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Today we celebrate the 20" anniversary of the Hong Kong Association
for Integration of Chinese-Western Medicine (HKAIM). It constitutes
the primary platform for the promotion of integrative medicine practice
in the territory. The unexpected advent of the COVID-19 pandemic for
over a year has rendered both huge challenge and precious opportunity
for the augmentation of integrative medicine. On 26 January 2021,
the Hospital Authority (HA) Chinese Medicine Department, under
the leadership of Ms Rowena Wong, officially launched a scheme
called "the Special Chinese Medicine Service for COVID-19 Patients
in the Community Facilities". The scheme essentially allows Chinese
medicine practitioners (CMPs) seconded from the tripartite Chinese
medicine centres to serve the COVID patients admitted to the Asia-
World Expo community facilities. Chinese medicine (CM) diagnosis
and treatment strategies were, for the first time, made possible to
the COVID patients as CMPs and western medicine (WM) doctors
worked side by side under the same roof. This service set an
important precedent in Hong Kong for the joint management of
emerging infectious disease of pandemic scale integrating Chinese and
Western medicine, despite the fact that integrative medicine has been
used routinely in mainland China to combat COVID patients with
exceptional results.

This scheme is an extension of the ongoing Integrated Chinese-
Western Medicine (ICWM) programme where patients suffering from
stroke, cancer and pain admitted to selected HA hospitals can opt for
additional CM treatment (including acupuncture and herbal medicine)
while they are under routine WM management. With Hong Kong's
first Chinese Medicine Hospital (CMH) setting for operation soon, we
at HKAIM have every reason to believe, and hope for, a new pinnacle
in integrative Chinese and Western medicine practice in Hong Kong.
The mode of "CM as the main treatment method, while WM provides
assistance" has been designed for the operation of the CMH when it
rolls out for services in 2025. The CMH will definitely be a perfect
platform for the promotion of ICWM work. Here it is anticipated that
CMPs will be working closely with WM doctors to provide holistic care
for its inpatients and outpatients. The CMH will also be an excellent
venue to carry out clinical research to evaluate the efficacy and safety of
CM, including acupuncture and herbal medicine, for the management
of common diseases. It is envisioned that WM methodology will be
employed to determine the efficacy of CM treatment.

HKAIM has been steering integrative projects from education to
research. Bridging the gap between CM and WM should improve
the quality of healthcare service in general. The Integrative Joint
Organizational Platform (IJOP), after review and interviews on the
obstacles and their solutions surrounding CM-WM collaboration
since 2015, has established a platform for exchanging experience and
ideas as well as ways facilitating collaboration. It will also deliver
integrative medicine to train CMPs and doctors. Besides interactive
support backed by experts' understanding and a managed repertoire
of knowledge on diseases, the IT platform offers other practice
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enhancements with games for case collaboration.
IJOP now has chosen diseases amenable for CM-
WM collaboration with room for enhancing treatment
efficacy. Clinical framework on diseases is built to
facilitate CM-WM collaboration, combining medical
evidence from the systemic reviews (SR) that we
delegated to local universities and valuable insights
from professional experts. In this issue, our experts
and scholars present some integrative perspectives as
background and materials for the interest of the WM

the public utilising the strengths of both CM and WM
in an integrated setting with good procedures and
methodology, medical experts and academic vanguards,
with their faithful participation and invaluable
contribution, have enabled the significant role of
IJOP in Hong Kong. This venture, as we hope, would
stimulate an atmosphere conducive to a collaborative
environment. We have much confidence that integrative
medicine is bound to flourish in the territory in the near
future.
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INTRODUCTION

The common phenomenon that patients seek help
simultaneously from both Chinese Medicine (CM)
practitioners and Western Medicine (WM) doctors is
well recognised. Our well-developed medical system
should be supportive that patients in their illness suffer
no more pains from inadequate CM-WM coordination
and communication. CM has come a long way from
its ancient roots, with governments around the world
supporting CM research and practitioners being
increasingly engaged in evidence-based practice’. Our
platform is to create a conducive environment with
channels for CM-WM collaboration, providing fine
details for practice.

Efforts to address this need are not new. The Hong
Kong Association for Integration of Chinese-Western
Medicine (HKAIM) formed in 2001 has made many
contributions.?? There came increasing cross-
disciplinary CM-WM interaction and development.
Organisations including universities and the Hospital
Authority (HA), steadfastly built up ways to develop
Integrated Chinese-Western Medicine (ICWM)
programmes, from education, service provision and
research. Our people are fortunate that Chinese
and Western cultures complement each other, as
both CM and WM do produce remarkable medical
outcomes despite their differences in clinical practice,
methodology and standard. The essence of medicine
is to enhance human health, reduce suffering from
diseases, and make human life cope better with
prosperity and longevity.

To improve our healthcare service, bridging the gap
between CM and WM would be essential in improving
the quality of healthcare service and enhancing medical
practice as a whole. We felt obliged to make a useful
and active step, resulting in the successful establishment
of the Integrative Joint Organizational Platform (IJOP)
since 2015. This milestone project was funded by the
Innovation and Technology Commission (ITC). Survey
and interviews on CM and WM practitioners, experts
and scholars were conducted, and a systematic review
on the obstacles and their solutions surrounding CM-
WM collaboration was performed over: 1: System
needs and Institution Development, 2: Safety during
Collaboration, 3: Modes of Collaboration, 4: Issues with
Evidence-based Medicine, 5: Barriers to Collaboration,
6: Education, 7: Chinese Medicine Hospital for
Collaboration, and, 8: Collaboration Outcome. A
positive atmosphere and rapport have been realised
through a series of lectures, seminars and useful

Dr Edwin Chau-leung YU

discussions. A good breadth of recommendations was
made in the Report*, providing a sound basis for further
enhancing the level of ICWM. Thereafter, CM-WM
collaboration is well recognised in the field.

