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Abstract: Chinese medicine (CM) was extensively used to treat COVID-19 in China. We aimed
toevaluate the real-world effectiveness of add-on semi-individualized CM during the outbreak.
A retrospective cohort of 1788 adult confirmed COVID-19 patients were recruited from
2235 consecutive linked records retrieved from five hospitals in Wuhan during 15 January to
13 March 2020. The mortality of add-on semi-individualized CM users and non-users was
compared by inverse probability weighted hazard ratio (HR) and by propensity score match-
ing. Change of biomarkers was compared between groups, and the frequency of CMs used
was analyzed. Subgroup analysis was performed to stratify disease severity and dose of
CM exposure. The crude mortality was 3.8% in the semi-individualized CM user group and
17.0% among the non-users. Add-on CM was associated with a mortality reduction of 58%
(HR =0.42, 95% CI: 0.23 to 0.77, p = 0.005) among all COVID-19 cases and 66% (HR =
0.34,95% CI: 0.15 t0 0.76, p = 0.009) among severe/critical COVID-19 cases demonstrating
dose-dependent response, after inversely weighted with propensity score. The result was
robust in various stratified, weighted, matched, adjusted and sensitivity analyses. Severe/
critical patients that received add-on CM had a trend of stabilized D-dimer level after 3—7
days of admission when compared to baseline. Immunomodulating and anti-asthmatic CMs
were most used. Add-on semi-individualized CM was associated with significantly reduced
mortality, especially among severe/critical cases. Chinese medicine could be considered as
an add-on regimen for trial use.

Keywords: Coronavirus Disease 2019; COVID-19; Integrative Medicine; Chinese Medicine;
Cohort; Effectiveness; Mortality.
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Introduction

By 30 December 2020, Coronavirus disease 2019 (COVID-19) had infected 81.4 million
people, and the death tolls reached 1.78 million (GitHub, 2020). The current strategy
against COVID-19 focuses on non-pharmacological public health interventions, trial treat-
ment with licensed drugs and development of new therapies and vaccines (Chan et al.,
2020b; Jackson et al., 2020; Li and De Clercq, 2020). Social distancing was shown effec-
tive in reducing the transmission of COVID-19 (Chu et al., 2020). Although remdesivir
(Beigel et al., 2020) and cocktail interferon/ribavirin therapy (Hung et al., 2020) have
demonstrated a trend of shortened clinical course, their reduction in mortality was modest,
and the efficacy varied across different populations (Beigel et al., 2020; WHO Solidar-
ity Trial Consortium, 2020). Preliminary results from the RECOVERY trial added dexa-
methasone to the toolbox for patients receiving invasive mechanical ventilation with 36%
reduction in mortality (The RECOVERY Collaborative Group, 2020). Nevertheless, more
interventions that are licensed and readily available for repurposing are needed to provide
timely therapeutic options in different clinical settings to prepare for the subsequent waves
while we are waiting for vaccines to become widely accessible.

Chinese medicine (CM) has been extensively used in China during the COVID-19
outbreak in the form of proprietary and semi-individualized prescribed CMs (Chan
et al., 2020b; National Health Comission et al., 2020; Shu ez al., 2020). Recent network
pharmacology and previous in vitro studies showed that many of the CMs listed in the
Chinese national guideline of COVID-19 management (Guideline) (National Health
Comission et al., 2020) have antiviral, anti-inflammatory and immunomodulating effects
with good affinity to angiotensin-converting enzyme 2 (ACE2) receptor and coronavirus
3CL hydrolase that could prevent cytokine storm (Ren et al., 2020; Runfeng et al., 2020;
Zhong et al., 2020). A recent randomized controlled trial (RCT) of a licensed proprietary
CM (Lian-hua-qging-wen Capsule) demonstrated shorter clinical recovery time, higher
lung recovery rate, and lower progression rate from mild to severe cases among COVID-19
patients (Hu et al., 2020). Another RCT using two add-on proprietary CMs also reported
an 85.6% (1.6% vs. 11.1%) relative risk reduction of severity progression in COVID-19
patients (Xiao et al., 2020).

In addition to proprietary CMs, COVID-19 patients in China were also treated with
semi-individualized CM formulations, which were prescribed according to patients’ sever-
ity and key symptoms based on the guideline (Table S6). A recent meta-analysis on existing
clinical trials of prescribed CMs showed that add-on CMs could improve clinical recov-
ery, shorten length of hospital stay, and alleviate symptoms, although the methodological
quality of the included trials was generally unsatisfactory and of small scale (Xiong et al.,
2020). The CMs used in the guideline mainly formed by three classical CM formulations
that is composed of 17 herbal CMs (Table S6). The majority of the CMs recommended are
licenced and commercially available in standardized granule form globally. Nevertheless,
the effectiveness of semi-individualized CM in real-world setting remains uncharacterized.

We aimed to evaluate the real-world effectiveness of add-on semi-individualized CM
based on the registry data from Wuhan and identify the CMs that were frequently used.
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Methods
Study Design

Retrospective cohort study on the registry of five hospitals in Wuhan. The flow of data
extraction is summarized in Fig. 1.

Setting

We collected data from five hospitals in Wuhan, namely Hubei Provincial Hospital of
Traditional Chinese Medicine (n = 325), Wuhan Huangpi District Hospital of Traditional
Chinese Medicine (n = 529), Hubei 672 Orthopaedics Hospital of Integrated Chinese &
Western Medicine (n = 378), Wuhan Hospital of Traditional Chinese Medicine (n = 273),
and Wuhan Hospital of Traditional Chinese and Western Medicine (n =730). The electronic
medical records of all admitted adult COVID-19 patients (n = 2235) at any point during

2235 RT-PCR-confirmed COVID-19 cases
during the study period

Excluded:
10 were aged below 18
11 hospitalised for less than 2 days Excluded:
298 were still hospitalised
128 were transferred

1788 adult confirmed COVID-19 cases with clear

prognosis included in primary analysis
(80 deceased/1708 discharged)

1694 with add-on Chinese medicine 94 without add-on Chinese medicine

Inverse probability weighting analysis,

propensity score matched analysis,
Cox regression analysis

Figure 1. Flow of data extraction. Electronic medical record of all admitted adult COVID-19 patients at any
point during hospitalization from five hospitals were retrieved with extraction—transformation—loading tool to
integrate and normalize data from different operational sources, followed by clinicians’ validation. 1788 (80%) of
all cases satisfied inclusion/exclusion criteria and were included.
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hospitalization from 15 January to 13 March 2020 were retrieved. Follow-ups continued
through 18 March 2020. We included all patients (1) aged 18 or above, (2) with confirmed
COVID-19 diagnosis by positive reverse transcription polymerase chain reaction (RT-PCR)
assay result of nasopharyngeal or oropharyngeal swab and (3) hospitalized for at least
two days in the analysis. Patients were further stratified into mild and severe/critical cases
(severe cases were defined as respiratory rate >30 breaths/min, oxygen saturation = < 93%
or PaO2/FiO2 ratio = < 300 mmHg. Critical cases were defined as including > =1 of the
following criteria: shock; respiratory failure requiring mechanical ventilation; combination
with other organ failures; and admission to intensive care unit) for subgroup analysis.

Semi-individualized CM was prescribed by physicians based on patients’ clinical
presentation individually according to the recommendation of the guideline and their pro-
fessional judgement. The prescription pattern was analysed.

Data Collection

Prior to the outbreak of COVID-19, we developed a clinical data warehouse that used clinical
reference information model and physical data model to manage the various information enti-
ties and their relationships in complex clinical data involving both conventional and Chinese
medicine (Zhou et al., 2010). The platform incorporated data integration, pre-processing and
data analysis components to process and explore the various clinical relationships.

