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Abstract:BACKGROUND: At the end of 2019, a novel coronavirus outbreak emerged in Wuhan,
China, and its causative organism has been subsequently designated the 2019 novel coronavirus
(2019-nCoV). The virus has since rapidly spread to all provinces and autonomous regions of China,
and to countries outside of China. Patients who become infected with 2019-nCoV may initially
develop mild upper respiratory tract symptoms. However, a significant fraction of these patients
goes on to subsequently develop serious lower respiratory disease. The effectiveness of adjunctive
glucocorticoid therapy uses in the management of 2019-nCoV infected patients with severe lower
respiratory tract infections is not clear, and warrants further investigation. METHOD(S): The present
study will be conducted as an open-labelled, randomised controlled trial. We will enrol 48 subjects
from Chongqing Public Health Medical Center. Each eligible subject will be assigned to an
intervention group (methylprednisolone via intravenous injection at a dose of 1-2mg/kg/day for 3
days) or a control group (no glucocorticoid use) randomly, at a 1:1 ratio. Subjects in both groups will
be invited for 28 days of follow-up which will be scheduled at 4 consecutive visit points. We will use
the clinical improvement rate as our primary endpoint. Secondary endpoints include the timing of
clinical improvement after intervention, duration of mechanical ventilation, duration of
hospitalization, overall incidence of adverse events, as well as rate of adverse events at each visit,
and mortality at 2 and 4 weeks. DISCUSSION: The present coronavirus outbreak is the third serious
global coronavirus outbreak in the past two decades. Oral and parenteral glucocorticoids have been
used in the management of severe respiratory symptoms in coronavirus-infected patients in the
past. However, there remains no definitive evidence in the literature for or against the utilization of
systemic glucocorticoids in seriously ill patients with coronavirus-related severe respiratory disease,
or indeed in other types of severe respiratory disease. In this study, we hope to discover evidence
either supporting or opposing the systemic therapeutic administration of glucocorticoids in severe
coronavirus disease 2019 (COVID-19) patients. TRIAL REGISTRATION: ClinicalTrials.gov,
ChiCTR2000029386, http://www.chictr.org.cn/showproj.aspx?proj=48777.
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Abstract:BACKGROUND: A patient's infectivity is determined by the presence of the virus in different
body fluids, secretions, and excreta. The persistence and clearance of viral RNA from different
specimens of patients with 2019 novel coronavirus disease (COVID-19) remain unclear. This study
analyzed the clearance time and factors influencing 2019 novel coronavirus (2019-nCoV) RNA in
different samples from patients with COVID-19, providing further evidence to improve the
management of patients during convalescence. METHOD(S): The clinical data and laboratory test
results of convalescent patients with COVID-19 who were admitted to from January 20, 2020 to
February 10, 2020 were collected retrospectively. The reverse transcription polymerase chain
reaction (RT-PCR) results for patients' oropharyngeal swab, stool, urine, and serum samples were
collected and analyzed. Convalescent patients refer to recovered non-febrile patients without
respiratory symptoms who had two successive (minimum 24 h sampling interval) negative RT-PCR
results for viral RNA from oropharyngeal swabs. The effects of cluster of differentiation 4 (CD4)+ T
lymphocytes, inflammatory indicators, and glucocorticoid treatment on viral nucleic acid clearance
were analyzed. RESULT(S): In the 292 confirmed cases, 66 patients recovered after treatment and
were included in our study. In total, 28 (42.4%) women and 38 men (57.6%) with a median age of
44.0 (34.0-62.0) years were analyzed. After in-hospital treatment, patients' inflammatory indicators
decreased with improved clinical condition. The median time from the onset of symptoms to first
negative RT-PCR results for oropharyngeal swabs in convalescent patients was 9.5 (6.0-11.0) days. By
February 10, 2020, 11 convalescent patients (16.7%) still tested positive for viral RNA from stool
specimens and the other 55 patients' stool specimens were negative for 2019-nCoV following a
median duration of 11.0 (9.0-16.0) days after symptom onset. Among these 55 patients, 43 had a
longer duration until stool specimens were negative for viral RNA than for throat swabs, with a
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median delay of 2.0 (1.0-4.0) days. Results for only four (6.9%) urine samples were positive for viral
nucleic acid out of 58 cases; viral RNA was still present in three patients' urine specimens after
throat swabs were negative. Using a multiple linear regression model (F = 2.669, P = 0.044, and
adjusted R = 0.122), the analysis showed that the CD4+ T lymphocyte count may help predict the
duration of viral RNA detection in patients' stools (t = -2.699, P = 0.010). The duration of viral RNA
detection from oropharyngeal swabs and fecal samples in the glucocorticoid treatment group was
longer than that in the non-glucocorticoid treatment group (15 days vs. 8.0 days, respectively; t =
2.550, P = 0.013) and the duration of viral RNA detection in fecal samples in the glucocorticoid
treatment group was longer than that in the non-glucocorticoid treatment group (20 days vs. 11
days, respectively; t =4.631, P < 0.001). There was no statistically significant difference in
inflammatory indicators between patients with positive fecal viral RNA test results and those with
negative results (P > 0.05). CONCLUSION(S): In brief, as the clearance of viral RNA in patients' stools
was delayed compared to that in oropharyngeal swabs, it is important to identify viral RNA in feces
during convalescence. Because of the delayed clearance of viral RNA in the glucocorticoid treatment
group, glucocorticoids are not recommended in the treatment of COVID-19, especially for mild
disease. The duration of RNA detection may relate to host cell immunity.