Furthering IJOP, diseases with room for enhanced
treatment efficacy amenable to CM-WM collaboration
were chosen. The Disease Collaboration Consultant
Panel, with the support of co-chairmanship from three
universities, started inspiring discussions, scrutinising
good rationale for prioritisation in choosing the diseases
for action. ITC funding support was again obtained
at this "IJOP-II - Disease Management Information
Network".

IJOP VISIONS

IJOP aims to build a conducive environment and
delineate details for CM-WM collaborative practice.
To strengthen medical practice, creative approaches
with fine details for practice are needed, wherewith
exchanging experience and ideas, as well as establishing
channels would help practitioners use both WM and CM
services in delivering quality and effective medical care.
Our model for the collaborative programme guides is
shown in Fig. 1. Our IJOP web presence (www.hkaim.
org.hk and www.ijopmed.org)® shares our philosophies
and rationale on ICWM.

Fig. 1 IJOP collaborative model (Developed by author)
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FURTHER DEVELOPMENT OF IJOP
PROJECT

The IJOP phase 2 — the Disease Management Information
Network was commissioned in March 2019 to:

A. Bring forward and share ($£=) the facts, views and
opinions about ICWM for the medical industry
professionals through multi-platform, multi-media
and multi-dimensional means.

B. Build bonds and forces (FEEEE) for the
sustainable development of ICWM, primarily
for Hong Kong and subsequently generalisable
for the world. The bond and forces are realised
through various means in different perspectives
and by many advisory and expert panels
and a community network detailed below.
Interpersonal core CM-WM bonding is bolstered
by physical communication and our electronic
platform, which allows various attractions and
participation, including video production, virtual
clinics (a game envisioning CM+WM integrative
approaches), and webinars.

C. Confirm (5[z&) the validity of ICWM. For three
selected disease groups (Stroke, Cancer and
Eczema) where there are inadequate ICWM
reviews, we further delegate Systematic Reviews
to lead universities. A limited selection of disease
groups (namely stroke, eczema and breast cancer)
allows a concentrated effort to start with.

D. Seek consensus (%) towards the clinical strategic
framework (CSF) of CM+WM integration as a pilot
to enable an effective method for bridging the gap
between WM and CM.

These 4 elements are further elaborated below:

A. Bring Forward and Share ICWM
Knowledge and Views

In creating CM-WM collaboration, concrete ideas and
recommendations would first come from practitioners.
IJOP provides warm collaborative channels to foster
practitioners' initiatives. CM practitioners and WM
doctors could call upon the support of a platform
backed by experts' understanding and a managed
repertoire of valuable knowledge on diseases. Multiple
means such as seminars, videos, blogs, images, webinars
and social platforms on collaborative approaches for
disease problems through interviews and elaborations
from expert practitioners and academic leaders should
promote better mutual understanding.

Language and terminology have all along been a
barrier to the exchange of views between CM and WM
professionals. Effectively, we examined different sets of
terminology in CM+WM and found that the translation
between CM and WM terms available from the public
web has much room for further improvement. We
facilitate our members with an online platform tool
"Search the Chinese Medicine Terms by Chinese or
English". Besides keyword searches, it also provides
classification browsing functions for understanding
terms from basic medical theories, diagnostics, disease,

therapeutics, acupuncture and medicinal treatment.
With more content input, people who would like to
learn in-depth can also make good use of our function as
a starting point in CM+WM learning. This terminology
search also aims to remove some obstacles in mutual
understandings between CM and WM professionals.
Mutual understanding is not impossible when the way
is paved”#%1°.

One good image is worth one thousand words, and one
good video worth more. A video gallery for members
offers a diversified collection from selected diseases to
Covid-19 viewed from both CM and WM perspectives.

With many resources gathered, we organised a series of
key IJOP webinars on specific diseases in late 2020. The
medical industry sector welcomed them as each webinar
attracted more than 500 doctors, CM practitioners and
other medical professionals, with positive feedbacks.
These covered:-

e STROKE: where Chinese medicine and Western
medicine expertise matters

e ECZEMA: where Chinese medicine and Western
medicine expertise matters

¢ BREAST CANCER: where Chinese medicine and
Western medicine expertise matters

The success could be related to the strong line-up
of speakers as well as in-depth CM+WM contents
and specific useful ICWM collaborative directives.
Significant CM+WM effectiveness over simply
WM intervention was elaborated through Systemic
Review (SR) studies. Heavy-weight speakers from
the universities in Hong Kong, Guangzhou and USA,
as well as disease specialists, gave good reviews and
insights. Officiating top leaders include Dr WM Ko
and Dr Donald KT Li, President of World Organization
of Family Doctors, Dr Deacons TK Yeung from the
Hospital Authority and Dr Cecilia WB Pang from the
ITC, and a broad range of CM+WM leaders.

