were 4.75 (2.8-8.11), 10.22 (7-15),
10.7 (2.6-59.66), 3.16 (0.45-28.24), 28.8 (26-32.58), 62.05 (29.78-161.72), 1.1 (0.67-1.6),
185 (140.5-247.25), 6.28 (4.45-8.24), 74 (55-106), and 4.2 (2.54-6.39), respectively
(Table 2).

The Omicron group was divided into two groups based on viral shedding duration: <7
days (n =211) and >7 days (n = 67). The results of the comparison between the two groups
are presented in Table 2. Significant differences were observed in hematologic parameters
between the two groups: IgG (P = 0.02), APTT (P = 0.029), and PLT (P < 0.001).
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Table 3 Univariate and multivariate logistic regression analyses of risk factors for viral shedding in
patients infected with Omicron.

Univariable analysis Multivariable analysis

OR 95%CI P-value OR 95%CI P-value
Age 1.021 [1.004-1.037] 0.014 1.009 [0.991-1.027] 0.343
Sex, M/F 0.58 [0.327-1.028] 0.062 0.724 [0.35-1.498] 0.384
Direct bilirubin 0.954 [0.901-1.011] 0.111 0.806 [0.692-0.938] 0.005
Total bilirubin 0.982 [0.951-1.014] 0.271 1.087 [0.988-1.195] 0.087
C-reactive protein 1.000 [0.995-1.004] 0.939 0.999 [0.991-1.006] 0.767
IgG 0.993 [0.987-0.999] 0.017 0.993 [0.987-0.999] 0.033
APTT 1.032 [0.998-1.078] 0.154 1.098 [1.026-1.175] 0.007
MB 1.000 [0.999-1.001] 0.801 1.000 [0.999-1.001] 0.526
Lymphocyte 0.891 [0.663-1.254] 0.508 1.057 [0.403-2.778] 0.910
PLT 0.993 [0.989-0.997] <0.001 0.992 [0.987-0.996] <0.001
Leukocyte 1.020 [0.953-1.092] 0.559 1.014 [0.420-2.448] 0.976
Cr 1.000 [0.999-1.001] 0.795 1.000 [0.998-1.001] 0.673
Neu 1.029 [0.962-1.101] 0.406 1.11 [0.451-2.729] 0.821

Univariate and multivariate analyses of associated factors that affect
viral clearance of patients infected with Omicron

Univariate analyses were used to determine which factors were associated with a longer
viral shedding duration in patients infected with Omicron. Older age (OR = 1.021; 95% CI
[1.004-1.037]; P = 0.014) and lower IgG (OR = 0.993; 95% CI [0.987-0.999]; P = 0.017)
and PLT (OR = 0.993; 95% CI [0.989-0.997]; P < 0.001) levels may significantly prolong
the duration of viral shedding (=7 days). However, based on multivariate analyses, Dbil
(OR = 0.806; 95% CI [0.692-0.938]; P = 0.005), IgG (OR = 0.993; 95% CI [0.987-0.999];
P =0.033), APTT (OR = 1.098; 95% CI [1.026-1.175]; P = 0.007), and PLT (OR = 0.992;
95% CI [0.987-0.996]; P < 0.001) were independent factors for longer viral shedding
duration (=7 days) (Table 3).

Construction of a prediction model capable of predicting patients
infected with Omicron that have a viral clearance duration >7 days
Using multivariate analyses, a new prediction model was constructed to distinguish
whether the viral shedding duration of patients infected with Omicron was >7 days.
The AUC of Dbil was 0.569, with the best cutoff point set at 9.455, and the sensitivity and
specificity were 92.5% and 22.7%, respectively. The AUC of IgG was 0.627, with the best
cut-off point set at 4.78, and the sensitivity and specificity were 74.6% and 50.2%,
respectively. The AUC of PLT was 0.647, with the best cutoff point set at 161.5, and the
sensitivity and specificity were 56.7% and 68.7%, respectively. The AUC of APTT was
0.588, with the best cut-off point set at 29.25, and the sensitivity and specificity were 59.7%
and 57.3%, respectively (Table 4). In addition, the AUC value of the model combining
Dbil, IgG, APTT, and PLT was 0.77, which was higher than those of Dbil (Z = 3.9343,
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Table 4 Predictive value of risk factors and the predictive model.

