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Abstract
Background: The aim of this study was to test Viusid and Asbrip as adjuvants

to the standard treatment of patients with COVID-19 disease which could
favor the recovery of the patients and reduce the hospitalization days. Design:
This is a randomized, open-label, controlled trial to determine the efficacy
and safety of Viusid and Asbrip in hospitalized patients with mild to moderate symptoms of COVID-19. Material and Methods: A total of 60 patients
with proven COVID-19 disease by PCR test were randomized in a 2:1 ratio.
In the active group 40 patients received oral doses of Viusid (30 ml TID) and
Asbrip (10 ml TID) plus standard treatment. The control group consisted of
20 patients receiving only standard treatment. The trial began with hospitalization, followed by home treatment for a total of 21 days. Four symptoms
were followed: fever, dyspnea, cough and fatigue, assessed by score 0 - 3: 0 =
well, 1 = mild, 2 = moderate, 3 = severe, with total sum, Composite Symptom
Score (CSS) from 0 to 12. Results: The 21 days diagram of CSS shows statistically better results of Viusid-Asbrip group vs. Control group from day 4 to
day 21. Time to semi-recovery in days, assessed by 50% of CSS, is better in
Viusid-Asbrip group vs. Control group (6.07 ± 2.77 vs. 8.35 ± 2.94, p = 0.02).
Time to recovery in days respectively is (14.05 ± 4.15 vs. 19.25 ± 2.12, p =
0.0001). And Hospitalization days are (9.05 ± 2.58 vs. 12.75 ± 4.44, p =
0.0003). Conclusion: This trial shows that adding of Viusid & Asbrip to the
treatment of COVID-19 can contribute to faster recovery of the patients, decreasing of the hospital stay and milder course of the disease.
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1. Introduction
Beginning of December 2019, a new infectious respiratory disease outbroke in
Wuhan City, Hubei Province in China. On 31 December 2019, the World Health
Organization (WHO)-China Country Office, was informed of cases of pneumonia of unknown etiology (unknown cause) detected in Wuhan City [1]. The responsible pathogen is a novel coronavirus, named severe acute respiratory syndrome coronavirus 2. WHO officially named this infectious disease coronavirus
disease 2019 (COVID-19) on 12 February 2020 [2]. Later, the International
Committee on Taxonomy of Viruses (ICTV) officially designated the virus as
SARS-CoV-2 based on phylogeny, taxonomy and established practice [3]. Currently, people all over the world have been affected by COVID-19, which is the
fifth pandemic after the 1918 flu pandemic [4]. Till the end of Feb. 2021, the infected people in the world reached 115,000,000 and 2,500,000 deaths were registered.
The virus SARS-CoV-2 passes through the mucous membranes of the nose
and larynx, enters the lungs through the airways and peripheral blood from the
lungs, causes viremia [5] and then attacks many organs that express the angiotensin-converting enzyme-2 (ACE2) receptors, present in the lungs, heart,
blood vessels, kidneys and gastrointestinal tract [6]. The SARS-CoV-2 recognizes
human ACE2 more efficiently increasing the ability to transmit from person to
person [7]. And ACE2 is a functional SARS-CoV receptor in vitro [8] and in vi-