B. Build Bonds and Forces for
Sustainable ICWM Development

In the formation of a coherent IJOP organisation, support
from the top is cherished. National IM Masters Prof
Chen Keji (fir]#) and Prof Zhang Boli (5E{[ii&) act as
IJOP Permanent Honorary Advisers. Besides, 16 top
healthcare leaders and current CM and WM organisations
steer our Honorary Advisers, and Advisory Committee,
six overseas CM-WM vanguards as External Advisers,
lead IJOP and three academic university leaders co-
chaired the Disease Collaborative Consultant Panel. At
the operation level, we have an embracive team of 70
from Eczema Experts, Stroke Experts and Breast Cancer
Experts to form Expert Panels and Task Forces for each
selected disease. We also form an Integrative Fellowship.
This platform organisation is just the beginning of the
emerging milestone, and will hopefully boost the history
of ICWM in Hong Kong and beyond.

Physical meetings with these renowned CM and WM
experts, committee, consultant panel, core group and
task force leaders provided moments worth cherishing.

mnonckonec MEDICAL DIARY




In the times of COVID-19, virtual meeting via Zoom
facilitated more people joining in and more frequent
communications with the task force and focus groups to
work out solutions and frameworks. Project meetings
with the universities kept quality on track with SR work.
All were done with meaningful purposes and outcomes.
Later, supported by this vibrant CM-WM integrative
professional network, our webinars fostered a warm
and friendly atmosphere between CM practitioners
and WM doctors, with a thousand members joining.
These webinars facilitated meaningful discussion and
exchange of views and experience on the efficacy of
ICWM on chosen diseases. In ongoing projects with
expert interviews, our 70-member team, together
with other community experts, bolsters our strength,
bringing the questionnaire and associated beckoning
call for closer CM-WM collaboration to various parts of
the medical industry.

C. Confirm the Validity of Integrative
Medicine

IJOP commissioned SR from the universities, Hong
Kong Baptist University (HKBU) on Stroke, the
University of Hong Kong (HKU) on Breast Cancer,
and the Chinese University of Hong Kong (CUHK)
on Eczema. Their appreciable strong commitment led
to high academic standards. In addition, we are also
pleased to have had WM experts, Dr Alexander YL Lau
(neurologist), Dr Steven KF Loo (dermatologist) and Dr
Tsz-him So (oncologist) to provide insightful feedback
throughout the SR project process, further sharpening
the outcomes.

Our SRs have accomplished some great successes. The
publication generated from the SR on stroke is 1. 'Stroke
Rehabilitation by Integrated Western and Traditional
Chinese Medicine — a Systematic Review and Meta-
analysis'!. SR papers on breast cancer include 2.
'Chinese Herbal Medicine for Reducing Chemotherapy-
associated Side-effects in Breast Cancer Patients: A
Systematic Review and Meta-Analysis?, 3. 'Treatment
of Breast Cancer using Chinese Herbal Medicine: A
Meta-analysis of Randomised Controlled Trials'?, 4.
'Acupuncture of cancer-related symptom management
in breast cancer patients- a systematic review and meta-
analysis'™, 5. 'Effectiveness of acupuncture as adjuvant
therapy for side effects management on drug therapy-
receiving breast cancer patients: a systematic review
and meta-analysis of randomised controlled trials®, and
on eczema', 6. 'Systematic Review and Meta-analysis on
Integrated Western and Chinese Medicine Interventions

for Atopic Dermatitis"®.

The results on the whole demonstrated that CM+WM is
more effective in these specific diseases than WM alone.
To recapitulate, 'The combined use of CM and WM has
positive effects in stroke rehabilitation compared to the
use of WM therapy alone’. 'The potencies of CHM
facilitate the management of chemotherapy toxicity
application of CHM in clinic"® 'Complementary use
of CHM alongside western therapy was associated
with better tumour response as well as prolonging
survival'®. 'Acupuncture markedly alleviated pain, and
psychological stress, moderately improved insomnia
and fatigue, and mildly reduced hot flashes in breast

¢ 3 Medical Bulletin VOL.26 NO.6 JUNE 2021

cancer patients and survivors suggest acupuncture
may be part of a multimodal approach to symptom
management in breast cancer patients and survivors™.
'A significant positive result was summarised from this
meta-analysis, that acupuncture could effectively reduce
the side effects induced by drug therapies on breast
cancer patients. Positive responses are obtained with
symptoms for gastrointestinal disorders, chemotherapy-
induced peripheral neuropathy, aromatase inhibitor-
associated arthralgia, aromatase inhibitor-associated joint
symptoms, and cognitive impairment. The quality of life
of patients has enhanced to a certain extent also. Without
severe adverse events reported, it is recommended that
suitable acupuncture treatments are considerable as
adjuvant therapies with drug therapies on breast cancer
patients®. 'Adopting IWCM may be superior to using
WM alone in managing atopic dermatitis."®.

As demonstrated above, fruitful results have been
achieved, providing strong buttresses for forming
our upcoming Clinical Strategic Framework (CSF),
as SR evidence is due to received comments from a
wide range of CM and WM experts. Coupled with
experience from our experts through a well-designed
questionnaire, valuable inputs and professional insights
could be incorporated into the CSF. This fundamental
CSF can be further enhanced by use and experience
during its publication to the wider medical community
in Hong Kong.

