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Abstract

Objective — A triple combination of interferon (IFN)
a-2b, lopinavir tablets, and umifenovir was used to treat
COVID-19 patients. It is important to explore whether the
benefit of this therapy is time dependent.

Methods - A cohort of moderate COVID-19 patients (n =
54) was admitted for hospitalization. The demographic
(age, gender, and smoking status) and clinical characteris-
tics (epidemiological trace and comorbidity) were col-
lected from the digital medical records. The length of
hospital stay (LOS) and the viral shedding time (VST)
were set as the outcomes for COVID-19 cases.

Results — After control for age, sex, epidemiological trace,
smoking, and comorbidity, the time of treatment start had
null effect on VST (IRR = 1.09; 95% CI = 0.91-1.30; p = 0.33)
or LOS (IRR = 1.10; 95% CI = 0.94-1.28; p = 0.23).
Conclusion - There is no convincing evidence to sup-
port a pivotal role of the timing of the therapy in the
prognosis of moderate COVID-19 cases.

Keywords: SARS-CoV-2, COVID-19, length of stay, virus
shedding, pneumonia

1 Introduction

Coronaviruses are viruses of diverse categories, infecting
several types of animals, which in turn cause mild to
severe respiratory infections in humans [1]. This novel
coronavirus designated as SARS-CoV-2 emerged in the
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epi-center of Wuhan and rapidly caused an outbreak of
viral pneumonia [2]. Given the nature of COVID-19 in
high transmissibility, this novel coronavirus disease has
spread from China to all over the world. According to the
summary report of 72,314 COVID-19 cases from the Center
for Disease Control and Prevention in China, the majority
of infected patients were mild to moderate cases [3].

During the early phase of this pandemic, a cohort of
moderate COVID-19 patients was hospitalized and even-
tually fully recovered from viral pneumonia. A triple com-
bination of IFN a, lopinavir, and umifenovir was used to
treat these patients during the hospitalization. This study
aimed to explore whether the clinical efficacy of this
triple combination therapy is time sensitive.

2 Methods

During the first 3 months of 2020, by using the reverse
transcriptase polymerase chain reaction (RT-PCR) assay,
a cohort of 54 patients was diagnosed with COVID-19 and
hospitalized in Yongjia County People’s Hospital and
Yuyao People’s Hospital. According to the Diagnosis
and Treatment Program for COVID-19 (Trial Version 5,
complied with World Health Organization interim gui-
dance [4]) released by the Chinese National Health Com-
mission [5], our patients were stratified as moderate
cases, which were defined as patients presented with
fever and/or respiratory symptoms and had a radio-
graphic appearance of pneumonia [5]. After the hospita-
lization, a triple combination of inhalable IFN a-2b (5
million U, BID), oral lopinavir tablets (500 mg, BID),
and oral umifenovir granules (200 mg, TID) was initiated
in each patient. Chest CT scan of each patient revealed
images of consolidation or ground-glass opacification. No
pulmonary embolization was identified during the hospi-
talization. Patients who met the following criteria were
discharged: (i) symptoms improved significantly, at least
consecutive 3 days without fever; (ii) absorption of lung
lesion; and (iii) negative results for at least two consecu-
tive tests of SARS-CoV-2 nucleic acid [5]. The oxygen
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saturation of each patient was maintained above 95%
during the hospitalization and fully recovered afterward.

Demographic and clinical characteristics including
age, gender, smoking status (current smoker vs non-
smoker), comorbidity (hypertension and/or diabetes, no
other comorbidity was found in the study population),
and epidemiological trace (imported vs locally trans-
mitted) were collected. The time of treatment start (TTS)
was a variable used to define the time interval from the
symptom onset to initiation of the treatment. Given that
an obvious vector for transmission was produced during
the 48 h incubation period [6], the TTS was dichotomized
into a binary variable (within 48 h of symptom developed
vs over 48 h). The primary outcomes were the length of
hospital stay (LOS, defined as the duration of admission
to discharge) and viral shedding time (VST, measured as
the duration between admission and negative RT-PCR
result).

Given the Poisson distribution and log link function,
a generalized linear regression model was used to explore
whether the TTS may affect the outcomes of moderate
COVID-19. Variables including age, gender, smoking status,
presence of comorbidity, and epidemiological trace were
included in the models as covariates and adjusted. The
cutoff of 48 h for transforming the TTS into a binary vari-
able may be arbitrary. Therefore, additional models with
different thresholds (24 h and 72h) and the TTS in ori-
ginal continuous format were built in the sensitivity ana-
lysis. The data are processed using STATA 16.0 (Stata
Corp, College Station, TX, USA). This study was approved
by the research ethics committee of Yongjia County
People’s Hospital (approval number: 2020-L01), with a
waiver of informed consent.

3 Results

This study included 54 moderate COVID-19 patients with
a mean age of 43.19 + 13.08 years (Table 1). Over half of

Table 2: Multivariate regression on LOS and VST
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Table 1: Descriptive analysis of cases with COVID-19

Total 1S TS p value
(within 48 h) (over 48 h)
(N = 54) (N =29) (N = 25)
Age?® 43.19 41.45 (11.80) 45.00 0.38
(13.08) (14.36)
Female® 25 (46.3) 14 (48.3) 11 (44.0) 0.75
Smoker® 10 (18.5) 7 (24.1) 3 (12.0) 0.31
Comorbidityb 15 (27.8) 9 (31.0) 6 (24.0) 0.57
Importedb 18 (33.3) 7 (24.1) 11 (44.0) 0.12
VST? 12.58 12.05 (5.32) 13.14 0.48
(5.01) (4.73)
LOS? 16.51 15.68 (6.36) 17.38 0.36
(6.00) (5.63)

VST, viral shedding time; LOS, length of hospital stay; TTS, time of
treatment start.
2Mean (SD);. °n (%).

the patients were hospitalized within 48 h (n =29, 53.7%).
The mean VST and LOS were 12.58 + 5.01 days and 16.51 +
6.00 days, respectively. The differences between groups
(TTS within 24 h vs over 24 h) were not significant.