AUC Sensitivity Specificity 95%Cl Cut-off
Dbil 0.569 0.92537 0.22749 [0.493-0.646] 9.455
IgG 0.627 0.74627 0.50237 [0.555-0.699] 4.78
PLT 0.647 0.56717 0.6872 [0.574-0.720] 161.5
APTT 0.588 0.59702 0.57346 [0.513-0.664] 29.25
Model 0.77 0.62687 0.83412 [0.705-0.836]

Note:
Model is composed of Dbil, IgG, PLT, APTT.
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Figure 1 Receiver operating characteristic curves of different risk factors and models.
Full-size Kl DOT: 10.7717/peerj.15443/fig-1

P <0.001), IgG (Z = 2.8843, P < 0.001), APTT (Z = 3.5624, P < 0.001), and PLT
(Z = 2.4809, P < 0.001) (Fig. 1).

DISCUSSION

Omicron variants have become the predominant variant of SARS-CoV-2 worldwide, and
the few studies on the duration of SARS-CoV-2 RNA shedding have generally been limited
to an update of the isolation policy, which is based on SARS-CoV-2 variants that are no
longer circulating. Prolonged SARS-CoV-2 shedding duration is associated with some
laboratory findings. In the present study, age, direct bilirubin, total bilirubin, CRP, IgG,
APTT, myoglobin, LYM, platelet, white blood cell, creatinine, and neutrophil levels were
included in present study due to their relatively strong correlation with Omicron virus
shedding duration. In addition, older age, Dbil, IgG, APTT, and PLT were potential risk
factors affecting Omicron viral clearance.

Neutralizing antibodies are crucial for viral clearance in patients infected with SARS-
CoV-2 via several mechanisms, such as interfering with virion binding to receptors,

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 713


http://dx.doi.org/10.7717/peerj.15443/fig-1
http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

Peer/

blocking virus uptake into host cells, preventing uncoating of viral genomes in the
endosome, or causing aggregation of virus particles (Seow et al., 2020; Tang et al., 2021).
IgG antibody levels targeting the N, S protein, and receptor-binding domain are negatively
correlated with viral load and related to viral clearance (Ren et al., 2021). Compared to that
of the nonsymptomatic group, the symptomatic group have significantly lower
virus-specific IgG levels in the acute phase and a significantly longer duration of viral
shedding (Long et al., 2020). Mild COVID-19 groups may carry SARS-CoV-2 for a long
time, which may be associated with the weak production of virus-specific IgG (Guo et al,
2020). Probiotic supplementation significantly increases specific IgG levels and improves
symptomatic and viral clearance in outpatients with COVID-19 (Gutierrez-Castrellon

et al., 2022). In addition, immunocompromised or patients with low humoral immune
responses have longer virus shedding times (Niyonkuru et al., 2021; Ye et al., 2020).
However, several studies have shown that patients with severe COVID-19 have higher
concentrations of SARS-CoV-2-specific IgG than those with mild symptoms, but tend to
have a high viral load and a longer virus-shedding period (Liu et al., 2020b; Marklund
et al., 2020). Therefore, an Omicron-specific IgG antibody may be a critical risk factor
affecting viral clearance.