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Abstract:RATIONALECorticosteroid therapy is commonly used among critically ill patients with
Middle East Respiratory Syndrome (MERS), but its impact on outcomes is uncertain. Analyses of
observational studies often do not account for patients' clinical condition at the time of
corticosteroid therapy initiation.OBJECTIVESTo investigate the association of corticosteroid therapy
on mortality and on MERS coronavirus RNA clearance in critically ill patients with
MERS.METHODSICU patients with MERs were included from 14 Saudi Arabian centers between
September 2012 and October 2015. We performed marginal structural modeling to account for
baseline and time-varying confounders. MEASUREMENTS AND MAIN RESULTSOf 309 patients, 151
received corticosteroids. Corticosteroids were initiated at a median of 3.0 days (quartile 1 [Q1]-Q3,
1.0-7.0) from ICU admission. Patients who received corticosteroids were more likely to receive
invasive ventilation (141 of 151 [93.4%] vs. 121 of 158 [76.6%]; P < 0.0001) and had higher 90-day
crude mortality (112 of 151 [74.2%)] vs. 91 of 158 [57.6%]; P = 0.002). Using marginal structural
modeling, corticosteroid therapy was not significantly associated with 90-day mortality (adjusted
odds ratio, 0.75; 95% confidence interval, 0.52-1.07; P = 0.12) but was associated with delay in MERS
coronavirus RNA clearance (adjusted hazard ratio, 0.35; 95% Cl, 0.17-0.72;

P =0.005).CONCLUSIONSCorticosteroid therapy in patients with MERS was not associated with a
difference in mortality after adjustment for time-varying confounders but was associated with
delayed MERS coronavirus RNA clearance. These findings highlight the challenges and importance of
adjusting for baseline and time-varying confounders when estimating clinical effects of treatments
using observational studies.
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Abstract:OBJECTIVETo study the effect of corticosteroids in the treatment of severe acute
respiratory syndrome (SARS).METHODSA retrospective cohort of 78 consecutive adult SARS patients
admitted to a regional hospital in Hong Kong between March and May 2003 was analysed to study
the effectiveness of corticosteroid. They were categorized according to whether or not
corticosteroid therapy was given, and compared in terms of demographic characteristics,
comorbidities, peak lactate dehydrogenase (LDH) levels and clinical outcomes. Established adverse
prognostic factors including old age, comorbidities and high LDH levels were used as covariates in
multiple logistic regressions to adjust for their confounding effect on adverse
outcomes.RESULTSAmong 78 patients, 66 patients (84.6%) received corticosteroid. The LDH level
was similar in both groups. The corticosteroid group had more adverse outcomes (37.9% vs. 16.7%)
despite younger age and less comorbidity. In multivariate analysis, corticosteroid treatment was
associated with a 20.7-fold increase in risk of either ICU admission or mortality, independent of age
and disease severity. CONCLUSIONDespite more favourable baseline characteristics and similar peak
LDH levels, SARS patients given corticosteroid had more adverse outcomes.
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