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Bufei huoxue capsules in the management of convalescent
COVID-19 infection: study protocol for a multicenter,
double-blind, and randomized controlled trial
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Abstract

Up to 30 May 2021, the cumulative number of patients diagnosed with corona virus disease-19 (COVID-19) globally has exceeded
170 million, with more than 152 million patients recovered from COVID-19. However, the long-term effect of the virus infection
on the human body’s function is unknown for convalescent patients. It was reported that about 63% of COVID-19 patients had
observable lung damage on CT scans after being released from the hospital. Bufei Huoxue (BFHX) capsules, including three active
ingredients of traditional Chinese herbal medicine, has been used clinically to prevent and treat pulmonary heart diseases with Qi
deficiency and blood stasis syndrome. Some small-scale clinical trials have found that BFHX can improve lung ventilation function,
reduce blood viscosity, and improve cardiopulmonary function. However, the efficacy and safety of BFHX in the treatment of the
recovery phase of COVID-19 are unknown. This study is a multicenter, double-blinded, randomized, controlled trial. Subjects with
convalescent COVID-19 were randomized (l:1) into either a BFHX or control group and observed for three months concomitant
with receiving routine treatment. The primary efficacy indicators are the evaluation results and changes of the St. George’s
Respiratory Questionnaire score, Fatigue Assessment Inventory, and 6-min walk distance. Based on the intention-to-treat prin-
ciple, all randomly assigned participants will be included in the statistical analysis. The last visit’s outcomes will be used as the final
outcomes for participants who prematurely withdraw from the trial. Per protocol set will pick up from the full analysis set for
analysis. Efficacy analysis will be performed on the intention-to-treat datasets and per-protocol datasets. This study and its
protocol were approved by the Ethics Committee of our University. Prior to participation, all subjects provided written informed
consent. Results will be disseminated at medical conferences and in journal publications. We aimed to determine the efficacy and
safety of BFHX for the treatment of the convalescent COVID-19 patients.
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increase, with 170,689,914 confirmed cases, 3,550,093
deaths, and 152,678,258 recovered individuals across 220
countries and territories and indirectly affecting even more
individuals through disruption of daily living.! It has been
reported that about 63% of discharged patients still show
lung damage on computed tomography (CT) scans six
months after the onset of disease.>* Emerging evidence sug-
gests that COVID-19 adversely affects different human
body systems. However, for these convalescent patients,
the long-term human body’s sequelae are yet unknown.
Therefore, this issue deserves more attention. Chinese pre-
vention and treatment guidelines recommend using tradi-
tional Chinese medicine for dialectical treatment for
convalescent COVID-19 patients currently.

Bufei huoxue (BFHX) capsules are composed of three
traditional Chinese medicines: astragalus, red peony, and
psoralen.* It is reported that the astragalus possesses func-
tions of strengthening the immune system, affecting inter-
feron, enhancing the body’s resistance to hypoxia and
stress, promoting body metabolism, improving heart func-
tion, lowering blood pressure, protecting the liver, regulat-
ing blood sugar, antibacterial and inhibiting virus,
hormone-like effect.”® Modern medical research shows
that astragalus contains various antibacterial active ingre-
dients and can enhance the human body’s immune func-
tion.”'® Thus, it can also be used to prevent the
occurrence of certain infectious diseases. Astragalus is also
effective in treating chronic appendicitis because it has the
effect of supporting toxins and muscle growth.'' Red peony
can significantly improve the microcirculation state of the
body, reduce the viscosity of serum and plasma, inhibit
ADP-induced platelet aggregation, prolong prothrombin
time, and activated partial thromboplastin time.'>'?
Psoralen can play well to strengthen the heart, realize the
expansion of the coronary arteries, and promote the
increasement of human blood flow.'*'® The polysacchar-
ides in the psoralen can also significantly enhance immuni-
ty.!” Thus, the combined use of these three Chinese
medicinal materials can improve lung function, microcircu-
lation, anti-infection, anti-endotoxin, immunity, resistance
to hypoxia, stress, and protect heart, lung, liver, and kidney
functions.'®2' However, it has not yet been reported
whether BFHX has a therapeutic effect on convalescent
COVID-19 patients. Therefore, we designed a three-
month, randomized, double-blinded, placebo-controlled
clinical trial to examine the efficacy and safety of BFHX
for the treatment of convalescent COVID-19 patients.