Older age is a host factor affecting the immune system and underlying inflammation,
which are major determinants of disease severity in COVID-19 (Liu et al., 2020a; Lu et al.,
2022). IgG levels were significantly higher in older patients and in those with more severe
disease, indicating that these patients have greater activation of their immune defense
during recovery (Li et al., 2020). Compared to young patients, older patients usually have
higher viral loads (Chen et al., 2020), a more severe course of COVID-19, and slower viral
decline (Li et al., 2022; Miller ¢ Englund, 2020). However, other studies have shown that
median viral shedding is not significantly associated with age (Fotouhi et al., 2021). In this
study, univariate analyses revealed that older age was a risk factor for delayed viral
clearance. However, the results of multivariate analyses showed that older age was not an
independent factor for longer duration of viral shedding. This finding was consistent with
research results reported by Lu et al. (2022). Among COVID-19 patients who were 60 years
and older, PLT, DBIL, iBIL, and CRP were significantly higher than in younger patients
who were less than 60 years old. Age may not directly related to the virus clearance of
Omicron patients, but there is a strong correlation with IgG levels and laboratory findings.
Therefore, further research is needed to confirm the effects of age on viral shedding
duration. Prolonged viral shedding duration is associated with a longer APTT (Yuan et al,
2021), a lower LYM count, and a lower lymphocyte-to-monocyte ratio (Li et al., 2020;
Yuan et al., 2021). A higher viral load and persistence are associated with a more severe
disease course (Munker et al., 2021). Severe COVID-19 is accompanied by increased MB,
CRP, Thbil, Dbil, Neu counts and decreased LYM counts, PLT, and Cr clearance rate (Cao
et al., 2020, Kronstein-Wiedemann et al., 2022; Lo et al., 2020; Lv et al., 2021; Zinellu et al.,
2021). In the current study, whether there was a correlation between these hematological
parameters and Omicron viral clearance was determined. However, the result showed that
the longer duration of Omicron was only associated with a longer APTT and lower PLT
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levels. These inconsistent results might be due to the small sample size of this study, the
characteristics of the selected population, and the differences in Omicron sub-lineages.

In the present study, a novel early prediction model combining DBIL, IgG, APTT, and
PLT was established to distinguish longer viral shedding duration in patients infected with
the Omicron variant. Determination of viral shedding duration will help reduce viral
transmission, update isolation policies, make therapeutic decisions, and improve the
scientific management of patients infected with Omicron. However, the applicability of the
results in this study could be limited due to several factors. First, the number of samples
and variables included in the model was small and validation of external data was lacking.
Then, the population was from one geographical area in China; hence, these results may
not be generalisable to other regions, subvariants of Omicron and populations. Further,
information on the patients’ medical history and current medical status could not
systematically be included in present study. Therefore, a more efficient prediction model
would require further research and development.

CONCLUSIONS

In conclusion, Dbil, IgG, and PLT levels, as well as APTT were significant risk factors for
longer viral shedding in patients infected with the Omicron variant and should be
measured to identify those patients that have an increased viral shedding duration.

ADDITIONAL INFORMATION AND DECLARATIONS

Funding

Funding was provided by the National Key Research and Development Program of China
(2022YFC2009800), Foundation of Shanghai Municipal Health Commission (202240204)
and the China Postdoctoral Science Foundation (N0.2022M713535) The funders had no
role in study design, data collection and analysis, decision to publish, or preparation of the
manuscript.

Grant Disclosures

The following grant information was disclosed by the authors:

National Key Research and Development Program of China: 2022YFC2009800.
Foundation of Shanghai Municipal Health Commission: 202240204.

China Postdoctoral Science Foundation: 2022M713535.

Competing Interests
The authors declare that they have no competing interests.

Author Contributions

e Lina Zhang conceived and designed the experiments, performed the experiments,
prepared figures and/or tables, authored or reviewed drafts of the article, and approved
the final draft.

o Shucai Xie performed the experiments, analyzed the data, prepared figures and/or tables,
authored or reviewed drafts of the article, and approved the final draft.