We obtained data from the five hospitals and transferred them to the clinical data ware-
house. This warehouse contains all the clinical data available on all inpatient and outpatient
visits of the five hospitals, including patient demographics, consultation notes, laboratory/
radiological investigations, pharmacy records and discharge status. We did not manually
extract data from the electronic medical record, except for the definition of case severity.
Case severity was defined by two researchers (Z. Shu, K. Chang) independently according
to the predefined criteria listed in the guideline. Dissonance was resolved by discussion.
All data were validated by at least two researchers independently and a physician (Z. Shu).

Semi-Individualized Chinese Medicine Exposure and Dose-Response Effect

Patients were defined as semi-individualized CM users if they had received any prescribed
CMs that were not in a fixed dose and form at any point during hospitalization. To assess
the dose-response effect, we further stratified patients into three subgroups of different
prescription-to-hospitalization duration (P:H) ratio (< 0.6, 0.6 < = P:H < 0.8, > = 0.8).
A P:H ratio of 1 refers to full use of semi-individualized CM throughout the hospitalization
period, and a P:H ratio of O refers to a semi-individualized CM non-user. The P:H ratio pro-
vided a 3-level gradient of exposure for the assessment of dose-response. Study baseline
was defined as the point of ward admission.

Endpoint

The primary endpoint was the time from study baseline to death. Kaplan—-Meier curve and
hazard ratio (HR) of Cox regression models were reported. We analyzed all patients with defi-
nite clinical outcomes of either death or discharged (n = 1788), to ensure outcome accuracy.
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Statistical Analysis

Patients without a primary end-point event had their data censored on 22 March 2020.
Missing values were handled by multiple imputation. We performed bivariate correlation
analyses to examine the associations among baseline characteristics. Propensity score
methods were used to adjust for potential confounders to account for the non-randomized
allocation of semi-individualized CM treatment. The individual propensities for receiving
semi-individualized CM treatment were estimated with a multivariable logistic-regression
model that included the same set of covariates as the Cox regression model, except for
chronic kidney disease and biomarkers due to the small strata size. Associations between
semi-individualized CM use and death were subsequently estimated by multivariable Cox
regression models with propensity score methods. Primary propensity score analysis was
based on inverse probability weighting. In the inverse-probability-weighted analysis, the
predicted probabilities from the propensity score model were used to calculate the stabi-
lized inverse-probability-weighting weight. In the propensity score matching analysis, the
nearest-neighbor method was applied to create a 1:1 matched control sample.

Cox proportional-hazards regression models were also used to estimate the association
between the use of semi-individualized CM and death as a secondary analysis. We used
a multivariable Cox regression model to adjust demographic factors (age, gender, history
of hypertension, diabetes, coronary artery disease, chronic kidney disease) and labora-
tory tests (C-reactive protein and lymphocyte count). The differences in the change of key
biomarkers at 3—7 days from baseline (0-2 days) after hospitalization were compared by
Mann—Whitney U test between groups. The prescription pattern of CMs was analyzed by
the frequency of utilization of each CM used among patients.

Assessment on Severity-Stratified Effect

Disease severity was stratified into mild and severe/critical groups in the subgroup analysis to
assess effect modification and minimize the risk of selection bias due to the imbalance in disease
severity between groups. The demographics of the stratified groups were analyzed. Sensitivity
analysis was performed with different definitions of CM exposure, including both at least 30%
and 60% P:H ratio, respectively. Statistical analyses were performed with R (version 4.0.0).

Results
Cohort Characteristics

A total of 2235 consecutive confirmed COVID-19 patients were admitted to the five hos-
pitals during 15 January and 13 March 2020. 1788 patients (80%) were included in the
analysis (Fig. 1). Ten pediatric patients, 11 patients hospitalized for less than two days, and
426 patients with unclear prognosis (298 still hospitalized at censoring and 128 transferred
to other hospital) were excluded. 1694 patients (94.7%) used semi-individualized CM.

In the unmatched cohort, semi-individualized CM users were younger, had a lower level
of neutrophil count, alkaline phosphatase, and urea, and had a higher level of serum albumin
(Table 1). 1409/1694 (83.2%) of the semi-individualized CM users and 62/94 (66.0%) of the
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non-users were mild cases. Demographics of mild and severe/critical subgroups are summa-
rized in Table S1. After stratifying the disease severity, demographics of semi-individualized
CM users and non-users were comparable in both mild and severe/critical subgroups.

During the observation period (median: 20 days), the crude mortality among all cases
was 4.5% (80/1788). There were 64 deaths (3.8%) in the semi-individualized CM group
and 16 deaths (17.0%) among the non-semi-individualized CM users. The median dura-
tion of semi-individualized CM use was 20 days. 318, 315 and 1061 of CM users had a
prescription-to-hospitalization duration ratio of <0.6, 0.6< = P:H<0.8 and > = 0.8, respec-
tively. 93/94 of the non-CM users were included in the propensity score analysis and 1:1
matched. The distribution of propensity scores between groups in the matched cohort was
comparable (Fig. S2). The baseline characteristics between groups were balanced by pro-
pensity score matching (Table 1, Fig. S3). The odds ratio of receiving individualized CM
of each factor in the propensity score model is summarized in Table S3. In the severity
subgroup analyses, 62/62 (mild) and 31/32 (severe/critical) of the standard care cases were
matched with semi-individualized CM users.

Primary Clinical Outcomes

The Kaplan—Meier survival curves of all cases and severe/critical cases of both unmatched,
and propensity score-matched cohorts are shown in Fig. 2. The absolute risk reduction by
add-on semi-individualised CM was 13.2% (3.8% vs. 17.0%). From the inverse probability
weighted analysis with propensity scores, the hazard ratio of mortality was 0.42 (95% CI:
0.23 t0 0.77, p = 0.005), 0.73 (95% CI: 0.09 to 5.77, p = 0.763), 0.34 (95% CI: 0.15 to 0.76,
p =0.009) among all, mild and severe/critical cases, respectively (Tables 2 and S4). Propen-
sity score matched analysis provided comparable results. The stratified HR of mortality with
prescription-to-hospitalization duration ratio of <0.6, 0.6< = P:H<0.8 and > = 0.8 were 0.67,
0.61 and 0.23, respectively, demonstrating a dose-dependent response (Fig. 2, Table 2).

In the multivariable Cox regression model adjusting age, gender, history of hypertension,
diabetes, coronary artery disease, chronic kidney disease and levels of C-reactive protein
and lymphocyte count (Table S2), the adjusted HR of mortality was 0.27 (95% CI: 0.15
to 0.48, p < 0.001), 0.82 (95% CI: 0.07 to 9.43, p = 0.87), 0.32 (95% CI: 0.17 to 0.60, p <
0.001) among all, mild and severe/critical cases, respectively (Table 2). In the sensitivity
analysis, the result remained robust when the definition of individualized CM exposure was
changed to either at least 30% or 60% of the individual hospitalized duration (Table S5).