D. Seek for Consensus, CM+WM
Collaborative Framework

Through medical experience and competitive research
with the changing world of new diseases and
unbalanced health conditions, CM and WM are two
mature, effective and important systems for healthcare.
CM accumulated experience from thousands of years of
practice, while WM has an edge with scientific research
and methodological analysis. With both strengths
integrated and setting organised among people,
processes, methodology and system, we can strive for
the best wisdom and medical services for precisional
healthcare for the public. "{FE&2 » BEnEPS TR
RERAMFE AT > SOTHE o g AR T AR 0 SR R AR B
BREEURG o W] QORIAITF S o SRR RE B B R YRR A

AREARECHT > LIRS RGEL . This motto is
the IJOP philosophy, a value proposition for further
enlightenment on quality health for people. The benefit
of having integrative medicine is obvious.

One of the most difficult parts is how to perform
collaborative CM+WM practices in a clinical
environment with due considerations on differences in
medical theories, contradictions of views from medical
experts, constraints of social rules for the locality and
culture, and availability of agreeable expertise on both
camps of medicine. Trying to establish protocols to
standardise medical practices, a strategic framework
could be a better way to bridge the gap in CM and WM
to satisfy practitioners from both streams. A framework
should be built not by any hardcore consensus
unconvincing to either side, but by containment
instead of elimination, flexibility of choice instead of
hierarchical assignment, and experts' consensus instead
of competition.

n mirronckone MEDICAL DIARY
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We believe with strong conviction that our CSF would be
a breakthrough bedrock towards CM-WM integration.
Particularly, we are not creating a top-down, dominant
one-size-fits-all protocol. Instead, CSF demonstrates
possibilities to allow peer experts to get inspiration
for collaboration, upon which they may generate their
frameworks for their niche modes of practice. Then
more groups can incorporate at least some of the useful
elements for their own application in practice. Experts
and practitioners could choose what they need from
several generated frameworks available. Secondly,
our framework approach emphasises its efficiency
and effectiveness. Among the many challenges, just a
single guideline is insufficient for complex diseases and
following a one-fits-all protocol is difficult in practice.
Rather, a CSF fundamentally concise would stimulate
CM and WM practitioners to seek collaboration based
on needs through a pathway open to all so that they can
proceed according to their niches and levels of practice.
Another property of our CSF, being generated with a
coherent voice within good CM+WM experts, would in
time resonate with many more groups. The way they
adapt it further for and under their standardisation can
be feedback into the whole framework system so that
the whole way of collaborative practice would enhance
itself by feedback loops. Our CSF fundamentally is
just a brace but also a humble attempt to be a beacon
for others to develop their models. An area open to
adjustment on CM-WM collaboration is left for further
adaptation, for CM and WM practitioners of various
specialities, professional training, practical experiences
and under different healthcare systems. Essentially
the useful elements with CSF fundamentals would be
developed into further mutually inclusive frameworks,
which demonstrate more adaptability, resilience and
vitality than most strict guidelines and protocols.

To be strategic, a CSF needs to be specific for a disease
group so that medical professionals could practically
adopt it. The CSF provides options with sufficient
information for CM and WM practitioners to assist their
judgments in diagnosis and treatment. We operate in
nine steps in developing a CSF in order to promote
a better recognition of disease problems, facilitate
CM and WM with a managed repertoire of valuable

Medical Bulletin

knowledge and views, collaborative approaches to
disease problems, and gather good evidence-based
clinical information, gather views from CM and WM
practitioners' focus groups and Disease Experts,
clarify gaps and demands in practice, and put forth
drafted CSF Framework for feedback from community
clinicians and restructuring the Framework for use so
that this can be shared through warm, friendly and
interactive, collaborative channels for CM and WM via
an interactive multi-media platform. In IJOP currently,
we have performed the above steps for the diseases with
some success.

DIRECTION FORWARD

Hong Kong Association for Integration of Chinese-
Western Medicine (HKAIM) has been pursuing this
good cause to bring CM and WM together, facilitate
the exchange of academic knowledge between CM and
WM, and advance their integration in health and clinical
practice. IJOP made an advance to establish databases
of the expertise of WM and CM practitioners to enhance
the communications in disease managements for a
better outcome. To start with, SRs provide the evidence
that CM+WM can work better for specific diseases.
Details need to be filled in from the experience of CM
and WM experts. Eczema is a good example to illustrate
this concept; good rapport and trust between CM and
WM experts could lead to mutual referrals. We need to
do more. Developing the CSF in eczema is to find more
details for CM-WM collaboration, wherein we need to
start from the very basics of how the skin actually reacts,
no matter what the CM or WM perspective is (Fig. 2).
After considerations for clinical steps, a tentative map
or framework can be built with the strategic addition
of CM elements in a WM acceptable frame. That can
be improved step by step to become more systematic
later with feedback from further use, interrogation and
experience. A very encouraging result we share below
is our draft CSF on eczema (Fig. 3).