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 9/13


http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

Peer/

e Feng Lyu analyzed the data, authored or reviewed drafts of the article, and approved the
final draft.

e Chun Liu conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

e Chunhui Li conceived and designed the experiments, analyzed the data, prepared figures
and/or tables, authored or reviewed drafts of the article, and approved the final draft.

e Wei Liu conceived and designed the experiments, prepared figures and/or tables,
authored or reviewed drafts of the article, and approved the final draft.

e Xinhua Ma conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

e Jieyu Zhou performed the experiments, analyzed the data, authored or reviewed drafts of
the article, and approved the final draft.

e Xinyu Qian performed the experiments, analyzed the data, authored or reviewed drafts
of the article, and approved the final draft.

e Yong Lu conceived and designed the experiments, authored or reviewed drafts of the
article, and approved the final draft.

e Zhaoxin Qian conceived and designed the experiments, authored or reviewed drafts of
the article, and approved the final draft.

Ethics
The following information was supplied relating to ethical approvals (i.e., approving body
and any reference numbers):

The ethics committee of the Ruijin Hospital Luwan Branch, Shanghai Jiaotong
University School of Medicine, Shanghai, China, approved the study (2022017).

Data Availability
The following information was supplied regarding data availability:
The raw measurements are available in the Supplemental File.

Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.15443#supplemental-information.

REFERENCES

Araf Y, Akter F, Tang YD, Fatemi R, Parvez MSA, Zheng C, Hossain MG. 2022. Omicron
variant of SARS-CoV-2: genomics, transmissibility, and responses to current COVID-19
vaccines. Journal of Medical Virology 94(5):1825-1832 DOI 10.1002/jmv.27588.

Cao Z, Li T, Liang L, Wang H, Wei F, Meng S, Cai M, Zhang Y, Xu H, Zhang J, Jin R. 2020.
Clinical characteristics of coronavirus disease 2019 patients in Beijing, China. PLOS ONE
15(6):€0234764 DOI 10.1371/journal.pone.0234764.

Chen PF, Yu XX, Liu YP, Ren D, Shen M, Huang BS, Gao JL, Huang ZY, Wu M, Wang WY,
Chen L, Shi X, Wang ZQ, Liu YX, Liu L, Liu Y. 2020. Virus load and virus shedding of SARS-
CoV-2 and their impact on patient outcomes. World Journal of Clinical Cases 8(24):6252-6263
DOI 10.12998/wjcc.v8.i24.6252.

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 10/13


http://dx.doi.org/10.7717/peerj.15443#supplemental-information
http://dx.doi.org/10.7717/peerj.15443#supplemental-information
http://dx.doi.org/10.7717/peerj.15443#supplemental-information
http://dx.doi.org/10.1002/jmv.27588
http://dx.doi.org/10.1371/journal.pone.0234764
http://dx.doi.org/10.12998/wjcc.v8.i24.6252
http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

Peer/

Christie B. 2021. Covid-19: early studies give hope omicron is milder than other variants. BMJ
375:n3144 DOI 10.1136/bmj.n3144.

Daria S, Bhuiyan MA, Islam MR. 2022. Detection of highly muted coronavirus variant Omicron
(B.1.1.529) is triggering the alarm for South Asian countries: associated risk factors and
preventive actions. Journal of Medical Virology 94(4):1267-1268 DOI 10.1002/jmv.27503.

De Freitas VM, Chiloff DM, Bosso GG, Teixeira JOP, Hernandes ICG, Padilha MDP,
Moura GC, De Andrade LGM, Mancuso F, Finamor FE, Serodio AMB, Arakaki JSO,
Sartori MGF, Ferreira PRA, Rangel EB. 2022. A machine learning model for predicting
hospitalization in patients with respiratory symptoms during the COVID-19 pandemic. Journal
of Clinical Medicine 11(15):4574 DOI 10.3390/jcm11154574.

Fotouhi F, Salehi-Vaziri M, Farahmand B, Mostafavi E, Pouriayevali MH, Jalali T, Mazaheri V,
Sadat Larijani M, Tavakoli M, Eshratkhah Mohammadnejad A, Afzali N, Zokaei A,
Hosseini S, Mortazavipour MM, Oskouei F, Ramezani A. 2021. Prolonged viral shedding and
antibody persistence in patients with COVID-19. Microbes Infect 23(4-5):104810
DOI 10.1016/j.micinf.2021.104810.

