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INTRODUCTION
The disease severity may change in the first week after ARDS onset. The aim of this study was to
evaluate whether the reclassification of disease severity after 48 hours (i.e., day 3) of ARDS onset
could help in predicting mortality and determine factors associated with ARDS persistence and
mortality.

METHODS
We performed a secondary analysis of a three-year prospective, observational cohort study of ARDS
in a tertiary care referral center. Disease severity was reclassified after 48 hours of enrollment, and
cases that still fulfilled the Berlin criteria were regarded as nonresolving ARDS.

RESULTS
A total of 1,034 ARDS patients were analyzed. Overall hospital mortality was 57.7 % (56.7 %, 57.5
%, and 58.6 % for patients with initial mild, moderate, and severe ARDS, respectively, p = 0.189).
On day 3 reclassification, the hospital mortality rates were as follows: resolved (42.1 %), mild (47.9
%), moderate (62.4 %), and severe ARDS (76.1 %) (p < 0.001). Patients with improving severity on
day 3 had lower mortality (48.8 %), whereas patients with the same or worsening severity on day 3
had higher mortality (62.7 % and 76.3 %, respectively). Patients who were older, had lower
PaO2/FiO2, or higher PEEP on day 1 were significantly associated with nonresolving ARDS on day
3. Cox regression model with ARDS severity as a time- dependent covariate and competing risk
analysis demonstrated that ARDS severity was independently associated with hospital mortality, and
nonresolving ARDS had significantly increased hazard of death than resolved ARDS (p < 0.0001).
Cumulative mortality curve for ARDS severity comparisons demonstrated significantly different
(overall comparison, p < 0.001).

CONCLUSION
Reclassification of disease severity after 48 hours of ARDS onset could help to divide patients into
subgroups with greater separation in terms of mortality.
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INTRODUCTION
Chronic obstructive pulmonary disease (COPD) in Asia was different from Europe in higher cigarette
smoking rate and more severe air pollution. Varies inhaled COPD medications had safety concern in
acute myocardial infarction (AMI). The aim of this study was to investigate the effect of COPD in
Asia AMI patients and real world safety of COPD medications in AMI patients

METHODS
We conducted a nationwide cohort study extracted data from the Taiwan National Health Insurance
Research Database. Patients who hospitalized between 2000 and 2012 with a primary diagnosis of
first AMI were included. Among the 186,112 prospective AMI patients, COPD was diagnosed in
13,065 (7.0%) patients. AMI patients without COPD were 1:1 matched by propensity score matching.
AMI cohort was further divided to STEMI and NSTEMI cohort. STEMI without COPD was matched
by propensity score. Cox proportional hazards regression model was used to estimate adjusted hazard
ratios (HR) with 95% confidence intervals (95% CI)

RESULTS
During 12 years follow up, there were 18405 (77.65%) and 16093 (67.89%) deaths in AMI with
COPD and without COPD group, respectively. The adjusted hazard ratio (aHR) of mortality in AMI
with COPD group was 1.12 (95% CI 1.09 to 1.14). In STEMI with COPD group, aHR was 1.20 (95%
CI 1.14 to 1.25). NSTEMI with COPD, aHR was 1.07 (95% CI 1.04 to 1.10). Using short-acting
inhaled bronchodilators in AMI patients increased mortality (short acting beta-agonist: aHR 1.2, 95%
CI 1.16 to 1.23, short acting muscarinic antagonist: aHR 1.3, 95% CI 1.26 to 1.34). Corticosteroids
using also increased 10% mortality (aHR 1.10 , 95% CI 1.07 to 1.14). However, long acting inhaled
bronchodilators reduced mortality (long acting beta-agonist: aHR 0.87, 95% CI 0.81 to 0.94, long
acting muscarinic antagonist: aHR 0.82, 95% CI 0.69 to 0.96)

CONCLUSION
In Asia, AMI patient with COPD was associated with higher mortality compared with those without
COPD. Guideline recommended AMI medications decreased mortality in patient with or without
COPD, but they were underused in Taiwan. Using inhaled short-acting bronchodilators and

corticosteroids in AMI patient reduced survival. On the contrary, long acting inhaled bronchodilators
were associated with survival benefit. Appropriate COPD medications and adequate standard AMI
medications in AMI patient were equal crucial in improving long term survival

THE EFFECTS OF HYDROXYCHLOROQUINE IN
HOSPITALIZED PATIENTS WITH COVID-19: UPDATED
META-ANALYSIS WITH TRIAL SEQUENTIAL ANALYSIS
HJ. Jhou (1) ; PH. Chen (2) ; LJ. Ou-Yang (3) ; CH. Lee (4)
(1) Department of Neurology, Changhua Christian Hospital, Changhua , Taiwan; (2) Department of
internal medicine, Tri-Service General Hospital, National Defense Medical Center, Taipei, Taiwan;
(3) Department of physical medicine and rehabilitation, Chang Gung Memorial Hospital,
Linkou, Taoyuan, Taiwan; (4) Division of hematology and oncology medicine, department of internal
medicine, Tri-Service General Hospital, National Defense Medical Center, Taipei, Taiwan