Change in Key Biomarkers

Patients that received add-on CM had a trend of greater C-reactive protein and lactate dehy-
drogenase reduction after 3—7 days of admission when compared to baseline (0-2 days),
though not statistically significant. The levels of serum creatinine, alanine aminotransfer-
ase and alkaline phosphatase were comparable between groups, except that severe/critical
patients with CM exposure had a trend of less increased D-dimer compared to non-users
(Fig. S1).
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Figure 2. Survival of COVID-19 patients. The Kaplan—Meier survival curves with 95% confidence intervals of
all COVID-19 patients with add-on semi-individualized Chinese medicine (exposed) and non-user (unexposed).
P:H refers to prescription-to-hospitalization duration ratio, P:H = 0 refers to unexposed group, P:H > 0 refers to
exposed group. The exposure was further divided into less than 60% (0 < P:H < 0.6), 60% to 80% (0.6 < = P:H
< 0.8), and over 80% (0.8 < = P:H < = 1) prescription of Chinese medicine during hospitalization as subgroup
analysis. The survival was significantly better with add-on Chinese medicine when compared to non-user, in both
unmatched (adjHR = 0.42, 95% CI: 0.23 to 0.77) and propensity score matched cohort (HR = 0.23, 95%CI: 0.06
to 0.68).
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Prescription Frequency of Individual Chinese Medicines

Prescription frequency of CMs is summarized in Table 3. Rhizoma Pinelliae (ban-xia)
(Wagner et al., 2011), Poria (fu-ling) (Rios, 2011; Sun, 2014), Armeniacae Semen
Amarum (xing-ren) (Do et al., 2006), Agastache Rugosa (huo-xiang) (Zielinska et al.,
2014), Pericarpium Citri Reticulatae (chen-pi) (Shi et al., 2009; Yu et al., 2018), Lico-
rice (gan-cao) (Wang et al., 2015), Radix Scutellariae (huang-qin) (Wang et al., 2018),
Rhizoma Atractylodis Macrocephalae (bai-zhu) (Gu et al., 2019), Herba Ephedrae
(ma-huang) (Wei et al., 2019) and Bupleurum Chinense Dc. (chai-hu) (Law et al., 2014)
were most used. These CMs were recommended by the guideline for patients presented
with clinical subtype 4 (mild) and 5 (severe) (Table S6). The symptom-based indications
for subtype 4 were: mild/no fever, cough with little sputum, malaise, chest tightness,
abdominal distention, and loose stool, and that of subtype 5 were: fever, cough with little
yellowish/sticky sputum or hemoptysis, malaise, dyspnea, anorexia, poor appetite, and
unsmooth defecation.

Discussion

We analyzed 1788 consecutive confirmed COVID-19 cases with definite prognosis from
five hospitals in Wuhan to determine the real-world effectiveness of add-on semi-individu-
alized CM. Our analyzes showed that add-on CM was associated with significant mortality
reduction.

Existing Evidence

The prescription of CM is mainly guided by symptom-based diagnosis, and therefore,
CM treatment strategy was formulated promptly for COVID-19 since the early stage of
outbreak, when the virology understanding of SARS-CoV-2 was inadequate (Chan et al.,
2020a). Nevertheless, the clinical effectiveness of the CM treatments requires evalua-
tion with empirical evidence. A RCT showed that Lian-hua-qing-wen Capsule, a propri-
etary CM used extensively in China for various infectious diseases, shortened the clinical
recovery time, improved lung recovery, and reduced the progression from mild to severe
cases among COVID-19 patients (Hu et al., 2020). Another RCT using two add-on propri-
etary CMs highly comparable to the CMs used in our cohort also reported an 85.6% (1.6%
vs. 11.1%) risk reduction of progression to severe presentation in COVID-19 patients
(Xiao et al., 2020). Meta-analysis on existing clinical trials of prescribed CMs showed
that add-on prescribed CMs may shorten hospital stay, improve clinical recovery and
alleviate symptoms (Xiong et al., 2020). These effects could be explained by the antiviral,
antibacterial, anti-inflammatory, immunomodulating and anti-asthmatic effect in many
of the CMs used which was previously documented in vitro and in vivo (Do et al., 2006;
Rios, 2011; Shi et al., 2009; Sun, 2014; Wagner et al., 2011; Wang et al., 2018; Yu et al.,
2018; Zhong et al., 2020).
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Justification of Methodology

To encounter the non-randomized allocation of semi-individualized CM in this retrospec-
tive cohort, key known epidemiological (age, gender, history of diabetes, hypertension,
coronary artery disease) and disease severity that were reported to correlate with prognosis
were used to calculate the propensity score. Both inverse probability analysis and propen-
sity score matching cohort analysis were presented. Since the strata of non-CM users were
small, the matching on chronic kidney disease and biomarkers were unsatisfactory. Labo-
ratory risk factors (C-reactive protein and lymphocyte count) and chronic kidney disease
were therefore further adjusted in the multivariable Cox regression model as a secondary
analysis, replacing disease severity. We further assessed the change of key biomarkers to
explore the mechanism of effect and the potential adverse effects associated with the use
of CM.

Underlying Reason, Handling and Outcome Assessment of the Small
Unexposed Stratum

Due to the strong advocacy of using integrative medicine for COVID-19 management in
China based on preliminary evidence (Chan et al., 2020b), the strata of non-CM users
were small. We believe that disease severity (16.8% vs. 34.0% severe/critical cases among
CM-user vs. non-user group) and refusal to use CM as trial treatment in the earlier stage
were the two main reasons of being non-CM users (Yang, 2020). To minimize the potential
selection bias arise from the difference in severity, we stratified the analysis to assess the
effect of CM among patients with different severity. After stratification, the demographics
were well-balanced in both mild and severity/critical subgroups (Table S1). In addition, we
matched disease severity in the propensity score matching cohort and adjusted demograph-
ics, comorbidities and biomarkers in the multivariable Cox regression model. Demograph-
ics were well-balanced in the matched cohort (Table 1, Fig. S3). Lastly, we performed a
sensitivity analysis to increase the stratum size of the unexposed group for analysis. The
result was robust.

External and Internal Validity

CM has been heavily used in China during the COVID-19 outbreak (Chan et al., 2020b;
National Health Comission et al., 2020) as demonstrated by the utilization rate (94.7%)
in our cohort. The overall mortality of our cohort was 4.5%, which was comparable to the
reported national figure (GitHub, 2020). The high mortality (17.0%) of the non-CM users
was mainly due to (1) the higher percentage of severe/critical cases among non-CM users
(34.0%) and (2) overall high basal mortality in Wuhan as an epicentre early in the outbreak.

To counteract the effect of the difference in severity ratio, we stratified, weighted,
matched and adjusted the disease severity in our analyses. In the stratified and matched
analyses, the demographics between CM-user and non-user groups were comparable.
For the high basal mortality, the mortality of the non-CM user group was comparable
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to the reports from Wuhan during the early phase when medical resources were severely
overloaded by sharp influx of symptomatic cases. Admission to the hospital was delayed,
and CM was not fully utilized. The high mortality of the severe/critical non-CM users
in our cohort (46.9%) was comparable with the recent findings from the RECOVERY
trial (41.4%) (The RECOVERY Collaborative Group, 2020). The slightly higher rate of
mortality in both mild and severe/critical cases for stratified analysis was likely due to the
small size of strata. Therefore, we combined mild and severe/critical cases for the primary
adjusted analysis and supplemented sensitivity analyses to further increase the stratum
size for comparison. Although the case-fatality rate varied across different regions, partly
related to the screening policy and capacity, the crude mortality of our cohort (4.5%) was
substantially lower than majority of the regions (10.4—14.3%) with simultaneous outbreak
where CM was not commonly used (Chan et al., 2020b; GitHub, 2020).

From the prescription analysis, the prescription pattern reconciled with other reports
from Wuhan (Luo et al., 2020a; Wang et al., 2020a). The corresponding symptom-based
indications included mild/no fever, dry cough or with little/yellowish/sticky sputum, mal-
aise, chest tightness, dyspnea, poor appetite, abdominal distention, unsmooth defecation
and loose stool, all of which were widely reported as the common presentations among
COVID-19 patients (Chan et al., 2020b; Mao et al., 2020a, 2020b; Menni et al., 2020;
Wang et al., 2020b). Therefore, evidence generated from this cohort has considerable gen-
eralizability to other settings.