Guo X, Zeng L, Huang Z, He Y, Zhang Z, Zhong Z. 2020. Longer duration of SARS-CoV-2
infection in a case of mild COVID-19 with weak production of the specific IgM and IgG
antibodies. Frontiers in Immunology 11:1936 DOI 10.3389/fimmu.2020.01936.

Gutierrez-Castrellon P, Gandara-Marti T, Abreu YAAT, Nieto-Rufino CD, Lopez-Orduna E,
Jimenez-Escobar I, Jimenez-Gutierrez C, Lopez-Velazquez G, Espadaler-Mazo J. 2022.
Probiotic improves symptomatic and viral clearance in Covid19 outpatients: a randomized,
quadruple-blinded, placebo-controlled trial. Gut Microbes 14(1):2018899
DOI 10.1080/19490976.2021.2018899.

Kronstein-Wiedemann R, Stadtmuller M, Traikov S, Georgi M, Teichert M, Yosef H,
Wallenborn J, Karl A, Schutze K, Wagner M, El-Armouche A, Tonn T. 2022. SARS-CoV-2
infects red blood cell progenitors and dysregulates hemoglobin and iron metabolism. Stem Cell
Reviews and Reports 18(5):1809-1821 DOI 10.1007/s12015-021-10322-8.

Li K, Huang B, Wu M, Zhong A, LiL, Cai Y, Wang Z, Wu L, Zhu M, Li J, Wang Z, Wu W, Li W,
Bosco B, Gan Z, Qiao Q, Wu J, Wang Q, Wang S, Xia X. 2020. Dynamic changes in anti-
SARS-CoV-2 antibodies during SARS-CoV-2 infection and recovery from COVID-19. Nature
Communications 11(1):6044 DOI 10.1038/s41467-020-19943-y.

Li X, Tam AR, Chu WM, Chan WM, Ip JD, Chu AW, Abdullah SMU, Yip CC, Chan KH,
Wong SS, Cheng VC, Yuen KY, Hung IF, To KK. 2022. Risk factors for slow viral decline in
COVID-19 patients during the 2022 omicron wave. Viruses 14(8):1714 DOI 10.3390/v14081714.

Liu K, Chen Y, Lin R, Han K. 2020a. Clinical features of COVID-19 in elderly patients: a
comparison with young and middle-aged patients. Journal of Infection 80(6):e14-e18
DOI 10.1016/j.jinf.2020.03.005.

Liu Y, Yan LM, Wan L, Xiang TX, Le A, Liu JM, Peiris M, Poon LLM, Zhang W. 2020b. Viral
dynamics in mild and severe cases of COVID-19. Lancet Infectious Diseases 20(6):656-657
DOI 10.1016/S1473-3099(20)30232-2.

Lo IL, Lio CF, Cheong HH, Lei CI, Cheong TH, Zhong X, Tian Y, Sin NN. 2020. Evaluation of
SARS-CoV-2 RNA shedding in clinical specimens and clinical characteristics of 10 patients with
COVID-19 in Macau. International Journal of Biological Sciences 16:1698-1707
DOI 10.7150/ijbs.45357.

Long QX, Tang X]J, Shi QL, Li Q, Deng HJ, Yuan ], HuJL, Xu W, Zhang Y, Lv FJ, Su K, Zhang F,
Gong J, Wu B, Liu XM, Li JJ, Qiu JF, Chen ], Huang AL. 2020. Clinical and immunological

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 11/13


http://dx.doi.org/10.1136/bmj.n3144
http://dx.doi.org/10.1002/jmv.27503
http://dx.doi.org/10.3390/jcm11154574
http://dx.doi.org/10.1016/j.micinf.2021.104810
http://dx.doi.org/10.3389/fimmu.2020.01936
http://dx.doi.org/10.1080/19490976.2021.2018899
http://dx.doi.org/10.1007/s12015-021-10322-8
http://dx.doi.org/10.1038/s41467-020-19943-y
http://dx.doi.org/10.3390/v14081714
http://dx.doi.org/10.1016/j.jinf.2020.03.005
http://dx.doi.org/10.1016/S1473-3099(20)30232-2
http://dx.doi.org/10.7150/ijbs.45357
http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

Peer/

assessment of asymptomatic SARS-CoV-2 infections. Nature Medicine 26:1200-1204
DOI 10.1038/s41591-020-0965-6.