In promoting collaboration, the development of this
type of framework has emphasised disease-oriented
research, bridging the gaps between CM practitioners

i} & 2

Fig. 2: Eczema, how skin reacts in Chinese and Western Medicine perspectives.
It includes the skin and its structural functions, genetic immunological and
environmental factors, the atopic march, reactions in stuffy humid weather as
these are affected by diet and gut microbiome and the complex body constitution.
(Developed by author)
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Integrative medicine is widely used among the
population across the globe. In Hong Kong and
mainland China, the public often receives treatments
from both Chinese medicine (CM) and Western
medicine (WM)2. Although both medical systems
have their specified regulatory authorities, there is a
lack of standards to guide the safety and effectiveness
of integrative use. Neither the patients nor general
practitioners have clear guidance on seeking and
providing integrative treatments. As a result, patients
bear risks in searching for appropriate integrative
treatments while practitioners need to handle the
expectation mismatch of patients.

As a statutory body responsible for managing Hong
Kong's public hospital services, the Hospital Authority
(HA) has kept implementing and expanding the
Integrated Chinese-Western Medicine Pilot Project since
2015°. The project selects eligible inpatients in public
hospitals to receive both CM and WM treatment during
hospitalisation and after discharge. However, this is
an exploratory project with limited types of diseases
(stroke, musculoskeletal pain, and cancer palliative care)
and could not translate to guidelines for practitioners in
Hong Kong.

Clinical practice guidelines (CPGs) are statements based
on clinical research results and expert consensus to
assist clinical decisions which aim to increase the value
of the health care system. In 1990, CPG was defined
by the Institute of Medicine (IOM) as "systematically
developed statements to assist practitioner and patient
decisions about appropriate health care for specific
clinical circumstances". Later in 2011, IOM organised
international expert meetings to update the definition of
the CPG as "statements that include recommendations
intended to optimise patient care. They are informed by
systematic reviews of evidence and an assessment of the

benefits and harms of alternative care options™.

Reliable CPGs can provide evidence-based treatment
options applicable to daily practice and minimise
potential conflicts between practitioners and patients.
In the United States, CPGs are commonly found in
institutions such as the American Gastroenterological
Association (AGA) and the American Heart Association
(AHA)®¢. In this article, we introduce clinical practice
guidelines (CPGs) and their application to the
development of integrative medicine in Hong Kong.

FORMATION OF CPGs

In recent decades, thousands of CPGs have been

Prof Zhaoxiang BIAN Prof LYU Aiping

developed covering prevention, diagnosis, evaluation,
treatment, and management of diseases’. One of the
most recent CPG that received a wide range of discussion
is the CPG developed by AHA in 2017, defining
hypertension as 130/80 mm Hg®. Aiming to assist
clinical decision by evidence, CPGs must be constructed
rigorously with systematic processes including
stakeholder analysis, data mining, prespecified selection,
assessment of evidence, recommendation and expert
review with an updated plan.

In the data mining step, researchers visit medical
databases to systematically collect existing literature
by using keywords. Then, the literature collected
are being further filtered by prespecified selection
criteria to exclude irrelevant articles. After available
treatments are extracted from the literature, they are
assessed and ranked by their quality of evidence to form
recommendations. Next, the recommendations are
structured and included in questionnaires for rounds of
expert meetings to formulate the preliminary version of
the CPG. After publication, the CPG would be reviewed
and updated periodically.

CASE EXAMPLE

In 2019, we published a CPG for cancer palliative
care using CM in Hong Kong®. Since the majority of
palliative cancer patients would choose to receive WM
and at the same time other supportive treatments,
integrative treatment strategies are needed. The
CPG for CM was constructed for practitioners and
policymakers as a reference to develop integrative
treatment strategies with herbal medicine, acupuncture,
regulating and nursing processes. The whole CPG
project was initiated in 2013 by the HA and underwent
the following processes:

A. Data Query and Download

To avoid repetition of a clinical study and ensure
efficiency, we chose the SinoMed database as the data
source and identified clinical researches with CM
treatment for cancer palliative care in SinoMed, which
is the most comprehensive electronic medicine database
in China. The time range is from 1979 to 1 January
2015. The following search terms were used: "cancer
AND pain" OR "cancer AND insomnia" OR "cancer
AND constipation” OR "cancer AND lymphedema"
OR "cancer AND anorexia" OR "cancer AND lethargy"
(in Chinese). As a result, 197,213 records for cancer
palliative care were retrieved.
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B. Data Mining Process

After retrieving data from SinoMed, we listed the data
order by download order. There is a need to transfer
the relevant data into the framework of structured
file system, and a tool was developed (software
copyright with submitted ID 0261882 and registered
ID 2010SR073409) to transfer its plain TXT data into
Microsoft® SQL Server® 2008 R2 Enterprise Edition.
Then we used a data slicing algorithm "discrete
derivatives", based on the calculation of frequency
previously described, to filter high frequencies of 1.
CM pattern classification and symptom differentiation;
2. herbal decoction; 3. acupuncture treatment. The data
mining process was deployed on source data collected
above with cancer and specified symptoms.

C. Existing Clinical Evidence Searching

The search strategy adopted was a combination
of electronic and manual screening for systematic
reviews of CM treatment on relevant symptoms.
Cochrane guidelines were applied for methodological
evaluation of literature quality. We used the grades of
recommendations and the levels of evidence proposed
by Professor Jianping Liu of China designed for
traditional medicines'.

D. Hong Kong Local Expert Consensus

On the key issues in the CPG, a Delphi survey was
applied to collect professional advice from licensed
CM practitioners in Hong Kong based on the literature
search and documented clinical evidence. After two
rounds of surveys, the consensus from Hong Kong local
experts was obtained on the contents of the items, which
served as one of the main sources for the formation of
CPG.