Methods

Study design

This study incorporated a multicenter, randomized, double-
blind, placebo-controlled clinical trial. It was developed
according  to the Standard  Protocol  Items:
Recommendations for Interventional Trials Statement

(SPIRIT; the SPIRIT checklist is shown in supplementary
file 1). Screening (Visit 0) is undertaken within two days
prior to enrollment to assess eligibility and collect baseline
data. Subjects who entered the primary screening were
assessed for lung function, and those meeting all criteria
will be randomly assigned (1:1) into the BFHX treatment
group or control group. Subjects in both groups can take
rehabilitation treatments such as oxygen inhalation, atomi-
zation inhalation, breathing training, exercise prescription,
etc. According to the actual situation, they recheck viral
nucleic acid at regular intervals relevant to Chinese govern-
ment regulations. Patients were followed up at month 1
(30 £+ 1 days) after randomization (Visit 1) and then fol-
lowed up every one month until the end of treatment at 3rd
month (90 £ 3 days). Data collected at Visit 0 included
demographics (name, sex, age), medical history, vital
signs, concomitant medications, laboratory, and auxiliary
examinations, scale scores, and adverse events.

Additionally, medical history, medications, laboratory
and auxiliary examinations, scale scores, and adverse
events will be collected at each visit. Additional items will
be evaluated at Visits 0 and 3. A schedule of assessments is
shown in Table 1.

Basic medical history contains current medical history
(symptoms and signs) and previous history.

Evaluation of cardiac and pulmonary function includes a
Quality of Life scale (QOL), 6-min walk distance (6MWD),
Fatigue Assessment Inventory (FAI); CRP: C-reactive
protein.

Sampling size

For patients with COVID-19 in the recovery period, assum-
ing the 6 MWD in the usual treatment group and combina-
tion with BFHX capsules of 411 and 461 m separately, we
estimated that the sample size should be 120 cases (60 cases
in each group) that has taken into account the drop-out rate
not exceeding 15% with PASS (Version 11.0.7).2*

Study procedure

Eligibility criteria. The selection of participants will be based
on the following inclusion and exclusion criteria.

Inclusion criteria.

1. Age >18 years old, male or female.

2. Patients who were diagnosed as COVID-19 according to
the “The Diagnosis and Treatment Scheme of COVID-19
(The 7 Trial Edition)”.

3. The condition meets the discharge standards stipulated in
“The Diagnosis and Treatment Scheme of COVID-19 (The
7" Trial Edition)” after treatment.

4. The syndrome differentiations are the deficiency of lung
and spleen Qi at the time of screening. According to the
diagnostic criteria of “The Diagnosis and Treatment
Scheme of COVID-19 (The 7" Trial Edition)”.
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Table I. Study schedule of assessments.

Visit cycle evaluation projects

Screening stage

Visit | Visit 2 Visit 3

Time-window

Inclusion and exclusion criteria
Informed consent

Basic condition

Basic medical history
Complication

Symptoms and signs

Blood routine test, urine routine
Liver, kidney function and CRP
Pregnancy tests (only for female)
Sera specific antibodies

Chest CT

TCM Syndrome Score
Evaluation of cardiopulmonary function (QOL, 6MWD, FAl)
Adverse events

Drug combination

Distribution of test drugs
Withdrawal of test drug

Day-2 to 0

Month | Month 2 Month 3

CRP: C-reactive protein; TCM: Traditional Chinese medicine; FAI: Fatigue Assessment Inventory; QOL: Quality of Life scale; 6MWD: 6-min walk distance; @:

required.

5. The patient or his/her guardian agrees to participate in
the study and provides written, informed consent for
participation.

Exclusion criteria.

1. Known or suspected allergy to the components of
BFHX.

Acute infections, along with other viruses or bacteria.
Abnormal liver and kidney function tests (ALT, AST,
SCr >1.5 times the upper limit of normal).

4. Participating in other drug clinical trials.

5. Pregnant and lactating women; or those who cannot take
effective contraceptive measures during the trial period.

2.
3.

6. Along with severe liver disease (such as liver tumors,
various types of hepatitis, etc.) or a history of drug-
induced liver injury or drugs that are currently used/
expected to use potential liver damage during the study
(immunosuppressive agents such as cyclosporine, tacroli-
mus, etc.; anti-tuberculosis drugs such as rifampicin, isoni-
azid, etc.; chemotherapy drugs such as cyclophosphamide,
methotrexate, azathioprine, etc. and patients with liver
damage restorative materials such as polygonum multiflo-
rum, tusanqi, Tripterygium wilfordii).