Lu G, Zhang Y, Zhang H, AiJ, He L, Yuan X, Bao S, Chen X, Wang H, Cai ], Wang S, Zhang W,
Xu J. 2022. Geriatric risk and protective factors for serious COVID-19 outcomes among older
adults in Shanghai Omicron wave. Emerging Microbes & Infection 11:2045-2054
DOI 10.1080/22221751.2022.2109517.

Lv Z, Wang W, Qiao B, Cui X, Feng Y, Chen L, Ma Q, Liu X. 2021. The prognostic value of
general laboratory testing in patients with COVID-19. Journal of Clinical Laboratory Analysis
35:€23668 DOI 10.1002/jcla.23668.

Marklund E, Leach S, Axelsson H, Nystrom K, Norder H, Bemark M, Angeletti D, Lundgren A,
Nilsson S, Andersson LM, Yilmaz A, Lindh M, Liljeqvist JA, Gisslen M. 2020. Serum-IgG
responses to SARS-CoV-2 after mild and severe COVID-19 infection and analysis of IgG non-
responders. PLOS ONE 15:¢0241104 DOI 10.1371/journal.pone.0241104.

Miller R, Englund K. 2020. Transmission and risk factors of OF COVID-19. Cleveland Clinic
Journal of Medicine 90(5):ccjm.87a.ccc029 DOI 10.3949/ccjm.87a.ccc029.

Munker D, Osterman A, Stubbe H, Muenchhoff M, Veit T, Weinberger T, Barnikel M,
Mumm )N, Milger K, Khatamzas E, Klauss S, Scherer C, Hellmuth JC, Giessen-Jung C,
Zoller M, Herold T, Stecher S, de Toni EN, Schulz C, Kneidinger N, Keppler OT, Behr J,
Mayerle J, Munker S. 2021. Dynamics of SARS-CoV-2 shedding in the respiratory tract
depends on the severity of disease in COVID-19 patients. European Respiratory Journal
58(1):2002724 DOI 10.1183/13993003.02724-2020.

National Center for Immunization and Respiratory Diseases (NCIRD), Division of Viral
Diseases. 2020. Science Brief: Omicron (B.1.1.529) Variant. Atlanta: Centers for Disease Control
and Prevention.

Niyonkuru M, Pedersen RM, Assing K, Andersen TE, Skov MN, Johansen IS, Madsen LW.
2021. Prolonged viral shedding of SARS-CoV-2 in two immunocompromised patients, a case
report. BMC Infectious Diseases 21(1):743 DOI 10.1186/s12879-021-06429-5.

Ren L, Fan G, Wu W, Guo L, Wang Y, Li X, Wang C, Gu X, Li C, Wang Y, Wang G, Zhou F,
Liu Z, Ge Q, Zhang Y, Li H, Zhang L, Xu J, Wang C, Wang J, Cao B. 2021. Antibody
responses and clinical outcomes in adults hospitalized with severe coronavirus disease 2019
(COVID-19): a post hoc analysis of LOTUS China trial. Clinical Infectious Diseases
72(10):e545-e551 DOI 10.1093/cid/ciaal247.

Seow J, Graham C, Merrick B, Acors S, Pickering S, Steel KJA, Hemmings O, O’Byrne A,
Kouphou N, Galao RP, Betancor G, Wilson HD, Signell AW, Winstone H, Kerridge C,
Huettner I, Jimenez-Guardeno JM, Lista MJ, Temperton N, Snell LB, Bisnauthsing K,
Moore A, Green A, Martinez L, Stokes B, Honey J, Izquierdo-Barras A, Arbane G, Patel A,
Tan MKI, O’Connell L, O’Hara G, MacMahon E, Douthwaite S, Nebbia G, Batra R,
Martinez-Nunez R, Shankar-Hari M, Edgeworth JD, Neil SJD, Malim MH, Doores KJ. 2020.
Longitudinal observation and decline of neutralizing antibody responses in the three months
following SARS-CoV-2 infection in humans. Nature Microbiology 5(12):1598-1607
DOI 10.1038/s41564-020-00813-8.