Dose-Response Effectiveness and Minimal Potential Adverse Effect

From the primary analysis, the mortality rates and hazard ratios were significantly lower
with add-on semi-individualized CM using multiple sensitivity analyses and different sta-
tistical methods adjusting key confounders. The effect of CM was more profound among
severe/critical patients when compared to mild patients, likely due to the relatively low mor-
tality in mild cases. Nevertheless. the response demonstrated a dose-dependent relationship
pointing to causality between the use of semi-individualized CM and mortality reduction.

Further analysis on the key biomarkers showed that COVID-19 patients had a trend
of slightly greater reduction in C-reactive protein and lactate dehydrogenase levels after
receiving add-on semi-individualized CM, although not reaching statistical signifi-
cance. This is consistent with the latest evidence from a case-series of critical patients
receiving the Xuebijing injection, a key proprietary CM used in critical COVID-19
patients (Ma er al., 2020), and gave rise to the hypothesis that these CMs are mild but
multi-targeted and may act on multiple immunomodulating pathways to prevent cyto-
kine storm (Zhong et al., 2020). Although related biomarkers including TNF-a, IFNYy,
MCP-1 and interleukins were unavailable as they were not routinely investigated for
clinical purposes, we observed stabilized D-dimer levels in severe/critical cases which
supported this hypothesis.

Our analysis also showed that the potential hepatotoxicity and nephrotoxicity were
minimal, as the rate of elevated alanine aminotransferase, alkaline phosphatase and serum
creatinine were lower than reports from other cohorts of COVID-19 patients (19-22.5%
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with deranged liver function) (Mao et al., 2020b; Yip et al., 2020) and antiviral trials
(17% with deranged liver function) (Hung et al., 2020) related to the use of antivirals,
interferons, corticosteroids and tocilizumab (Yip et al., 2020).

Plausible Mechanisms and Related Report in SARS

From previous molecular docking and network pharmacology analyses, the affinity of the
compounds from these CMs to ACE1 (with glyasperin F), ACE2 (with isorhamnetin, ane-
masaponin C and medicocarpin) and coronavirus 3CL hydrolase (with quercetin, luteolin,
and naringenin) are strong. Pathway analyses showed that these CMs could act on key
immunological (T cell receptor, Toll-like receptor) and inflammatory (TNF, PI3K-Akt)
signaling pathways to prevent disease progression (Hong et al., 2020; Ren et al., 2020; Ruan
et al., 2020). On top of the shared anti-oxidant properties, three main categories of mecha-
nism were identified: anti-infection (antiviral/antibacterial), immune-related (immunomod-
ulating/anti-inflammatory) and symptomatic (anti-asthmatic) (Table 3). The top prescribed
CMs, including Rhizoma Pinelliae (Wagner et al., 2011), Armeniacae Semen Amarum (Do
et al., 2006) and Poria (Rios, 2011; Sun, 2014), were immunomodulating drugs with an
anti-asthmatic effect, followed by a batch of anti-infection CMs. Noteworthy, the broad
and strong antiviral and antimicrobial effects of Agastache Rugosa (Zielinska et al., 2014),
Radix Scutellariae (Wang et al., 2018), Cortex Magnoliae Officinalis (Amblard et al., 2006)
and Fructus Tsaoko (Dai et al., 2016) were previously documented. This supported the use
of multiple CMs with orchestrated effect as cocktail therapy.

During SARS outbreak in 2013, CMs was also used substantially in China. In a report of
World Health Organisation, use of CM was associated with symptom alleviation, resolving
lung inflammation, stabilizing blood oxygen level and reducing the use of steroid and anti-
virals (and the potential associated adverse events) in SARS management (World Health
Organisation, 2004). Besides, similar formulations (Herba Ephedrae, Armeniacae Semen
Amarum, Gypsum Fibrosum and Licorice) to the CMs used in COVID-19 had been shown
to reduce fever duration in the previous HIN1 outbreak (Wang et al., 2011) and were used
as preventive strategy of SARS and HIN1 (Luo et al., 2020b).

Implication to Research — Potential for Drug Repurposing

An important research area to follow up is the automation of clinical data collection to
repurpose existing drugs for emerging infectious diseases (Pushpakom et al., 2019). New
drug development is almost impossible for a novel infectious disease due to the long
research and development cycle. The vaccine would also take at least 12 months from
research to marketing even with expedited process. The identification and evaluation of
existing licensed medications for secondary application offer a more responsive strategy
from a clinical perspective.

Parallel to the molecular approach adopted by the ReFRAME Collection (Riva
et al., 2020), we have previously established a platform for drug repurposing through a
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phenotype-gene-drug network for CMs (https://www.symmap.org/) (Wu et al., 2019). CMs
have an advantage for drug repositioning screening, as their use is based on symptom-based
diagnosis, requiring much less understanding on the virology and pathophysiology for
molecular docking. This is possible, as symptoms reflect whole-system pathophysiological
response and clusters of protein interaction (Zhou et al., 2018, 2014). CM may not only
target the pathogens but also modulate the whole-system innate immunity (Schijns and
Lavelle, 2020), as reflected by the dominance of immune-related CMs used in our cohort.
The same strategy with cocktail treatment composed of corticosteroids with anti-asthmatic
effect and antivirals could be explored as potential intervention in clinical trials of conven-
tional medicine for COVID-19.

Strengths and Limitations

This is a real-world study evaluating the effectiveness of add-on semi-individualized CM
with a representative cohort. We demonstrated dose-response relationship of add-on CM
by stratifying the P:H ratio among CM users as an assessment of causality. Besides, we
performed multiple stratified, weighted, matched and adjusted analysis to ascertain the
robustness of the result. We also analyzed the change of biomarkers and prescription con-
tent, and reviewed the biological plausibility of effect. Coherent findings using similar
CMs on COVID-19 from RCTs of smaller scale were reported recently.

This study has several limitations. First, as an observational study with no randomiza-
tion, unknown confounding factors that were not adjusted or matched may lead to bias in
the study results. Also, we did not attempt to perform further analysis to single herb level,
as CM is mainly used as formulations in practice. We hypothesized that a combination
of these CMs concerted to target multiple pathways (Zhong et al., 2020). Therefore, we
adopted an efficacy-driven approach (Tang, 2006) in the analysis in view of the urgency,
following an earlier detail review on possible mechanisms of these CMs (Zhong et al.,
2020). Further pharmacological research may identify a better optimized dosage. Lastly,
since CM has been used extensively in China, the strata of unexposed group were small.
Nevertheless, our results demonstrated a dose-dependent relationship between the use of
CM and mortality in both the adjusted Cox regression model and propensity score matched
cohort. The results were robust when tested with different definitions of semi-individu-
alized CM exposure with increased size of the unexposed strata. Risk of bias from these
limitations was minimized and is unlikely to change the conclusion seeing the magnitude
of effect after a series of stratified, dose-response and sensitivity analyses.

Conclusion

Add-on semi-individualized Chinese medicine was associated with significant mortality
reduction, in particular for severe/critical patients. Plausible mechanisms included the anti-
viral, anti-inflammatory, immunomodulating and anti-asthmatic effect previously docu-
mented. Chinese medicine could be considered as an add-on regimen for trial in view of
the limited therapeutic options.



Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

562 Z.SHU et al.
Acknowledgments

We thank the frontline medical staffs for the unconditional support and service during the
outbreak. We specially thank Prof. Jin-ling Tang for the useful discussions and sugges-
tions. This work is partially supported by the National Key Research and Development
Program (2017YFC1703506 and 2020YFC0841600) and Beijing Natural Science Foun-
dation Project (M21012).

References

Amblard, F., D. Delinsky, J.L. Arbiser and R.F. Schinazi. Facile purification of honokiol and its
antiviral and cytotoxic properties. J. Med. Chem. 49: 3426-3427, 2006.