7. Any other circumstances under which the investigator
considers the patient to be unsuitable for participation in
the study.

Withdrawal criteria.

1. Subjects’ condition worsens or relapses during the
administration period, and other treatment measures
are required.

2. Subjects experience other complications or certain phys-
iological changes, and it is not suitable to continue the
trial during the clinical trial.

. It should not continue to be tested for severe adverse
events and some significant adverse events, etc.

. Subjects do not meet the inclusion criteria and are mis-
takenly included in the trial or meet the trial’s exclusion
criteria.

. Subjects having poor compliance with the dosing
regimen.

. Subjects are unwilling or impossible to continue the clin-
ical trial and ask the investigator to withdraw from the
trial.

. Subjects do not propose to withdraw from the trial but
no longer receive medication and testing and are lost to
follow-up.

8. Subjects with incomplete vital data that may affect the

statistical analysis.

Discontinuation criteria.

1. Subjects experiencing severe adverse reactions leading to
suspension or termination of treatment during the trial.

2. Subjects whose condition deteriorates during the trial or
subjects who withdraw consent or are unable to complete
the trial because of other circumstances.

3. The sponsor requests suspension (such as funding rea-

sons, management reasons, etc.).

4. Request to suspend the trial due to policy reasons.
5. Other circumstances that may cause the trial to be

suspended.

Recruitment and consent. The informed consent document
was presented to potentially eligible subjects to provide a



Table 2. Efficacy indicators.

Main efficacy indicators

Secondary efficacy measurements

Improvement of lung scan
6MWD

I. SGRQ

2. (1) Main syndrome in TCM (adynamia, dyspnea and anorexia)

(2) Minor syndrome in TCM (ventosity, nausea /vomit and diarrhea)
(3) Pale tongue and veins unapparent in TCM.

3. Improvement of each symptoms

4. Specific antibodies IgG of novel coronavirus in serum

IgG: immunoglobulin G; SGRQ: St. George’s Respiratory Questionnaire; 6MWD: 6-min walk distance.

comprehensive explanation of this study. Written consent
was then obtained. This was explained to subjects by inves-
tigators at the time of obtaining consent.

Interventions. Subjects satisfying all criteria will be assigned
(1:1) randomly into two groups as follows:

1. BFHX treatment group: BFHX 1.4 g three times daily
in addition to routine recovery therapy.

2. Control group: placebo 1.4 g three times daily in addi-
tion to routine recovery therapy.

The routine recovery therapy is rehabilitation treatments
such as oxygen inhalation, atomization inhalation, breathing
training, and exercise prescription according to the subjects’
actual situation. The virus nucleic acid should be reviewed at
regular intervals according to relevant national regulations.

Test period: continuous observation for 90 days. During
the baseline period, planned visits are conducted at the end
of one month, two months, and three months after
enrollment.

BFHX and placebo are uniformly manufactured by
Guangdong Leiyunshang Pharmaceutical Co., Ltd
(Yunfu, Guangdong Province, China), following the
People’s Republic of China’s instructions Pharmacopoeia,
which have an identical appearance and nearly similar
taste.* Routine therapy will not differ between the two
groups and will include rehabilitation treatments such as
oxygen inhalation, atomization inhalation, breathing train-
ing, exercise prescription, etc. Where subjects have previous-
ly received recovery therapy for the treatment of COVID-
19, the regimen will remain unchanged.

Randomization and blinding. A randomization scheme that
generates a list of 160-case randomization sequence utilizing
the stratified block randomization method by computer will
be implemented by an independent statistician, which guar-
antees that enrolled patients will be evenly allocated to the
BFHX group or the placebo group. Then, 60 participants in
each group will be randomly selected. Concealment of allo-
cation code relies on an opaque envelope. This trial requires
that all participants and researchers involved in drug distri-
bution, outcome evaluation, and data analysis are entirely
blinded to allocation. The occurrence of severe adverse
events or other unpredictable events allows unblinding
under the principal investigator’s (PI) permission.

Outcome measurements

Efficacy indicators. The primary efficacy indicators are CT
improvement rate of lung and the CT will be performed
within two days prior to enrollment and three months later
at the end of the clinical trial, FAI, and 6MWD. They will be
performed and recorded at each time point (Table 2).