Setiabudi D, Sribudiani Y, Hermawan K, Andriyoko B, Nataprawira HM. 2022. The Omicron
variant of concern: the genomics, diagnostics, and clinical characteristics in children. Frontiers in
Pediatrics 10:898463 DOI 10.3389/fped.2022.898463.

Shah M, Woo HG. 2021. Omicron: a heavily mutated SARS-CoV-2 variant exhibits stronger
binding to ACE2 and potently escapes approved COVID-19 therapeutic antibodies. Frontiers in
Immunology 12:830527 DOI 10.3389/fimmu.2021.830527.

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 1213


http://dx.doi.org/10.1038/s41591-020-0965-6
http://dx.doi.org/10.1080/22221751.2022.2109517
http://dx.doi.org/10.1002/jcla.23668
http://dx.doi.org/10.1371/journal.pone.0241104
http://dx.doi.org/10.3949/ccjm.87a.ccc029
http://dx.doi.org/10.1183/13993003.02724-2020
http://dx.doi.org/10.1186/s12879-021-06429-5
http://dx.doi.org/10.1093/cid/ciaa1247
http://dx.doi.org/10.1038/s41564-020-00813-8
http://dx.doi.org/10.3389/fped.2022.898463
http://dx.doi.org/10.3389/fimmu.2021.830527
http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

Peer/

Shuai H, Chan JF, Hu B, Chai Y, Yuen TT, Yin F, Huang X, Yoon C, Hu JC, Liu H, ShiJ, Liu Y,
Zhu T, Zhang J, Hou Y, Wang Y, Lu L, Cai JP, Zhang AJ, Zhou J, Yuan S, Brindley MA,
Zhang BZ, Huang JD, To KK, Yuen KY, Chu H. 2022. Attenuated replication and
pathogenicity of SARS-CoV-2 B.1.1.529 Omicron. Nature 603(7902):693-699
DOI 10.1038/s41586-022-04442-5.

Tang J, Ravichandran S, Lee Y, Grubbs G, Coyle EM, Klenow L, Genser H, Golding H,
Khurana S. 2021. Antibody affinity maturation and plasma IgA associate with clinical outcome
in hospitalized COVID-19 patients. Nature Communications 12(1):1221
DOI 10.1038/s41467-021-21463-2.

Torjesen 1. 2021. Covid-19: Omicron may be more transmissible than other variants and partly
resistant to existing vaccines, scientists fear. BMJ 375:n12943 DOI 10.1136/bmj.n2943.

Umakanthan S, Sahu P, Ranade AV, Bukelo MM, Rao JS, Abrahao-Machado LF, Dahal S,
Kumar H, Kv D. 2020. Origin, transmission, diagnosis and management of coronavirus disease
2019 (COVID-19). Postgraduate Medical Journal 96:753-758
DOI 10.1136/postgradmed;-2020-138234.

Viana R, Moyo S, Amoako DG, Tegally H, Scheepers C, Althaus CL, Anyaneji UJ, Bester PA,
Boni MF, Chand M, Choga WT, Colquhoun R, Davids M, Deforche K, Doolabh D,
du Plessis L, Engelbrecht S, Everatt J, Giandhari J, Giovanetti M, Hardie D, Hill V,