vo [9]. Thus, the SARS-CoV-2 spike protein was predicted to also have a strong
binding affinity to human ACE2. It was demonstrated that overexpressing ACE2
from different species in HeLa cells allowed SARS-CoV-2 infection and replication, thereby directly showing that SARS-CoV-2 uses ACE2 as a cellular entry
receptor [10]. ACE2 tissue distribution in the lung and other organs could explain the multi-organ dysfunction observed in patients [11]. In summary, the
SARS-CoV-2 spike protein directly binds with the host cell surface ACE2 receptor facilitating virus entry and replication [6].
Due to the current epidemiological situation and the lack of a specific treatment protocol, different countries adhere to a different therapeutic approach.
However, there appear some specific basic guidelines for the treatment. These
include: antiviral, immunological, antibiotic, antithrombotic, booster therapy
and vaccines. For example the US NIH guideline: “COVID-19 Treatment
Guidelines”, addresses two broad categories of therapies currently used to treat
COVID-19: antiviral therapies and receiver modifiers, and therapies based on
immunity [12].
Many drugs were investigated as antiviral therapy: Chloroquine or Hydroxychloroquine with or without Azithromycin; Lopinavir/Ritonavir and Other
HIV Protease Inhibitors; Remdesivir; Ivermectin etc. But Remdesivir is the only
FDA-approved drug for the treatment of COVID-19 [12]. In addition to antiviral drugs, adjuvant therapies are also used for the treatment of patients with
COVID-19 for immune therapy and to prevent and treat the infection and its
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complications. An investigation found 38 Chinese drugs that are commonly
used in the respiratory diseases and docked them against two drug targets, ACE2
receptor and viral main protease, might be of value for clinical trials during a
2019-nCov outbreak [13]. Other study shows five natural compounds: baicalin,
scutellarin, hesperetin, nicotianamine and glycyrrhizin, that could have potential
anti-2019-nCoV effects with capacity for binding ACE2, which may subsequently prevent the 2019-nCoV infection [14].
Glycyrrhizin or Glcsyrrhizinic acid (GA) is natural compound with antiviral,
anti-inflammatory and immunomodulation properties. Different studies suggest
that GA intervenes in direct inactivation of virus-associated kinase P (SRC’s
family of kinases; SFK) and the reduction of the viral infectivity and replication
[15] [16] [17] [18]. Furthermore, GA disrupt raft lipidic, that is so interesting as
a new target for SARS-Cov-2 infection [19]. The anti-inflammatory and immunomodulation effect of GA is connected with regulation of macrophages, inhibiting pro-inflammatory cytokines and stimulating anti-inflammatory cytokines
[20]. GA downregulates the secretion of IL-1β, IL-3, IL-4, IL-5, IL-6, IL-12,
IL-13, eotaxin, and TNF-α expression, and increases IFN-γ, important to control
cytokine storms during viral diseases, especially for the management of patients
with COVID-19 disease in the current SARS-2 coronavirus pandemic [21].
Viusid is natural product containing Glycyrrhizinic acid, malic, ascorbic and
folic acids, glucosamine, arginine, glycine, calcium pantothenate, cyanocobalamine, zinc sulfate, pyridoxal. GA and the other important ingredients define Viusid’s antiviral, anti-inflammatory and immunomodulatory properties. Moreover, Viusid has shown that help to increase production of interferon gamma
[22]. Viusid showed its efficacy in many trials against hepatitis C virus [22],
cirrhosis [23], influenza virus [24], HPV [25]. Also Viusid has proved very high
anti-oxidant activity (11,587.95 μmol TE/ml) measured in Brunswick Laboratories [26]. In conclusion Viusid is appropriate agent as addition to the treatment
of the patients with mild and moderate COVID-19 disease. First report of application of Viusid clinical case of patient with atypical bilaterally viral pneumonia
with RT-PCR proven coronavirus have been presented, with 16 days hospitalization and after two negative RT-PCR tests the patient was discharged in improved
condition [27]. Clinical trial concluded use of Viusid was shown to be effective
in the patients confirmed as having COVID-19, based on the scientific evidence
of the benefits of each of its components. Given the safety of these treatments,
they can be used in people of all ages within the established pharmacological
dosing limits [28].
Asbrip is the second agent of the trial, natural compound based on eucalypt
oil, malic acid, ascorbic acid and fumaric acid, cough syrup with faster broncholytic and expectorant аction. Clinical trial assessed efficacy of the combination
Asbrip + Viusid in the patients with chronic pharyngitis, with 95.7% efficacy and
no side effects [29].
A clinical trial was completed in Ecuador with Asbrip and Viusid in mild and
moderate pre-hospitalized COVID-19 patients. Preliminary results showed good
DOI: 10.4236/aid.2021.112017

173

Advances in Infectious Diseases

P. Petrov et al.

recovery and shortened in-hospital stays with adjuvant protocol [30]. It seems
that the combination Viusid + Asbrip can be applied as addition to the treatment of COVID-19 patients. Of course more trials have to confirm efficacy and
safety of the products.