INTRODUCTION
The coronavirus disease 2019 (COVID-19) outbreak had caused a global health and financial crisis.
Until June, 2020, more than ten million people worldwide have been infected; however, the specific
treatments remains investigational. Hydroxychloroquine, a classic agent derived from chloroquine to
treat rheumatological diseases, expressed activity against the novel coronaviruses in vitro [1]. The
aim of study using meta-analysis with trial sequential analysis is to evaluate the effects of
hydroxychloroquine in overall mortality among patients with COVID-19.

OBJECTIVES
To compare overall mortality in patients with COVID-19 taking hydroxychloroquine alone, or with a
macrolide versus conventional therapy.

METHODS
Comprehensive searches of Pubmed, Google scholar, MedRxiv, PrePrints and grey literature was
performed until June 30, 2020 to identify all relevant trials with screening the titles and reviewing the
abstracts. Odds ratio (OR) with 95% confidence intervals (CI) was estimated using random-effects
model. A relative risk reduction was calculated according to the mean of the event proportions for
both intervention and control arms. Trial sequential analysis (TSA) software was used to conduct
random-effect TSA.

RESULTS
Meta-analysis of 15 studies (n = 18,869) showed there was no difference regarding overall mortality
in patients with COVID-19 received hydroxychloroquine compared with the control (OR 1.07; 95%
CI 0.80–1.43; I2 = 82%, Cochran Q p-value < 0.01). TSA of overall mortality demonstrated
intervention event proportion of 13.96%, control event proportion of 18.99%, and diversity of 89%.
The adjusted TSA OR with 95% CI was 1.05 with 0.74–1.48. The cumulative Z-curve did not crossed
the conventional boundary, and the required information size of 15,525 (vertical solid red line) has
been excessed, confirming the hydroxychloroquine has no difference compared with the control, the
current meta-analysis is robust and authentic.

CONCLUSION

This study demonstrates use of hydroxychloroquine among patients with COVID-19 has no benefit in
reducing overall mortality.
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INTRODUCTION
Sepsis is the leading cause of in-hospital mortality in the United States (U.S.). Quality improvement
initiatives for improving sepsis care depend on accurate estimates of sepsis mortality. While hospital
30-day risk-standardized mortality rates (RSMRs) have been published for patients hospitalized with
acute myocardial infarction (AMI), heart failure (HF), and pneumonia, RSMRs for sepsis have not
been well-characterized.

OBJECTIVES
To construct a sepsis RSMR map for the US and to illustrate disparities in sepsis care quality across
the country.

METHODS
In this cross-sectional analysis, data from the 2010 and 2011 years of the U.S. Nationwide Inpatient
Sample (NIS) were extracted. Hospital-level RSMRs were calculated using hierarchical logistic
modeling, and were risk-adjusted with predicted mortality derived from (1) the Sepsis Risk Prediction
Score (SRS), a logistic regression model, and (2) gradient-boosted decision trees, a supervised
machine learning algorithm.

RESULTS
Among 1,739,033 inpatients with sepsis, mortality increased with age, (aOR:4.17 in 80-89-year-olds
compared to <40 year-olds). Mortality was slightly higher in women than men (aOR 1.07), and in
African-American than White (aOR 1.05). Mortality was higher in patients requiring early and late
mechanical ventilation (aOR: 4.63 and 5.72) than patients not requiring ventilation. Mortality was
also higher in patients with shock (aOR 2.06) or required hemodialysis (aOR 1.43).

Using the variables above, we constructed a reference model using SRS logistic regression, and an
alternative model using boosted tree to predeict mortality for estimating 30-day RSMR of sepsis. In
the SRS model, median RSMR was 18.5% (IQR: 17.1-20.6%). In the boosted tree model, median
RSMR was 18.4% (IQR 17.0-21.0%). RMSRs higher than 18.5% and 18.4% in the respective models
indicate that the mortality from sepsis is higher than expected after risk adjustment. The boosted tree
model demonstrated better calibration and discrimination than the SRS model. (C-statistic 0.87 and
0.78, respectively).
Next, we calculated median 30-day RSMR at the state level using both the SRS model and the
boosted tree model. The highest RSMRs were found in Wyoming, North Dakota, and Mississippi,
while the lowest RSMRs were found in Arizona, Colorado, and Michigan.

CONCLUSION
To our knowledge, this is the first description of state-level variation in RSMR of sepsis patients.
Most importantly, we constructed a national map of sepsis RSMR, using a dashboard which we are
making freely available to any investigator and clinician. We hope that identification of these highRMSR hotspots will facilitate investment and innovation in sepsis mortality-reduction strategies,
diminishing sepsis mortality and healthcare expenditures.
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