Beigel, J.H., K.M. Tomashek, L.E. Dodd, A.K. Mehta, B.S. Zingman, A.C. Kalil, E. Hohmann, H.Y.
Chu, A. Luetkemeyer, S. Kline, D. Lopez de Castilla, R.W. Finberg, K. Dierberg, V. Tapson,
L. Hsieh, T.F. Patterson, R. Paredes, D.A. Sweeney, W.R. Short, G. Touloumi, D.C. Lye, N.
Ohmagari, M.D. Oh, G.M. Ruiz-Palacios, T. Benfield, G. Fitkenheuer, M.G. Kortepeter, R.L.
Atmar, C.B. Creech, J. Lundgren, A.G. Babiker, S. Pett, J.D. Neaton, T.H. Burgess, T. Bonnett,
M. Green, M. Makowski, A. Osinusi, S. Nayak and H.C. Lane. Remdesivir for the treatment of
Covid-19 — preliminary report. N. Engl. J. Med. 383: 1813-1826, 2020.

Chan, K.H., P.-w. Lee, C.Y. Chan, K.B.H. Lam and P.-1. Ho. Monitoring respiratory infections in
Covid-19 epidemics. Br. Med. J. 369: m1628, 2020a.

Chan, K.W., V. Wong Taam and S.C. Tang. COVID-19: An update on the epidemiological, clinical,
preventive and therapeutic evidence and guidelines of integrative Chinese—Western medicine for
the management of 2019 Novel Coronavirus Disease. Am. J. Chin. Med. 48: 737-762, 2020b.

Chu, D.K., E.A. Akl, S. Duda, K. Solo, S. Yaacoub, H.J. Schiinemann, D.K. Chu, E.A. AKkl,
A. El-harakeh, A. Bognanni, T. Lotfi, M. Loeb, A. Hajizadeh, A. Bak, A. Izcovich, C.A.
Cuello-Garcia, C. Chen, D.J. Harris, E. Borowiack, F. Chamseddine, F. Schiinemann, G.P.
Morgano, G.E.U. Muti Schiinemann, G. Chen, H. Zhao, I. Neumann, J. Chan, J. Khabsa,
L. Hneiny, L. Harrison, M. Smith, N. Rizk, P. Giorgi Rossi, P. AbiHanna, R. El-khoury, R.
Stalteri, T. Baldeh, T. Piggott, Y. Zhang, Z. Saad, A. Khamis, M. Reinap, S. Duda, K. Solo,
S. Yaacoub and H.J. Schiinemann. Physical distancing, face masks, and eye protection to pre-
vent person-to-person transmission of SARS-CoV-2 and COVID-19: A systematic review and
meta-analysis. Lancet 395: 1973-1987, 2020.

Dai, M., C. Peng and F. Sun. Anti-infectious efficacy of essential oil from Caoguo (Fructus Tsaoko).
J. Tradit. Chin. Med. 36: 799-804, 2016.

Do, J.S., J.K. Hwang, H.J. Seo, W.H. Woo and S.Y. Nam. Antiasthmatic activity and selective inhi-
bition of type 2 helper T cell response by aqueous extract of semen armeniacae amarum.
Immunopharmacol. Immunotoxicol. 28: 213-225, 2006.

GitHub. 2019 novel coronavirus COVID-19 (2019-nCoV) data repository by Johns Hopkins CSSE.
USA, 2020.

Gu, S., L. Li, H. Huang, B. Wang and T. Zhang. Antitumor, antiviral, and anti-inflammatory efficacy
of essential oils from Atractylodes macrocephala Koidz. produced with different processing
methods. Molecules 24: 2956, 2019.

Hong, Z., X. Duan, S. Wu, Y. Yanfang and H. Wu. Network pharmacology integrated molecular
docking reveals the anti-COVID-19 mechanism of Qing-Fei-Da-Yuan Granules. Nat. Prod.
Commun. 15, 2020, doi:10.1177/1934578X20934219.

Hu, K., W.J. Guan, Y. Bi, W. Zhang, L. Li, B. Zhang, Q. Liu, Y. Song, X. Li, Z. Duan, Q. Zheng,
Z. Yang, J. Liang, M. Han, L. Ruan, C. Wu, Y. Zhang, Z.H. Jia and N.S. Zhong. Efficacy and
safety of Lianhuagingwen Capsules, a repurposed Chinese herb, in patients with Coronavirus



Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

CHINESE MEDICINE FOR CORONAVIRUS DISEASE 2019 563

disease 2019: A multicenter, prospective, randomized controlled trial. Phytomedicine 153242,
2020, doi:10.1016/j.phymed.2020.153242.

Hung, LF,, K.C. Lung, E.Y. Tso, R. Liu, T.W. Chung, M.Y. Chu, Y.Y. Ng, J. Lo, J. Chan, A.R. Tam,
H.P. Shum, V. Chan, A.K. Wu, K.M. Sin, W.S. Leung, W.L. Law, D.C. Lung, S. Sin, P. Yeung,
C.C.Yip, R.R. Zhang, A.Y. Fung, E.Y. Yan, K.H. Leung, J.D. Ip, A.W. Chu, W.M. Chan, A.C.
Ng, R. Lee, K. Fung, A. Yeung, T.C. Wu, J.W. Chan, W.W. Yan, W.M. Chan, J.F. Chan, A.K.
Lie, O.T. Tsang, V.C. Cheng, T.L. Que, C.S. Lau, K.H. Chan, K.K. To and K.Y. Yuen. Triple
combination of interferon beta-1b, lopinavir-ritonavir, and ribavirin in the treatment of patients
admitted to hospital with COVID-19: An open-label, randomised, phase 2 trial. Lancet 395:
1695-1704, 2020.

Jackson, L.A., E.J. Anderson, N.G. Rouphael, P.C. Roberts, M. Makhene, R.N. Coler, M.P.
McCullough, J.D. Chappell, M.R. Denison, L.J. Stevens, A.J. Pruijssers, A. McDermott, B.
Flach, N.A. Doria-Rose, K.S. Corbett, K.M. Morabito, S. O’Dell, S.D. Schmidt, P.A. Swan-
son, M. Padilla, J.R. Mascola, K.M. Neuzil, H. Bennett, W. Sun, E. Peters, M. Makowski,
J. Albert, K. Cross, W. Buchanan, R. Pikaart-Tautges, J.E. Ledgerwood, B.S. Graham and
J.H. Beigel. An mRNA vaccine against SARS-CoV-2 — preliminary report. N. Engl. J. Med.
383: 1920-1931, 2020.

Law, B.Y., J.F. Mo and V.K. Wong. Autophagic effects of Chaihu (dried roots of Bupleurum Chinense
DC or Bupleurum scorzoneraefolium WILD). Chin. Med. 9: 21, 2014.

Li, G. and E. De Clercq. Therapeutic options for the 2019 novel coronavirus (2019-nCoV). Nat. Rev.
Drug Discov. 19: 149-150, 2020.

Luo, E., D. Zhang, H. Luo, B. Liu, K. Zhao, Y. Zhao, Y. Bian and Y. Wang. Treatment efficacy analy-
sis of traditional Chinese medicine for novel coronavirus pneumonia (COVID-19): an empiri-
cal study from Wuhan, Hubei Province, China. Chin. Med. 15: 34, 2020a.

Luo, H., Q.L. Tang, Y.X. Shang, S.B. Liang, M. Yang, N. Robinson and J.P. Liu. Can Chinese med-
icine be used for prevention of corona virus disease 2019 (COVID-19)? A review of histor-
ical classics, research evidence and current prevention programs. Chin. J. Integr. Med. 26:
243-250, 2020b.

Ma, Q., M. Qiu, H. Zhou, J. Chen, X. Yang, Z. Deng, L. Chen, J. Zhou, Y. Liao, Q. Chen, Q. Zheng,
L. Cai, L. Shen and Z. Yang. The study on the treatment of Xuebijing injection (XBJ) in adults
with severe or critical Corona Virus Disease 2019 and the inhibitory effect of XBJ against
SARS-CoV-2. Pharmacol. Res. 160: 105073, 2020.