2. Material and Methods
Patients and study design: This is a two-arm, open-label, controlled, randomized, two-center clinical trial to determine the efficacy and safety of Viusid and
Asbrip in hospitalized patients with mild to moderate symptoms of Covid-19
respiratory disease caused by SARS CoV-2 virus. The trial was performed in two
hospitals in Plovdiv, Bulgaria, in the period Dec 2020-Feb 2021. The patients
have proven coronavirus disease with a positive PCR test. A total of 60 patients
were randomized in a 2:1 ratio in this study. In the active group 40 patients were
assigned to receive Viusid and Asbrip, plus standard treatment. The control
group consisted of 20 patients receiving only standard treatment. Treatment duration is 21 days and covers hospitalization and subsequent home treatment.

Inclusion Criteria:
1) Male or female adults aged ≥ 18 years at the time of enrollment.
2) Subjects with mild-to-moderate symptoms of respiratory illness caused by
coronavirus 2019 infection as defined below:
Mild (uncomplicated) Illness:
-

Diagnosed with COVID-19 by a standardized RT-PCR assay and

-

Mild symptoms, such as fever, rhinorrhea, mild cough, sore throat, malaise,
headache, muscle pain, or malaise, but with no shortness of breath and

-

No signs of a more serious lower airway disease and
RR < 20, HR < 90, oxygen saturation (pulse oximetry) > 93% on room air
Moderate Illness:

-

Diagnosed with COVID-19 by a standardized RT-PCR assay and

-

In addition to symptoms above, more significant lower respiratory symptoms, including shortness of breath (at rest or with exertion) or

-

Signs of moderate pneumonia, including RR ≥ 20 but <30, HR ≥ 90 but less
than 125, oxygen saturation (pulse oximetry) > 93% on room air and

-

If available, lung infiltrates based on X-ray or CT scan < 50% present.
3) Clinically normal resting 12-lead ECG at screening visit or, if abnormal,

considered not clinically significant by the Principal Investigator.

Exclusion Criteria:
1) Subjects showing signs of acute respiratory distress syndrome (ARDS) or
respiratory failure necessitating mechanical ventilation at the time of screening.
2) History of severe chronic respiratory disease and requirement for long-term
oxygen therapy.
3) Subjects showing signs of clinical jaundice at the time of screening.
4) History of moderate and severe liver disease (Child-Pugh score > 12).
5) Subjects requiring Renal Replacement Therapy (RRT) at the time of screenDOI: 10.4236/aid.2021.112017

174

Advances in Infectious Diseases

P. Petrov et al.

ing.
6) History of uncontrolled diabetes.
7) History of severe chronic kidney disease or requiring dialysis.
8) Any uncontrolled active systemic infection requiring admission to an intensive care unit (ICU); Note: Subjects infected with chronic hepatitis B virus or
hepatitis C virus will be eligible for the study if they have no signs of hepatic decompensation.
9) Patients with malignant tumor, or other serious systemic diseases.
10) Patients who are participating in other clinical trials.
11) Patients who have a history of allergic reactions attributed to compounds
of similar chemical or biologic composition to Viusid or Asbrip are not eligible.
Note: Empirical antibiotic treatment for secondary bacterial infections is allowed during the study.
Group treatments:
Viusid-Asbrip group: Each patient receives oral doses of Viusid, 30 ml and
Asbrip, 10 ml every 8 hours, for 21 days. Standard care of the hospital was given
to the patients, based on the clinical condition of each patient. After discharge,
patients continue to take Viusid and Asbrip till day 21.
Control group: The patients in this group received only standard care consistent with the clinical condition of each patient, for 21 days.
The standard care of the hospital: Based on the next list, depending from the
clinical condition of each patient:
1) antibiotic treatment (ceftriaxon, levofloxacin, cefoperazone);
2) symptomatic fever treatment (paracetamol, metamizole);
3) oxygen therapy in case of Sat. < 90%;
4) dexamethazone in case of T > 38˚C;
5) 0.9% sodium chloride infusion;
6) vitamins C, D, B complex;
7) anticoagulant treatment (fraxiparin, dabigatran, apixaban);
8) statins-rouzvastatin.