E. Data Synthesis

Information from three aspects, 1. literature hotspots; 2.
existing clinical evidence; and 3. local expert consensus,
is summarised and listed for optional items in CPG.
Items with insufficient data support were excluded.

F. Review and Consultation

A comprehensive review of the CPG was conducted
through an expert consensus meeting, and items for
inclusion was finalised for the CPG.

G. Drafting CPG

The guideline development group developed a
framework and drafted the CPG accordingly.

H. Promotion

The electronic version of this study was published on
the official websites of the HA and the Hong Kong
Registered Chinese Medicine Practitioners Association.
Also, publicity and promotion efforts were conducted to
inform Hong Kong CM practitioners.
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I. Execution

This example is the first guideline for CM clinical
practice on cancer palliative care in Hong Kong. The
production of this guide is just a beginning and an
attempt. More experience and feedback are needed for
future summaries.

J. Update

The CPG development panel will regularly entrust
relevant professionals to review through collecting,
collating, and analysing newly emerged evidence.
CPG development panel has the responsibility and
rights of decisions on the revision. In general, the
CPGs need to be revised or updated in the following
cases: 1. to include new intervention methods; 2. to
provide evidence to prove that the existing intervention
methods are the best, beneficial, or detrimental; 3. in
adding conclusions that is important and relevant; 4. in
generating new medical resources.

In summary, we applied standard methodology in our
study with detailed descriptions of the methods used
for the construction of the CPG. However, it is not
optimal from the perspective of integrative medicine.
One of the reasons is only CM experts were invited
as members of the guideline development group.
Without the participation of WM experts and their
recommendations, the health benefits and potential
risks of the integrative treatments are unclear.

APPLICATION OF CPGs FOR
INTEGRATIVE MEDICINE

Hong Kong has a medical system different from
mainland China, and thus the CPGs should be
constructed separately. In mainland China, both CM
and WM can commonly be prescribed by the same
practitioner, while it is not the case in Hong Kong
unless the practitioner has both CM and WM licenses.
Without frequent communication between CM and WM
practitioners, evidence-based referral becomes difficult,
and therefore the existing system fails to respond
to the needs of patients. On the other hand, CPGs
can demonstrate the effectiveness and safety of the
treatments from evidenced clinical research. Systematic
review and meta-analysis results can be included in the
CPGs as pooled estimation of the treatment effects.

CPGs for integrative medicine would not be a simple
combination of CPGs of CM and WM. Instead of
covering every disease, high quality CPGs with
generalisability should aim on focusing on clinical
questions that practitioners are truly interested in. In
Hong Kong, the possible interaction between CM and
WM treatments is under the spotlight since practitioners
always need to deal with questions about integrative
treatments. In the presence of CPGs for integrative
medicine, practitioners can have a full picture of
available integrative treatment options with references.
In other words, the CPGs can provide insights and
improve medical decisions based on comprehensive
evidence from systematically collected literature and
recommendations from clinical experts.
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Furthermore, the public should also be considered
as participants in the review process of the CPGs.
Regarding integrative treatments, focuses from the
public might not be the same as practitioners. With the
involvement of the public, they will be able to reflect
their concerns and increase the transparency of the
CPGs from the perspective of potential patients.

POTENTIAL ISSUES AND
CORRESPONDING SOLUTIONS

With an increasing number of CPGs being published
in recent years'?, there are concerns about the quality
of CPGs. As a result, statements such as AGREE II
(Appraisal of Guidelines for Research and Evaluation
II) and RIGHT (Essential Reporting Items for Practice
Guidelines in Healthcare) were developed to provide
frameworks aimed to improve the construction and
report of CPGs'!. These tools can increase the
transparency of the CPGs reporting and the involvement
of stakeholders for better impact and applicability.

The development of CPGs for integrative medicine
could be challenging since the treatment combinations
would be even more diversified. Moreover, the CPGs
require opinions from experts of both CM and WM.
As clinical research for integrative medicine is still in
development, there are doubts that low quality evidence
from literature would generate low quality CPGs. In
fact, due to an evidence grading system in CPGs,
readers can identify the quality of available treatments
and make clinical decisions accordingly. In AGREE
II and RIGHT, there is no statement on excluding any
quality of evidence.

The application of CPGs is not popular among
practitioners in Hong Kong. As the frontline of medical
services, practitioners have the best understanding of
patient needs. Therefore, to benefit from the CPGs,
promotions and workshops targeting practitioners are
necessary for notification and receiving feedback. It is
also critical to increase the generalisability and prepare
for future updates. From the perspective of public
involvement, questionnaires based on the content of
CPG can be designed for participation of the public.

Finally, due to the overwhelming number of CPGs
worldwide, the management of CPGs for integrative
medicine will be another issue in the future. As a result,
a committee regarding maintenance and updates of
CPGs is essential. Without proper monitoring, mass
production of the CPGs with low methodology quality
and out-of-date evidence could be a norm and harmful
to the users.