Mao, B., Y. Liu, Y.H. Chai, X.Y. Jin, H.W. Lu, J.W. Yang, X.W. Gao, X.L. Song, H. Bao, A. Wang,
W.C. Gu, L. Zhao, J.P. Pan, F. Li, T.F. Zhang, Y.C. Qian, C.L. Du, W. Ding, C.L. Tu, D.J. Chu,
C. Li, L. Ye, Y. Luo, C.X. Zheng, R.H. Yu, Z.M. Qiu, H.F. Cao, J.W. Ren, J.Y. Zhao, C.H.
Wang, HZ. Lu, J. Li, Y. Hu, S. Liang, Z.J. Jie, J. M. Qu and J.F. Xu. Assessing risk factors for
SARS-CoV-2 infection in patients presenting with symptoms in Shanghai, China: A multi-
centre, observational cohort study. Lancet Digit. Health 2: ¢323-e330, 2020a.

Mao, R., Y. Qiu, J.-S. He, J.-Y. Tan, X.-H. Li, J. Liang, J. Shen, L.-R. Zhu, Y. Chen, M. lacucci,
S.C. Ng, S. Ghosh and M.-H. Chen. Manifestations and prognosis of gastrointestinal and
liver involvement in patients with COVID-19: A systematic review and meta-analysis. Lancet
Gastroenterol. Hepatol. 5: 667-678, 2020b.

Menni, C., A.M. Valdes, M.B. Freidin, C.H. Sudre, L.H. Nguyen, D.A. Drew, S. Ganesh, T. Var-
savsky, M.J. Cardoso, J.S. El-Sayed Moustafa, A. Visconti, P. Hysi, R.C.E. Bowyer, M.
Mangino, M. Falchi, J. Wolf, S. Ourselin, A.T. Chan, C.J. Steves and T.D. Spector. Real-
time tracking of self-reported symptoms to predict potential COVID-19. Nat. Med. 26:
1037-1040, 2020.

National Health Comission and National Administration of Traditional Chinese Medicine. Diagnosis
and treatment of pneumonia caused by new coronavirus (trial version 8). National Health
Comission, National Administration of Traditional Chinese Medicine, Beijing, 2020.



Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

564 Z.SHU et al.

Pushpakom, S., F. Iorio, P.A. Eyers, K.J. Escott, S. Hopper, A. Wells, A. Doig, T. Guilliams, J.
Latimer, C. McNamee, A. Norris, P. Sanseau, D. Cavalla and M. Pirmohamed. Drug repur-
posing: Progress, challenges and recommendations. Nat. Rev. Drug. Discov. 18: 41-58, 2019.

Ren, X., X.X. Shao, X.X. Li, X.H. Jia, T. Song, W.Y. Zhou, P. Wang, Y. Li, X.L. Wang, Q.H. Cui,
PJ. Qiu, Y.G. Zhao, X.B. Li, EC. Zhang, Z.Y. Li, Y. Zhong, Z.G. Wang and X.J. Fu. Identi-
fying potential treatments of COVID-19 from Traditional Chinese Medicine (TCM) by using
a data-driven approach. J. Ethnopharmacol. 258: 112932, 2020.

Rios, J.L. Chemical constituents and pharmacological properties of Poria cocos. Planta Med. 77:
681-691, 2011.

Riva, L., S. Yuan, X. Yin, L. Martin-Sancho, N. Matsunaga, S. Burgstaller-Muehlbacher, L. Pache,
P.P. De Jesus, M.V. Hull, M. Chang, J.F.-W. Chan, J. Cao, V.K.-M. Poon, K. Herbert, T.-T.
Nguyen, Y. Pu, C. Nguyen, A. Rubanov, L. Martinez-Sobrido, W.-C. Liu, L. Miorin, K.M.
White, J.R. Johnson, C. Benner, R. Sun, P.G. Schultz, A. Su, A. Garcia-Sastre, A.K. Chatter-
jee, K.-Y. Yuen and S.K. Chanda. A large-scale drug repositioning survey for SARS-CoV-2
antivirals. 2020, https://doi.org/10.1101/2020.04.16.044016.

Ruan, X., P. Du, K. Zhao, J. Huang, H. Xia, D. Dai, S. Huang, X. Cui, L. Liu and J. Zhang. Mecha-
nism of Dayuanyin in the treatment of coronavirus disease 2019 based on network pharmacol-
ogy and molecular docking. Chin. Med. 15: 62, 2020.

Runfeng, L., H. Yunlong, H. Jicheng, P. Weiqi, M. Qinhai, S. Yongxia, L. Chufang, Z. Jin, J. Zhenhua,
J. Haiming, Z. Kui, H. Shuxiang, D. Jun, L. Xiaobo, H. Xiaotao, W. Lin, Z. Nanshan and Y.
Zifeng. Lianhuagingwen exerts anti-viral and anti-inflammatory activity against novel corona-
virus (SARS-CoV-2). Pharmacol. Res. 156: 104761, 2020.

Schijns, V. and E.C. Lavelle. Prevention and treatment of COVID-19 disease by controlled modula-
tion of innate immunity. Eur. J. Immunol. 50: 932-938, 2020.

Shi, Q., Z. Liu, Y. Yang, P. Geng, Y.-Y. Zhu, Q. Zhang, F. Bai and G. Bai. Identification of anti-asth-
matic compounds in Pericarpium citri reticulatae and evaluation of their synergistic effects.
Acta Pharmacol. Sin. 30: 567-575, 20009.

Shu, Z., Y. Zhou, K. Chang, J. Liu, X. Min, Q. Zhang, J. Sun, Y. Xiong, Q. Zou, Q. Zheng, J. Ji,
J. Poon, B. Liu, X. Zhou and X. Li. Clinical features and the traditional Chinese medicine
therapeutic characteristics of 293 COVID-19 inpatient cases. Front. Med. 10.1007/s11684-
020-0803-8, 2020.

Sun, Y. Biological activities and potential health benefits of polysaccharides from Poria cocos and
their derivatives. Int. J. Biol. Macromol. 68: 131-134, 2014.

Tang, J.-L. Research priorities in traditional Chinese medicine. BMJ 333: 391-394, 2006.

The RECOVERY Collaborative Group. Dexamethasone in hospitalized patients with Covid-19 —
preliminary report. N. Engl. J. Med., 2020, doi:10.1056/NEJMo0a2021436

Wagner, H., R. Bauer, D. Melchart, P. Xiao and A. Staudinger (eds.). Rhizoma Pinelliae, In: Chro-
matographic Fingerprint Analysis of Herbal Medicines. Springer, Vienna, 2011.

Wang, C., B. Cao, Q.Q. Liu, Z.Q. Zou, Z.A. Liang, L. Gu, J.P. Dong, L.R. Liang, X.W. Li, K. Hu, X.S.
He, Y.H. Sun, Y. An, T. Yang, Z.X. Cao, Y.M. Guo, X.M. Wen, Y.G. Wang, Y.L.. Liu and L.D.
Jiang. Oseltamivir compared with the Chinese traditional therapy maxingshigan-yingiaosan in
the treatment of HIN1 influenza: A randomized trial. Ann. Intern. Med. 155: 217-225, 2011.

Wang, C.M., M. Hao, W. Jia, W. Su, L.-R. Zhan, D. Luo and J.-Y. Yang. Analysis of medication reg-
ularity and pharmacodynamic characteristics of traditional Chinese medicine treatment in 444
severe cases of COVID-19. China J. Chin. Materia Medica 45: 3007-3012, 2020a.