Clinical deterioration is defined as the need to increase
medication or change the therapeutic regimen for the treat-
ment of COVID-19, particularly experiencing severe
adverse reactions leading to suspension or termination of
treatment during the trial; or hospitalization caused by
sequelae or relapse of COVID-19.

Other clinical symptoms and signs, biochemical indica-
tors, and imaging indicators are recorded (Table 2) for com-
prehensive prognostic evaluation and risk assessment.

Secondary efficacy measurements include the following
four indicators (Table 2):

(1) The evaluation results and changes of the St. George’s
Respiratory Questionnaire (SGRQ) score.

(2) According to the “Chinese Medicine Treatment” part
of The Diagnosis and Treatment Plan (The 7 Trial Edition)
and the “Recommendation on the Rehabilitation Guidance
of Traditional Chinese Medicine for Coronavirus Disease in
the Recovery Period (Trial)” summarized, the syndrome is
generally based on the deficiency of the syndrome compatible
with other symptoms.>*?* The syndrome is at least one pri-
mary symptom combined with secondary symptoms judged
by reference efficacy indicators (Table 2), and the symptoms
will be performed and recorded at each time point.

(3) Improvement of individual symptoms will be per-
formed and recorded at each time point.

(4) Serum new coronavirus specific antibody (IgG) will
be performed within two days prior to enrollment and three
months later at the end of the clinical trial.

Safety evaluation. Symptoms and signs, including the follow-
ing four indicators:

(1) Vital signs (body temperature, heart rate, breathing,
blood pressure) will be recorded at each visit.

(2) Laboratory tests will be performed within two days
prior to enrollment and three months later at the end of
clinical trial. They will include routine blood tests and uri-
nalysis, liver function, and renal function.



Pulmonary Circulation Volume Il Number3 | 5

(3) Adverse events will be assessed and recorded in the
case report form (CRF).

Evaluation of adverse events. Adverse events, including symp-
toms, signs, and physical or laboratory examination abnor-
malities, will be carefully evaluated. All adverse events must
be judged for their character, severity, and potential rela-
tionship to the study treatment. The correlation between
adverse events and study treatment is divided into four
levels: definite, probable, possible, and unrelated.

Treatment allocation. As the study is double-blinded, the par-
ticipant will be unaware of which treatment they receive;
those responsible for their care and evaluation (treating
team and research team) will not know the allocation or
coding of the treatment allocation. This blinding of the par-
ticipant will be achieved by identical packaging and labeling
of both the BFHX and matched placebo. A unique kit code
will identify each container of BFHX/placebo. Randomized
lists containing kit allocation will be computer-generated by
the safety statistician and sent to the research investigator,
who will produce the kits and allocation sequence. The
safety statistician will manage the kit codes in the kit logis-
tics application linked to the 24-h randomization system
and maintain the back-up kit-code lists for each site.

Data management and analysis. Data collection and monitor-
ing will be managed by a specialized data and safety mon-
itoring board (DSMB). The DSMB is a clinical research
expert committee composed of a statistician, a deputy
chief physician in the respiratory department, and a junior
Chinese medicine practitioner. They monitor the progress of
the clinical trial and review safety and effectiveness data
while the trial is ongoing. The DSMB will be free to inves-
tigate all participant information and has no prior compet-
itive interest with other members of the experimental group.
The project team members will collect and record the orig-
inal subject data by the case report forms (CRFs), including
a brief medical record, necessary information, treatment
records, pre- and post-treatment evaluation data, follow-
up data, adverse event records, etc. Any changes to these
paper-based data forms will not be allowed without the
investigation and authorization of the DSMB. Two team
members blinded to the allocation will be responsible for
logging information into a custom-designed and password-
protected database, electronic data capture (EDC). Our
data collection and management include CRF records and
the EDC system. CRF records will be reviewed and checked
weekly by the PIs. Electronic data collection and manage-
ment can be carried out by the EDC system, providing a
graphical user interface component for data entry, a valida-
tion component to check user data, and a reporting tool to
analyze the collected data.

Missing data in clinical trials are inevitable, but it can be
prevented as much as possible. Data management is the key

to ensure the quality of data. In the process of dealing with
missing data, we will choose different processing methods
according to the missing data mechanism from the judg-
ment of data managers. For example, the last observation
carried forward (LOCF), baseline observation carried for-
ward, and worsts observation carried forward will be used
to supplement the data. At the same time, it is necessary to
make a sensitivity analysis of the test results. If the results of
the sensitivity analysis are consistent with the results of the
original analysis, it can be considered that conclusion has
strong credibility; on the contrary, if there is a significant
difference between the sensitivity analysis results and the
initial analysis results, it is necessary to further analyze
the missing data to find the source of the difference.