CONCLUSION

Construction of CPGs regarding integrative treatments
is necessary for Hong Kong. Well-developed CPGs
facilitate decision making in clinical practice and
enhance the trust between patients and practitioners.
The formation of CPGs consists of consensus from
shareholders in terms of quality and recommendations.
Although there is still a long way to go, it will eventually
benefit patients, practitioners, and policymakers to
improve the quality and efficiency of medical services.
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HELPING TO REDEFINE
SURVIVAL EXPECTATIONS
FOR MORE PATIENTS

WITH MNSCLC'

FIRST-LINE TREATMENT FOR NONSQUAMOUS
AND SQUAMOUS mNSCLC

FIRST-LINE NONSQUAMOUS COMBINATION THERAPY:
KEYTRUDA® (pembrolizumab), in combination with pemetrexed and platinum
chemotherapy, is indicated for the first-line treatment of patients with metastatic
nonsquamous non-small cell lung cancer (NSCLC), with no EGFR or ALK
genomic tumor aberrations'.

FIRST-LINE SQUAMOUS COMBINATION THERAPY:

KEYTRUDA®, in combination with carboplatin and either paclitaxel or
paclitaxel protein-bound, is indicated for the first-line treatment of patients
with metastatic squamous NSCLC'.

FIRST-LINE MONOTHERAPY:

KEYTRUDA®, as a single agent, is indicated for the first-line treatment of
patients with NSCLC expressing PD-L1 [Tumor Proportion Score (TPS) > 1%)]
as determined by a validated test, with no EGFR or ALK genomic tumor
aberrations, and is: stage lll where patients are not candidates for surgical
resection or definitive chemoradiation, or metastatic'.

PD-L1 = Programmed death-ligand1 | 'y
Reference: 1. Hong Kong Product Circular (KEYTRUDA®, MSD) ! actual pe_ment.

Selected Safety ion for KEVTHUDA ¥ -
licatit EYTRUDA is indicated for the treatment of patients with or i +KEYTRUDA as isi for the adjuvant treatment o Ienawlm Stage | 1l melanoma with involvement

of lymph node(s) following complete resection. - Non-Small Cell Lung Cancer-KEYTRUDA, in ion with and platinum is indicated first-line treatment of patients with'm nonsquamous non-small cell lung cancer
(NSCLC), with no EGFR or ALK genomic tumor aberrations. KEYTRUDA, in combination with carboplatin and either paclitaxel or paclitaxel protein-bound, is indicated for the first-line treatment of patients with ic squamous NSCLC. KEYTRUDA, as a
single agent, is indicated for the first-line treatment of patients with NSCLC expressing PD-L1 [Tumor Proportion Score (TPS) = 1%)] as determined by a validated test, with nio EGFR or ALK genomic tumor aberrations, and is: stage Ill where patients are not
candidates for surgical resection or definitive chemoradiation, or metastatic KEYTRUDA, as a single agent, is indicated for the treatment of patients with metastatic NSCLG whose tumors express PD-L1 (TPS =17%) as determined by a validated test with disease
on or after platir Patients with EGFR or ALK genumlc tumor aberrations should have disease progression on approved therapy for these aberrations prior to receiving KEYTRUDA. - Urothelial Carcinoma-KEYTRUDA
is indicated for the treatment of patients with locally advanced or metastatic urothelial carcinoma who are not eligible for cisplatin-containing chemotherapy and whose tumors express PD-L1 [Combined Positive Score (CPS) =10] as determined by a validated
test, or in patients who are not eligible for any plati of PD-L1 status. KEYTRUDA is indicated for the treatment of patients with locally advanced or lic urothelial i who have disease ion during or
following platinum-containing chemotherapy or within 12 months of neoadjuvant or adjuvant treatment with platinum-containing chemotherapy. - Classical Hodgkin L EYTRUDA as ‘s indicated for the treatment of adult patients with
relapsed o refractory classical Hodgkin lymphoma (cHL) who have failed autologous stem celltransplant (ASCT) and brentuximab vedotin (BV), or who are transplant-ineligible and have failed BV. - Mi High or Repair Deficient
Cancer-KEYTRUDA is indicated for the treatment of adult patients with or ite instability-high (MSI-H) or mismatch repair deficient (dMMR) solid tumors that have progressed following prior treatment and who have no satisfactory
alternative treatment options, or colorectal cancer that has progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. - Renal Cell Carci EYTRUDA, in ination with axitinib, is indicated for the first-line treatment of patients with
advanced renal cell carcinoma (RCC). Dosage and administration: Patient Selection: Select patients for treatment with KEYTRUDA as a single agent based on the presence of positive PD-L1 expression in stage Il NSCLC who are not candidates for surgical
resection or definitive NSCLC or ic urothelial cz ; For MSI-H or dMMR Cancer, select patients for treatment with KEYTRUDA as a single agent based on MSI-H/dMMR status in tumor specimens. - Melanoma:
The recommended dose of KEYTRUDA in patients with or is 200 mg i as an infusion over 30 minutes every 3 weeks until disease or toxicity. The dose of
KEYTRUDA for the adjuvant treatment of adult pallen(s with is 200 mg i as an infusion over 30 minutes every 3 weeks until disease recurrence, unacceptable toxicity, or for up to 12 months in patients without disease
-NSCLC: For or Iherapy. KEYTHUDA 200 mg should be administered as an intravenous infusion over 30 minutes every 3 weeks until disease progression, unacceptable toxicity, or up to 24 months in patients without disease
KEYTRUDA n administer KEYTRUDA prior to chemotherapy when given on the same day. Refer to the for the agents in with
KEYTRUDA for recommended dosing information, as appropna(e. « Urothelial Carcinoma, Classical Hodgkin Lymphoma, MSI-H or dMMR Cancer: 200 mg should be administered as an intravenous infusion over 30 minutes every 3 weeks until disease
progression or unacceptable toxicity, or up to 24 months in patients without disease progression. - Renal Cell Carcinoma: KEYTRUDA 200 mg should be administered as an intravenous infusion over 30 minutes every 3 weeks in combination of axitinib 5 mg
orally twice daly unm disease progresslun or unacceptable toxicity, or for KEYTRUDA up to 24 months in patients without disease progression. Dose escalation of axitinib above the iniial 5 mg dose may be considered at intervals of six weeks or longer.
diated colitis - I diated hepatitis (KEYTRUDA) and hepatotoxicity (KEYTRUDA in with axitinib) - I e (adrenal i
hypophysms thyvmd disorders - hypenhyrmdlsm hypothyroidism and thyroiditis; Type 1 diabetes mellitus) « Immune -mediated nephritis and renal dysfunction - Inmune-mediated skin adverse reactions (SJS TEN exfoliative dermatitis and bullous
diated adverse reactions - Infusion-related reactions (including and e i of allogeneic HSCT in patients after or prior to treatment with KEYTRUDA treatment - Increased mortality in
patients with mumple myeloma when KEYTRUDA is added to a thalidomide analogue and dexamethasone - Embryo- fe!al toxicity Adverse Events: Most common adverse reactions (reported in 220% of patients) when KEYTRUDA was used as a single agent
were fatigue, musculoskeletal pain, decreased appetite, pruritus, diarrhea, nausea, rash, pyrexia, cough, dyspnea, constipation, pain, and abdominal pain; when KEYTRUDA was used in with were nausea,
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Radiology Quiz