Wang, D., B. Hu, C. Hu, F. Zhu, X. Liu, J. Zhang, B. Wang, H. Xiang, Z. Cheng, Y. Xiong, Y. Zhao, Y.
Li, X. Wang and Z. Peng. Clinical characteristics of 138 hospitalized patients with 2019 novel
coronavirus-infected pneumonia in Wuhan, China. JAMA 323: 1061-1069, 2020b.

Wang, L., R. Yang, B. Yuan, Y. Liu and C. Liu. The antiviral and antimicrobial activities of licorice, a
widely-used Chinese herb. Acta Pharm. Sin. B 5: 310-315, 2015.



Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

CHINESE MEDICINE FOR CORONAVIRUS DISEASE 2019 565

Wang, Z.L., S. Wang, Y. Kuang, Z.M. Hu, X. Qiao and M. Ye. A comprehensive review on phyto-
chemistry, pharmacology, and flavonoid biosynthesis of Scutellaria baicalensis. Pharm. Biol.
56: 465-484, 2018.

Wei, W., H. Du, C. Shao, H. Zhou, Y. Lu, L. Yu, H. Wan and Y. He. Screening of antiviral components
of Ma Huang Tang and investigation on the Ephedra Alkaloids efficacy on Influenza Virus
Type A. Front. Pharmacol. 10: 961, 2019.

WHO Solidarity Trial Consortium. Repurposed antiviral drugs for Covid-19 — interim WHO Soli-
darity Trial results. N. Engl. J. Med., 2020, doi:10.1056/NEJMo0a2023184.

World Health Organisation. Clinical trials on treatment using a combination of Traditional Chinese
medicine and Western medicine. World Health Organisation, Geneva, 2004, pp. 1-194.

Wu, Y., F. Zhang, K. Yang, S. Fang, D. Bu, H. Li, L. Sun, H. Hu, K. Gao, W. Wang, X. Zhou, Y. Zhao
and J. Chen. SymMap: an integrative database of traditional Chinese medicine enhanced by
symptom mapping. Nucleic Acids Res. 47: D1110-D1117, 2019.

Xiao, M., J. Tian, Y. Zhou, X. Xu, X. Min, Y. Lv, M. Peng, Y. Zhang, D. Yan, S. Lang, Q. Zhang, A.
Fan, J. Ke, X. Li, B. Liu, M. Jiang, Q. Liu, J. Zhu, L. Yang, Z. Zhu, K. Zeng, C. Li, Y. Zheng,
H. Wu, J. Lin, F. Lian, X. Li and X. Tong. Efficacy of Huoxiang Zhengqi dropping pills and
Lianhua Qingwen granules in treatment of COVID-19: A randomized controlled trial. Phar-
macol. Res., 2020, doi:10.1016/j.phrs.2020.105126.

Xiong, X., P. Wang, K. Su, W.C. Cho and Y. Xing. Chinese herbal medicine for coronavirus dis-
ease 2019: A systematic review and meta-analysis. Pharmacol. Res., 2020, doi:10.1016/].
phrs.2020.105056.

Yang, Y. Use of herbal drugs to treat COVID-19 should be with caution. Lancet 395: 1689-1690,
2020.

Yip, T.C.-F., G.C.-Y. Lui, V.W.-S. Wong, V.C.-Y. Chow, T.H.-Y. Ho, T.C.-M. Li, Y.-K. Tse, D.S.-C.
Hui, H.L.-Y. Chan and G.L.-H. Wong. Liver injury is independently associated with adverse
clinical outcomes in patients with COVID-19. Gut, 2020, doi:10.1136/gutjnl-2020-321726.

Yu, X., S. Sun, Y. Guo, Y. Liu, D. Yang, G. Li and S. Lii. Citri Reticulatae Pericarpium (Chenpi): Bot-
any, ethnopharmacology, phytochemistry, and pharmacology of a frequently used traditional
Chinese medicine. J. Ethnopharmacol. 220: 265-282, 2018.

Zhong, L.L.D., W.C. Lam, W. Yang, K.W. Chan, S.C.W. Sze, J. Miao, K.K.L. Yung, Z. Bian and V.T.
Wong. Potential targets for treatment of Coronavirus Disease 2019 (COVID-19): A review of
Qing-Fei-Pai-Du-Tang and its major herbs. Am. J. Chin. Med. 48: 1051-1071, 2020.

Zhou, X., S. Chen, B. Liu, R. Zhang, Y. Wang, P. Li, Y. Guo, H. Zhang, Z. Gao and X. Yan. Develop-
ment of traditional Chinese medicine clinical data warehouse for medical knowledge discov-
ery and decision support. Artif. Intell. Med. 48: 139-152, 2010.

Zhou, X., L. Lei, J. Liu, A. Halu, Y. Zhang, B. Li, Z. Guo, G. Liu, C. Sun, J. Loscalzo, A. Sharma
and Z. Wang. A systems approach to refine disease taxonomy by integrating phenotypic and
molecular networks. EBioMedicine 31: 79-91, 2018.

Zhou, X., J. Menche, A.L. Barabasi and A. Sharma. Human symptoms-disease network. Nat. Com-
mun., 2014, doi:10.1038/ncomms5212.

Zieliriska, S. and A. Matkowski. Phytochemistry and bioactivity of aromatic and medicinal plants
from the genus Agastache (Lamiaceae). Phytochem. Rev. 13: 391-416, 2014.



Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

566 Z.SHU et al.

Supplementary Figures

All cases Severe cases
= =
= ° >
£ 00 - E 200 - °
£ =
2 'z
° ° ° °
s s
2 o
g 0~ .0. £ 300- .
8 8 °
° ° e L4
; ° ° : ; i ° °
g [y 2 ° °
s z
£ 200- ° 7 ° 2 200- ° [ °
{ -
£ ° e ° £ oo °
I o .0 T °
5 100 - 0 Q 5 100 -
2 o E
m_ I :
2 L
2 0- 2 0-
2 <
< Non-CM user Non-CM user CM user CM user Non-CM user Non-CM user CM user CM user
baseline 3-7 days baseline 3-7 days baseline 3-7 days baseline 3-7 days
median=11 median=7.5 median=13.93 median=6.78 median=51.2 median=14.62 median=56.6 median=33.8
n=63 n=41 n=1254 n=779 n=21 n=19 n=221 n=161
° °
g 4000 - = 4000 -
B El
3 2 3500 -
& &
- e
& &
é" 3000 - 8 3000 -
] bl
= =
3 £ 2500 -
< k-]
£ ]
E E 2000 -
2 b= °
o @ 1500 - ° °
3 ] °
T ]
H 5 1000 - ° -’ o
3 3 ]
$ £ g ==
< <
0-
Non-CM user Non-CM user CM user CM user Non-CM user Non-CM user CM user CM user
baseline 3-7 days baseline 3-7 days baseline 3-7 days baseline 3-7 days
median=183 median=184 median=213 median=202 median=282 di 775 d 11 dian=282
n=53 n=27 n=957 n=484 n=17 n=14 n=169 n=93

IS
"
o
°
IS
"

Absolute value of Lymphocyte count (1049/L)
- ~ w
J
.:i~ )
Ld °
8 0~ e°
+&- .
%
. )}
Absolute value of Lymphocyte count (1079/L)
- ~ w
| b |
L]
- l '.
o oo
’ l ) )

0- ° 0- °
Non-CM user Non-CM user ™ vuser ™ vuser Non-CM user Non-CM user CM user M user
baseline 3-7 days baseline 3-7 days baseline 3-7 days baseline 3-7 days
median=1.12 median=1245  median=1.175 median=1.2 median=0.8 median=1.12 median=0.77 median=0.765
n=65 n=44 n=1308 n=887 n=23 n=21 n=225 n=170

Figure S1. Change of key biomarkers in COVID-19 patients.