Auditing. The PIs will schedule a weekly meeting with all the
study members to review eligibility of new participants
enrolled in the study, consent forms, all CRFs, all assess-
ment sheets filled during that week, adherence to trial inter-
ventions and policies, and reports of side effects. The PI will
double check the entered data in terms of completeness,
timeliness of entry, and correctness of the data. Random
checks will also be done.

Clinical data analysis

General considerations. Based on the intention-to-treat (ITT)
principle, all randomly assigned participants will be includ-
ed in the statistical analysis. The last visit’s outcomes will be
used as the final outcomes for participants who prematurely
withdraw from the trial. Per protocol set will pick up from
the full analysis set for analysis. Efficacy analysis will be
performed on the ITT datasets and per-protocol datasets.

Descriptive statistics, including counts and percentages,
means, and standard deviations, will be calculated for cat-
egorical outcomes and continuous outcomes, respectively.
LOCF will impute the missing primary outcomes. For con-
tinuous outcomes, the two-tailed Student’s t-test and
Wilcoxon—Mann—Whitney test are used to test for differ-
ences between the group for normally distributed variables
and non-normal distributed variables, respectively. Fisher’s
exact test is performed for categorical primary outcomes.
The center effect will be considered by the generalized
linear model. The significance level is 0.05 with the two-
sided test. We do not consider type I error correction due
to exploratory research. SAS version 9.4 (SAS Institute
Inc.) will be used for all analyses. LOCF will be used to
impute the missing primary outcomes. The methods that
will be used to handle missing data are described for each
analysis.

The methods that will be used to handle missing data are
described for each analysis. As this is a double-blind clinical
trial, statisticians will be blinded to group allocation
throughout the study until the database has been locked
and downloaded for final analysis. No one, including the
safety statistician, supervising study statistician, back-up



safety statistician, or authorized individuals, will have
access to the group allocations prior to the final analysis.

Frequency of analyses. Outcome data will be analyzed once
only at the final analysis, although statistical monitoring
of safety data will be conducted throughout the study and
reported at agreed intervals. The final analysis will take
place three months after the last patient is randomized.

Endpoint analysis. All analyses will be conducted using data
from the ITT, defined as all patients who undergo random-
ization regardless of non-compliance with the intervention.
The primary endpoint will also be analyzed in the per-
protocol population to determine whether the results are
sensitive to the exclusion of patients who violated the pro-
tocol (e.g., those who underwent randomization but were
subsequently found to be ineligible). Primary and secondary
analyses will be performed by a statistician who is unblinded
to treatment allocation. Outcome measures will be analyzed
by the Student’s t-test, Wilcoxon—Mann—Whitney test, and
Fisher’s exact test appropriate for the data type. Such anal-
yses will be adjusted for randomization minimization fac-
tors such as baseline values where applicable (such as age
and sex). Baseline characteristics will be summarized for
each randomized group.

Safety analyses. All patients who receive at least one dose of
trial treatment will be included in the safety analysis set. The
number of patients reporting a severe adverse event (up to
28 days after the last dose of medicine) and the details of all
serious adverse events will be reported for each treatment
group. The number of patients withdrawing from each
treatment arm will be summarized, along with the reasons
for withdrawal. The safety statistician will undertake all
safety analyses performed prior to the final analysis.

Subgroup analyses. No subgroup analysis is planned.

Adverse events. An adverse event is defined as any untoward
medical occurrence (including deterioration of a pre-existing
medical condition) in a patient who has been administered a
medicinal product; the event does not necessarily have a
causal relationship with this product. The occurrence of
adverse events will be recorded at Visits 1-3. At each visit,
the research nurse will complete the adverse event checklist
to determine whether the patient has experienced any
expected adverse events. Only the occurrence and corre-
sponding severity of adverse events will be recorded.

Patient and public involvement. Neither patients nor the public
is involved in this study, including the planning, execution,
analysis, and evaluation.

Confidentiality. All study related forms and information will
be stored at the study site, where they are stored in cabinets

that can only be accessed by study members. All electronic
databases will be password protected. Computers used
during this study will also be password protected.
Patients’ personal information will be collected only upon
recruitment and kept in the trial’s regulatory binder, which
will only be accessible via the PI upon valid request.