3. Outcome Measures
3.1. Primary Outcome Measures
Clinical Improvement: Assessed by change in symptom scores. The symptom
scores included: [everyday assessment, up to 21 days].
1) Fever Score (temperature in ˚C) based on a scale 0 - 3: 0 < 36.7; 1 = 36.7 37.8; 2 = 37.8 - 38.9; 3 > 38.9.
2) Cough Score on a scale 0 - 3: 0 = no cough, 1 = mild, 2 = moderate, 3 = severe.
3) Dyspnea Score based on a scale 0 - 3: 0 = no dyspnea, 1 = with moderate
intensity exercise, 2 = with walking on flat surface, 3 = with getting dressed or
daily activities.
4) Fatigue Score on a 0 - 3 scale: 0 = no fatigue, 1 = mild fatigue, 2 = moderate
DOI: 10.4236/aid.2021.112017
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fatigue, 3 = severe fatigue.

Composite symptom score (CSS): The sum of mentioned four symptom
scores, assessed every day up to 21 days. It ranges from 0 to 12.
Time to semi-recovery: Determined by the number of days required to reach a
50 percent reduction in CSS.

3.2. Coprimary Outcome Measures
Symptom resolution: The number of days required to reach average symptom
score < 0.25. It is for each one of four symptom category mentioned before, separately. We suppose that the value 0.25 must be defined by the average results of
every four patients less than [1, 0, 0, 0], on each symptom.

Time to recovery: The number of days required to reach average CSS < 1. The
value 1 is defined by the average result of every four patients with symptom
scores 0.25.

3.3. Secondary Outcome Measures
Cumulative assessment of disease severity: Disease severity will be measured
using a disease severity clinical event scale. Change from baseline in the patient’s
health status on an ordinal scale of 7 categories: [time frame: 21 days].
1) Death.
2) Hospitalized, with invasive mechanical ventilation or extracorporeal membrane oxygenation (ECMO).
3) Hospitalized, with non-invasive ventilation or high-flow oxygen devices.
4) Hospitalized, requiring supplemental oxygen.
5) Hospitalized, which does not require supplemental oxygen.
6) Not hospitalized, limitation of activities.
7) Not hospitalized, without limitations in activities.

Duration in days of: SARS-CoV-2 PCR positivity, hospitalization stay; mechanical ventilation supply; of oxygen use and Mortality rate.

Blood analysis parameters: Blood analysis is performed on hospitalization and
discharging days.
The parameters of the study are filled every day on the individual patient
cards -Questionnaire on symptomatology associated with COVID-19, at the visit
of the patients.

4. Statistical Analysis
Data was processed by using patient data files. Parametric data was represented
by mean values, normally distributed. Results were assessed by mean score for
each day for each symptom for both groups for 21 days. Two tailed z-test was
performed to determine whether the means of the two groups are different.
P-values less than 0.05 were considered significant with confidence interval of
95%. All statistical analyses were performed using SPSS 22 software (SPSS, Chicago, IL, USA).
DOI: 10.4236/aid.2021.112017
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5. Results
5.1. Patients Characteristics
Mean age of the recruited patients was 61.7 ± 14.9 year with range 40 to 89 years.
Mean age of Viusid-Asbrip group was 60 ± 14.1 years, while mean age of
Control group was 64.9 ± 16.2 years (p = 0.25). In both groups, the average
post-infection day for starting therapy was approximately late 7 days. The disease severity measured in first day of hospitalization is equal for both group: Viusid-Asbrip group, CSS = 8.38 ± 1.88, Control group, CSS = 8.50 ± 1.57 (p =
0.79), see Table 1.

5.2. Primary Outcome Measures
Clinical Improvement as assessed by change in each symptom score: Investigated four symptom scores show much better results for Viusid-Asbrip group
in all symptom diagrams, see Figure 1. The difference is significant (p < 0.05)
between next days; Cough: day 7 - day 18; Dyspnea: day 11 - day 15; Fatigue:
day 6, and day 10 - day 21; Fever: N.S., with best difference in days 4 - 6 and 13
- 15.
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Figure 1. Evolution of COVID-19 Symptom Scores of Viusid-Asbrip group and Control
group over 21 days of follow-up. (a) Evolution of fever Score (temperature in ˚C) based
on a scale 0 - 3: 0 < 36.7; 1 = 36.7 - 37.8; 2 = 37.8 - 38.9; 3 > 38.9; (b) Fatigue Score on a 0 3 scale: 0 = no fatigue, 1 = mild fatigue, 2 = moderate fatigue, 3 = severe fatigue; (c)
Cough Score on a scale 0 - 3: 0 = no cough, 1 = mild, 2 = moderate, 3 = severe; (d) Dyspnea Score based on a scale 0 - 3: 0 = no dyspnea, 1 = with moderate intensity exercise, 2 =
with walking on flat surface, 3 = with getting dressed or daily activities. P-values < 0.05
were considered significant with confidence interval of 95%.
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Table 1. Demographics characteristics of the patients in both groups.
Outcome parameter