Hsiao NY, Iranzadeh A, Ismail A, Joseph C, Joseph R, Koopile L, Kosakovsky Pond SL,
Kraemer MUG, Kuate-Lere L, Laguda-Akingba O, Lesetedi-Mafoko O, Lessells R],
Lockman S, Lucaci AG, Maharaj A, Mahlangu B, Maponga T, Mahlakwane K, Makatini Z,
Marais G, Maruapula D, Masupu K, Matshaba M, Mayaphi S, Mbhele N, Mbulawa MB,
Mendes A, Mlisana K, Mnguni A, Mohale T, Moir M, Moruisi K, Mosepele M, Motsatsi G,
Motswaledi MS, Mphoyakgosi T, Msomi N, Mwangi PN, Naidoo Y, Ntuli N, Nyaga M,
Olubayo L, Pillay S, Radibe B, Ramphal Y, Ramphal U, San JE, Scott L, Shapiro R, Singh L,
Smith-Lawrence P, Stevens W, Strydom A, Subramoney K, Tebeila N, Tshiabuila D, Tsui J,
van Wyk S, Weaver S, Wibmer CK, Wilkinson E, Wolter N, Zarebski AE, Zuze B,
Goedhals D, Preiser W, Treurnicht F, Venter M, Williamson C, Pybus OG, Bhiman J,
Glass A, Martin DP, Rambaut A, Gaseitsiwe S, von Gottberg A, de Oliveira T. 2022. Rapid
epidemic expansion of the SARS-CoV-2 Omicron variant in southern Africa. Nature
603(7902):679-686 DOI 10.1038/s41586-022-04411-y.

Ye X, Xiao X, Li B, Zhu W, Li Y, Wu ], Huang X, Jin J, Chen D, Jin J, Huang J. 2020. Low
humoral immune response and ineffective clearance of SARS-Cov-2 in a COVID-19 patient
with CLL during a 69-day follow-up. Frontiers in Oncology 10:1272
DOI 10.3389/fonc.2020.01272.

Yuan S, Pan Y, Xia Y, Zhang Y, Chen J, Zheng W, Xu X, Xie X, Zhang J. 2021. Development and
validation of an individualized nomogram for early prediction of the duration of SARS-CoV-2
shedding in COVID-19 patients with non-severe disease. Journal of Zhejiang University Science
B 22(4):318-329 DOI 10.1631/jzus.B2000608.

Zhang X, Wu S, Wu B, Yang Q, Chen A, Li Y, Zhang Y, Pan T, Zhang H, He X. 2021. SARS-
CoV-2 Omicron strain exhibits potent capabilities for immune evasion and viral entrance. Signal
Transduction and Targeted Therapy 6(1):430 DOI 10.1038/s41392-021-00852-5.

Zhang X, Zhang H, He X. 2022. SARS-CoV-2 Omicron: a new challenge for pandemic and
vaccine. Signal Transduction and Targeted Therapy 7(1):211 DOI 10.1038/s41392-022-01088-7.

Zinellu A, Paliogiannis P, Carru C, Mangoni AA. 2021. Serum amyloid A concentrations,
COVID-19 severity and mortality: an updated systematic review and meta-analysis.
International Journal of Infectious Diseases 105(4):668-674 DOI 10.1016/j.ijid.2021.03.025.

Zhang et al. (2023), Peerd, DOI 10.7717/peerj.15443 13/13


http://dx.doi.org/10.1038/s41586-022-04442-5
http://dx.doi.org/10.1038/s41467-021-21463-2
http://dx.doi.org/10.1136/bmj.n2943
http://dx.doi.org/10.1136/postgradmedj-2020-138234
http://dx.doi.org/10.1038/s41586-022-04411-y
http://dx.doi.org/10.3389/fonc.2020.01272
http://dx.doi.org/10.1631/jzus.B2000608
http://dx.doi.org/10.1038/s41392-021-00852-5
http://dx.doi.org/10.1038/s41392-022-01088-7
http://dx.doi.org/10.1016/j.ijid.2021.03.025
http://dx.doi.org/10.7717/peerj.15443
https://peerj.com/

	Predictive value of immunoglobulin G, activated partial thromboplastin time, platelet, and indirect bilirubin for delayed viral clearance in patients infected with the Omicron variant ...
	Introduction
	Materials and Methods
	Results
	Discussion
	Conclusions
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