Access to data. The DSMB will have access to the data while
the study is in progress. At conclusion of the study, PI and
co-PI will have full access to the identified data.

Dissemination policy. All data and analysis will remain blinded
until main outcomes are published. The study results will be
communicated to the participants by email, letter by mail,
or a phone call by the PI.

We will submit a de-identified dataset to an appropriate
data archive after three years of study termination to share
our data with the surgical community.

Authorship

All authors should have contributed to this protocol rea-
sonable and meaningful edits that culminated with this final
protocol version. There is no intention to employ any pro-
fessional writers.

Discussion

The whole range of short- and long-term health effects asso-
ciated with COVID-19 include fatigue, shortness of breath,
cough, joint pain, chest pain, difficulty in thinking and con-
centration (sometimes referred to as “brain fog”), depres-
sion, muscle pain, headache, intermittent fever, and so
on.”* 3 To date, most doctors and researchers are focusing
on the treatment of critically COVID-19 patients and the
development of vaccines. Still, less attention has been paid
to the management and research of convalescent COVID-19
patients. However, there are numerous COVID-19 patients,
of which more than 152 million are in the recovery period
globally currently.! What is more, it is reported that 63% of
COVID-19 patients had impaired lung function and pulmo-
nary vessels.> Furthermore, we still know little about the
long-term effects and damage of the SARS-COV-2 virus
on humans. Therefore, it is necessary to perform some inter-
vention on these convalescent COVID-19 patients.
According to the experience in the treatment of COVID-
19, selecting TCM that can benefit and enhance immunity
for convalescent COVID-19 patients under TCM theory’s
guidance has been incorporated into Chinese rehabilitation
guidelines of COVID-19.>* BFHX is composed of three
main traditional Chinese medicine-astragalus, red peony
root and psoralen, whose main components include psora-
len, paeoniflorin, isopsoralen, verbasil glucoside, pentagal-
loyl glucose, verbasil isoflavones, tonic osteostatin.>' 3
Previous clinical studies have proved that BFHX has the
effects on inhibiting cough and asthma, improving lung
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function, pulmonary vascular hemodynamics, and the
degree of inflammatory injury of lung.'® It is reported
that the core compounds contained in BFHX could act on
targets such as IL6, MAPKS, PTGS2, PTGSI, and
NCOAZ2, and regulate multiple signal pathways, thereby
exerting a therapeutic effect on the recovery period of
COVID-19 through a network pharmacology research.*
Based upon our clinical experience and skills, we designed
a multicenter randomized, double-blinded, placebo-con-
trolled clinical trial to explore whether BFHX has a thera-
peutic effect on convalescent COVID-19 patients.

Before the COVID-19 vaccine is successfully developed
and widely vaccinated, it is meaningful to explore the pre-
vention and/or treatment strategies and clinical treatment of
the COVID-19, including the medical intervention pro-
grams during the recovery period, which may make a con-
tribution to save many lives and improve the quality of
patients’ life.*>> Therefore, this research has important impli-
cations. Moreover, Chinese patent medicine has the same
dosage form as chemical medicine, it is very convenient for
clinical application. Furthermore, the treatment has a fin-
gerprint map based on the main medicinal ingredients,
which guarantees the medicine quality’s stability and
brings convenience for later clinical promotion and applica-
tion.>!*® Thirdly, the evaluation of drugs for patients with
COVID-19 needs to be scientifically and rigorously evalu-
ated based on the existing efficacy evaluation system. This is
also why the RCT study with the high-level evidence-
based medical evidence was used in this study. Therefore,
when we explore research drugs for clinical use of convales-
cent COVID-19 patients, we should not consider too much
about the theoretical medical system on which these drugs
are based, but on whether the drug has actual therapeutic
efficacy after rigorous clinical research, which is also the
value of this research lies on. It may be hard to apply
TCM to treat COVID-19 patients in Western countries.
However, this work can at least raise researchers’
attention to the issue of COVID-19 patients in rehabilita-
tion period. With a foundation for the application of
TCM in some Asian countries, new therapeutic drugs
and regimens can be provided for COVID-19 patients
during the recovery period.>” We expect that this
clinical research can evaluate the efficacy and safety
of BFHX in the treatment of COVID-19 patients in the
recovery period.
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