After adjusted for age, sex, smoking status, comor-
bidity, and epidemiological trace, the TTS was not asso-
ciated with either VST (incident rate ratio [IRR] = 1.09;
95% CI = 0.91-1.30; p = 0.33) or LOS (IRR = 1.10; 95% CI =
0.94-1.28; p = 0.23; Table 2). Similar results of the null
effect were found in the sensitivity analysis (Table 3).

4 Discussion

In this retrospective study, the time interval from the
symptom presented to the therapy started was categori-
zed as a factor that may potentially affect the prognosis
of COVID-19 cases. The assumption of improved out-
comes by early initiated treatment was tested in multiple
models. With a cohort of 54 moderate COVID-19 cases

VST LOS
IRR p value 95% Cl IRR p value 95% ClI
TTS 1.09 0.33 0.91-1.30 1.10 0.23 0.94-1.28
Age 1.01 <0.01 1.01-1.02 1.01 <0.01 1.01-1.02
Female 1.12 0.24 0.93-1.34 1.20 0.13 1.02-1.41
Import 0.74 <0.001 0.61-0.91 0.73 <0.01 0.61-0.87
Smoke 1.24 0.17 0.91-1.67 1.1 0.471 0.84-1.46
Comorbidity 0.99 0.96 0.79-1.26 0.94 0.55 0.76-1.16

TTS, time of treatment start; LOS, length of hospital stay; VST, viral shedding time; IRR, incident rate ratio; Cl, confidence interval.
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Table 3: Sensitivity analysis

2019 Novel coronavirus pneumonia =— 771

VST LOoS
IRR p value 95% ClI IRR p value 95% ClI
TTS in original continuous format 1.01 0.51 0.97-1.05 1.02 0.18 0.99-1.06
TTS within 24 h vs over 24 h 1.04 0.65 0.87-1.25 1.09 0.32 0.92-1.27
TTS within 72 h vs over 72 h 0.90 0.34 0.72-1.11 0.94 0.53 0.78-1.14

TTS, time of treatment start; LOS, length of hospital stay; VST, viral shedding time; IRR, incident rate ratio; Cl, confidence interval.

treated with the triple combination of IFN a-2b, lopinavir,
and umifenovir, we did not find enough evidence to support
a vital role of the timing of treatment in the development of
the disease. Sensitivity analyses were also performed and
resulted in a similar conclusion, indicating the robustness
of our finding.

The therapies applied in this study were widely used
to treat COVID-19 cases. During the early phase of this
pandemic, umifenovir was used to treat 67 patients with
COVID-19 in the epi-center, resulting in lower mortality
rates and higher discharge rates [7]. Despite limited evi-
dence, the decrease in serious adverse events suggested
that lopinavir might play a role in improving outcomes in
severe and critical COVID-19 cases [8]. In an exploratory
study of 77 hospitalized COVID-19 patients, treatment
with interferon significantly reduced the duration of
detectable virus in the upper respiratory tract, indicating
the efficacy of IFN-a2b as a therapy in COVID-19 cases [9].
The triple combination of these drugs was evaluated in a
multicenter, prospective, open-label, randomized trial
among mild and moderate COVID-19 patients, showing
a significantly shortened viral shedding duration com-
pared with the control group [10]. Combined with these
previous findings, our study suggested that while this
triple combination approach may have clinical efficacy
in moderate COVID-19 cases, it appears not to be time
sensitive.

Among our study population, the average LOS was
16.51 days, which was comparable to the early studies in
China but longer than the latter reports outside China
[11]. This location and timing-related difference may be
associated with the tracks of the evolution of the virus
and its geographic spread. Subtypes of SARS-CoV-2 were
identified with various clinical characteristics [12]. A
higher frequency of aggressive L type was found in the
epi-center, whereas the S type appears to be less aggres-
sive and more frequently seen in other areas. This dis-
parity in transmissibility and toxicity may contribute to
the difference in LOS. COVID-19-associated hypercoagul-
ability may induce thrombotic complications [13], which
could prolong the hospital stay. However, during the

hospitalization, the repeatedly performed cheat CT scan
did not reveal evidence of pulmonary embolization in our
study population. Other than the disease itself, local set-
tings could also affect the LOS. Given the local capacity
and relatively high efficiency in the healthcare system,
our patients were admitted in a much earlier stage during
the course of the disease (over half of the patients were
hospitalized within 48 h of the symptom started). How-
ever, the corresponding information in studies outside
China was rarely reported, which could have contributed
to the reports of comparison. The difference in govern-
ment-issued protocols for admission and discharge may
also lead to disparity in LOS.

There are several limitations to the current study.
First, COVID-19 cases may have atypical presentation
[14], which could delay the proper diagnosis and prolong
the LOS. However, our study population had typical
symptoms and were directly admitted from the outpatient
clinic. Second, by the nature of the single-arm study
design, it is difficult to draw a causal inference. The
applicability of the triple combination approach may
enrich the therapeutic strategy. Third, our finding was
based on moderate COVID-19 cases, which may not be
well fit for severe patients.
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