Viusid-Asbrip
n = 40

Control
n = 20

P value

Mean age

60 ± 14.1

64.9 ± 16.2

NS

Men/Woman

15/25

12/8

-

Disease severity – CSS

8.38 ± 1.88

8.50 ± 1.57

NS

Mild/moderate disease

3/37

5/15

-

P-values < 0.05 were considered significant with confidence interval of 95%.

Symptom resolution time: Symptom resolution time (SRT) is defined by the
number of days required to reach average value of each symptom score less than
0.25. In Table 2 SRT score shows much better results of Viusid-Asbrip group
compare with Control group for all 4 symptoms.

Composite Symptom Score: The diagram of CSS showed the regression of the
disease of both groups, Figure 2. The significantly lower results in favor of Viusid-Asbrip group are in whole diapason between day 4 and day 21 (p < 0.05).

Time to semi-recovery: Time to semi-recovery is defined by the number of
days required to reach a 50% reduction in the Composite Symptom Score. Table
2 shows better results of Viusid-Asbrip group vs Control group (6.07 ± 2.77 vs.
8.35 ± 2.94, p = 0.02).

Time to recovery: Time to recovery is defined by the number of days required
to reach Composite Symptom Score less than 1.00 value. Table 2 shows better
results of Viusid-Asbrip group vs. Control group (14.05 ± 4.15 vs. 19.25 ± 2.12, p
= 0.0001).

5.3. Secondary Outcome Measures
Most often complication of both groups were pneumonia and respiratory failure
(respiratory system); rhythm and conduction disorders, abnormalities in blood
pressure (circulatory system); transient ischemic disorders, polyneuropathy
(nervous system); strong increase of the liver enzyme ALAT which is due to the
infectious disease and medications intake (blood analysis).

Hospitalization days: Average number of Hospitalization days of Viusid-Asbrip
group are less than Control group (9.05 ± 2.58 vs. 12.75 ± 4.44, p = 0.0003, Table
2).

Oxigen use days: Average number of Oxigen use days of Viusid-Asbrip group
are less than Control group (4.73 ± 1.56 vs. 8.09 ± 4.66, p = 0.02, Table 2).

Blood analysis parameters: Blood analysis was done on the base / hospitalization day and on the discharging day. Because of different hospital stay is difficult
to evaluate results. Nevertheless, both groups are improving their blood analysis
parameters with non-significant difference. Most relevant parameters related with
COVID-19 complications are represented in Figure 3: Fibrinogen (a), D-Dimer
(b), Erythrocyte Sedimentation rate (ESR; c) and Total Bilirubin (d).
DOI: 10.4236/aid.2021.112017
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Fibrinogen and D-dimer, which levels are significantly elevated in patients
with deep venous thrombosis, pulmonary embolism, disseminated intravascular coagulation [31], complications which are seriously endanger the life of
COVID-19 patients. The increment of ESR and TBIL is also associated with severe coronavirus disease 2019 [32] [33]. Diagrams of these four parameters show
no significant differences for Viusid-Asbrip versus Control group. Focus on the
normal range, better levels were observed of Viusid and Asbrip group on the
discharging day in comparison with control group, that presented a tendency to
increase the levels of these two parameters. D-Dimer and ESR show a diminution and normalization of ranges in Viusid-Asbrip group and an increment in
control group.
Table 2. Parameters of the study outcomes of Viusid-Asbrip and Control groups.
Viusid-Asbrip
days

Control
days

P value

1. Fever

8

10

-

Outcome parameter
Symptom Resolution Time:
2. Cough

14

19

-

3. Dispnea

11

18

-

4. Fatigue

16

21

-

Time to semirecovery

6.07 ± 2.77

8.35 ± 2.94

0.02

Time to recovery

14.05 ± 4.15

19.25 ± 2.12

0.0001

Hospitalization days

9.05 ± 2.58

12.75 ± 4.44

0.0003

Oxigen use days

4.73 ± 1.56

8.09 ± 4.66

0.02

P-values < 0.05 were considered significant with confidence interval of 95%.