Notes: The change of key biomarkers after 3—7 days of hospitalization compared to baseline (0-2 days). The levels and changes
of levels in key biomarkers are comparable between Chinese medicine users and non-users. COVID-19 patients had a slightly
greater reduction in C-reactive protein and lactate dehydrogenase after receiving add-on semi-individualized Chinese medicine
when compared to non-users. Patients also had comparable change of alkaline phosphatase, alanine transaminase and serum
creatinine levels between groups and less increased d-dimer in severe/critical cases.
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Figure S2. Distribution of propensity score for receiving semi-individualized Chinese medicine.

Notes: The distribution of propensity scores between semi-individualized Chinese medicine users and standard care control
groups was balanced by matching. First set of imputation was used. 10 sets of imputation were generated, and the results were
comparable.
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biomarkers were adjusted to within 0.2 after propensity score matching.
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Table S2. Hazard Ratios of Variables Included in the Multivariable Cox Regression Model

All Cases n = 1788 Mild Cases n = 1471 Severe/Critical Cases

Hazard Ratio

Hazard Ratio

n =317 Hazard Ratio

Age (year)

Gender (male)

1.06 (1.04 to 1.08)
p <0.001

0.95 (0.57 to 1.58)
p=085

1.04 (0.99 to 1.08)
p=0.13
0.66 (0.20 to 2.11)
p=048

1.05 (1.03 to 1.08)
p<0.001
1.04 (0.59 to 1.84)
p=0.89

Past Medical History

Hypertension 0.98 (0.62 to 1.56) 0.60 (0.16 to 2.23) 1.24 (0.75 to 2.05)
p=0.94 p=045 p=0.39

Diabetes 1.32(0.77 to 2.23) 0.42 (0.05 to 3.37) 1.51 (0.87 to 2.64)

Coronary artery disease

Chronic kidney disease

p =030

0.98 (0.52 to 1.86)
p=0.96

1.16 (0.42 to 3.25)
p=0.77

p=041
2.61 (0.64 to 10.69)
p=0.18
2.26 (0.25 t0 20.13)
p=047

p=0.14
0.95 (0.46 to 1.95)
p=0.88
0.81 (0.24 to 2.69)
p=0.73

Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
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Laboratory Investigation
1.008 (1.005 to 1.010) 1.01 (1.00 to 1.02) 1.006 (1.003 to 1.009)
p <0.001 p=0.27 p <0.001

0.22 (0.11 to 0.42) 0.76 (0.23 to 2.48) 0.52 (0.25 to 1.09)
p <0.001 p=0.65 p=0.08

C-reactive protein

Lymphocyte count

Notes: Multivariable Cox regression model adjusted for age, gender, C-reactive protein, lymphocyte count, history of
diabetes, hypertension, coronary artery disease, chronic kidney diseases. Severe cases were defined as respiratory rate
>30 breaths/min, oxygen saturation = < 93% or PaO2/FiO2 ratio = < 300 mmHg. Critical cases were defined as including
> =1 of the following criteria: shock; respiratory failure requiring mechanical ventilation; combination with other organ

failures; and admission to intensive care unit.

Table S3. Odds Ratios of Receiving Semi-Individualized
Treatment for Categorical Variables Included in the Propensity

Score Model

n =1788 Odds Ratio (95% CI)
Age
<40 yr 1.55 (0.79 t0 3.03)
40-59 yr 2.67 (1.60 to 4.46)
60-79yr 0.55 (0.36 to 0.84)
>=80yr 0.30 (0.17 to 0.55)
Gender (male) 1.10 (0.73 to 1.67)
Past Medical History
Hypertension 0.73 (0.47 to 1.13)

Diabetes 0.73 (0.42 to 1.26)

Coronary artery disease 0.79 (0.39 to 1.60)
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Table S4. Hazard Ratios of Variables Included in the Multivariable Cox Regression Model with Inverse
Probability Weighting by the Propensity Score (Primary Analysis)

All Cases (n =1788)

Mild Cases (n = 1471)

Severe/Critical Cases

Hazard Ratio Hazard Ratio (n = 317) Hazard Ratio

Age (year) 1.07 (1.04 to 1.10) 1.00 (0.95 to 1.04) 1.07 (1.04 to 1.10)
p <0.001 p=0.74 p <0.001

Gender (male) 0.68 (0.35 to 1.29) 0.22 (0.07 to 0.69) 0.81 (0.42 to 1.56)
p=0.23 p=0.01 p=0.52

Past Medical History

Hypertension 0.84 (0.47 to 1.51) 0.35 (0.10 to 1.29) 1.06 (0.60 to 1.87)
p=0.56 p=0.12 p=093

Diabetes 1.18 (0.56 to 2.48) 0.20 (0.02 to 2.09) 1.45 (0.66 to 3.18)
p=0.67 p=0.18 p=0.35

Coronary artery disease 0.49 (0.25 to 0.96) 1.82 (0.43 to 7.64) 0.58 (0.30 to 1.12)
p=0.04 p=041 p=0.10

0.71 (0.14 to 3.49) 0.03 (0.0005 to 1.50) 1.08 (0.38 to 3.07)
p=0.67 p=0.08 p=0.89

Chronic kidney disease

Laboratory Investigation

C-reactive protein 1.009 (1.004 to 1.014) 1.00 (0.99 to 1.01) 1.007 (1.002 to 1.012)

Am. J. Chin. Med. 2021.49:543-575. Downloaded from www.worldscientific.com
by THE UNIVERSITY OF HONG KONG on 01/13/22. Re-use and distribution is strictly not permitted, except for Open Access articles.

p <0.001 p=0.94 p=0.002
Lymphocyte count 0.33(0.14t0 0.73) 0.13 (0.02 to 0.94) 0.58 (0.26 to 1.29)
p=0.007 p=0.04 p=0.18

Notes: Multivariable Cox regression model weighted by inverse probability and the propensity score adjusted for age, gender,

history of diabetes, hypertension, coronary heart disease and disease severity.
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Table S5. Sensitivity Analysis on Hazard Ratios Using Different Definitions of Semi-Individualized

Chinese Medicine Exposure

Analysis on Mortality on All Cases At Least 1 At Least 30% At Least 60% of
(n=1788) Prescription of Hospitalization Hospitalization
During Period with Period with
Hospitalization Prescription Prescription
Mortality/Patient at Risk (%)
Semi-individualized Chinese medicine 64/1694 (3.8) 54/1594 (3.4) 35/1376 (2.5)
Non-semi-individualized Chinese medicine 16/94 (17.0) 26/194 (13.4) 45/412 (10.9)

Crude Hazard Ratio (Unadjusted Cox
Regression) of Unmatched Cohort

Adjusted Hazard Ratio (Multivariable
Cox Regression) of Unmatched Cohort*

Propensity Score Matched Hazard Ratio®

By inverse probability weighting (all users

VS. NON-users)

By propensity score matching

0.19 (0.11 to 0.33)
p <0.001

0.27 (0.15 to 0.48)
p <0.001

0.42 (0.23 t0 0.77)
p=0.005
0.23 (0.06 to 0.68)
p=0.013

0.24 (0.15 to 0.38)
p <0.001

0.28 (0.17 to 0.47)
p <0.001

0.40 (0.24 to 0.65)
p<0.001
0.45 (0.21 to 0.90)
p=0.028

0.23 (0.15 to 0.36)
p <0.001

0.32(0.20 to 0.52)
p <0.001

0.41 (0.25 to 0.66)
p <0.001
0.40 (0.22 t0 0.71)
p=0.002

*Adjusted for age, gender, C-reactive protein, lymphocyte count, history of diabetes, hypertension, coronary artery disease,
chronic kidney diseases, and disease severity.
"Matched by age, gender, history of diabetes, hypertension, coronary heart disease and disease severity.
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