p < 0.05

Composite Symptom Score

9
8
7
6
5
4
3
2
1
0
0

3

6

9

12

15

18

21

Time (days)
Viusid + Asbrip

Control

Figure 2. Evolution of Composite Symptom Score of Viusid-Asbrip and Control
groups for 21 days follow-up. The sum of fever, fatigue, cough and dyspnea
COVID-19 related symptom scores, assessed every day up to 21 days: ranges from 0
to 12. P-values < 0.05 were considered significant with confidence interval of 95%.
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Figure 3. Evolution of biomarkers related with the COVID-19 complications on hospitalization day and on discharging day in Viusid-Asbrip group vs Control group. (a) Fibrinogen levels measured at basal hospitalization time and at discharge time for Viusid-Asbrip group versus Control group; (b) D-Dimer count measured at basal hospitalization time and at discharge time for Viusid-Asbrip group versus Control group; (c) Erythrocyte Sedimentation Rate levels measured at basal hospitalization time and at discharge
time for Viusid-Asbrip group versus Control group; (d) Total Bilirubin count measured
at basal hospitalization time and at discharge time for Viusid-Asbrip group versus Control group. The normal range of Fibrinogen, D-Dimer, ESR and TBIL is represented with
red lines (2.0 to 4.0 g/L; 0.0 to 0.5 mg/L; 0 to 30 mm/h; 1.71 to 20.5 respectively). The
ranges of normal values may vary slightly between different laboratories.

6. Safety
Some published trials showed that Viusid was well tolerated, and only minor
transient adverse events such as nausea and diarrhea were reported [22] [23].
Other trial concluded that Viusid tolerability was excellent, and no severe adverse event was reported [34]. The present trial states some side effects, which
are more exactly the symptoms of the disease, because they are available since
the first day. The trial reported for some frequent side effects in both groups:
palpitations, tachycardia, and dizziness, available for average 8 days; insomnia
and nervousness, available for average 12 days. The results of the study showed
that the Viusid and Asbrip intervention products were safe since they did not
show significant alteration in biochemical laboratory parameters (hematic biometry, liver enzimes, renal function, metabolic parameters), or adverse effects, in
DOI: 10.4236/aid.2021.112017
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trial patients undergoing treatment. In conclusion Viusid and Asbrip are safe
products, well tolerated and do not cause side effects.

7. Discussion
Modern advanced medicine has proved powerless against the new coronavirus
SARS-CoV-2. Healthcare professionals felt an urgent need to find effective
treatment for their patients. In some countries, there has been chaos in the selection of medicines and natural products for the treatment of patients with
COVID-19, with various variants and combinations being tried, mostly with low
effect. Of course, vaccines have high hopes for solving the problem of the coronacrisis. But at the moment we have millions of patients infected with the coronavirus who need to be cured.
In a randomized clinical trial, we evaluated the effect of the natural products
Viusid and Asbrip in mild to moderate COVID-19 patients. The results of Viusid-Asbrip group compared to control group shows that it can help to favors the
recovery of the COVID-19 patients and reduced the hospital stay. The adjuvance
of Viusid and Asbrip showed better results compared with the standard clinical
approach alone, most of them significantly: average Symptom Resolution time is
shorter with 28%; Time for Semi-recovery is shorter with 27.3% (P = 0.02); Time
for Recovery is shorter with 27% (P = 0.0001); Hospitalization days are less with
29% (P = 0.0003); Days for oxigen use are less with 41.5% (P = 0.02). No side effects were noted and mortality is missing. It should be noted that there is some
difference in percent of decreasing the hospital stay of Viusid-Asbrip group vs
control group in our trial, compare with Ecuador trial, 29% vs. 50% [27]. This is
due to the differences in the study design of both trials, concerning to the basic
condition of the patients.

8. Conclusion
The products Viusid and Asbrip can be added to the standard treatment of
COVID-19 disease and can contribute to faster recovery of the patients, decreasing of the hospital stay and milder course of the disease, with good safety
and tolerability. Due to the small sample size, it is necessary to conduct other
trials with more patients to confirm the results.
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