Radiology Quiz

Dr Hoi-to LAU
MBBS, FRCR

Questions

1. What is the abnormality in this cervical spine X-ray?
(Patient with trauma history)
2. What is the next investigation?

(See P.48 for answers)
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CLINICAL PRESENTATION

Classical features of symptomatic COVID-19 cases
include fever, new onset persistent cough and anosmia'.
Later studies also showed distinctive mucocutaneous
manifestations (e.g. transient lingual papillitis, glossitis
with lateral indentations)®. Nevertheless, 28% to 59%
of patients remained asymptomatic through the disease
course’, and patients may also present with common
upper respiratory infection symptoms or non-specific
symptoms such as fatigue, myalgia, rigour, headache
or loss of appetite!. Being older, with underlying
comorbidities (recent haematological malignancy,
diabetes, chronic kidney disease, transplant history)
and presenting with dyspnoea, anorexia and rash, are
more prone to severe COVID-19*°. In-hospital acute
kidney injury has been shown to be associated with
a prolonged course of disease and hospitalisation
in HK®. "Long Covid-19" refers to the persistent
symptoms of COVID-19, which commonly included
fatigue, dyspnoea, joint pain, chest pain and cough’. A
substantial increase in the prevalence of community
depression has also been widely reported since the
COVID-19 outbreak®.

PATHOPHYSIOLOGY

The key pathophysiology of COVID-19 involves
inflammatory infiltrates and microvascular thrombosis
that leads to diffuse alveolar damage®. Laboratory
findings showed that COVID-19 patients have a higher
level of circulatory proinflammatory cytokines, e.g. IL-2,
IL-7, IL-10, G-CSF, IP-10, MCP-1, MIP-1A and TNF-o’.
The immune response plays a critical role in the
development of organ injury characterised by markedly
elevated inflammatory markers (e.g. C-reactive protein
and interleukins)™.

The severe cases are associated with coagulation
abnormality". The higher level of D-Dimer, a product
in the coagulation system, may serve as a predictor
of severity and mortality'>®. A significant increase
of neutrophil extracellular traps (NETs) triggered by
soluble and cellular factors promoting thrombosis'.
Autopsies show features of lung cell desquamation
and formation of hyaline membrane, indicating the

occurrence of acute respiratory distress syndrome?®
as well as the presence of thrombosis and micro-
angiopathy with neutrophil-platelet clotting in vessels
and capillaries of the lung'®".

TREATMENT STRATEGIES

The current strategy against COVID-19 focuses on
public health interventions (e.g. social distancing,
compulsory screening), trial treatment with licensed
drugs and the development of new therapies and
vaccines™'®?. Social distancing was shown effective in
reducing the transmission of COVID-19%. Although
remdesivir? and interferon” have demonstrated a trend
of shortened clinical course, their reduction in mortality
was modest, and the efficacy varied across different
populations?’?*. The BLAZE-1 trial showed that
combined bamlanivimab/estesevimab led to reduced
viral load and hospitalisation/emergency visit rate*
among moderate to severe cases, and corticosteroids
have been shown to reduce mortality among severe
cases®?. A late phase II RCT from Oxford also
demonstrated that budesonide, a conventional anti-
asthmatic medication, led to 86.9% absolute risk
reduction of hospitalisation or emergency service use
which reconciles with the anti-asthmatic effect of herbs
from CM%.

PRESCRIPTION OF CHINESE
MEDICINE (CM) FOR COVID-19

CM treatment integrated with conventional medicine
has been recommended by the China National Clinical
Practice Guideline (CPG) for COVID-19 infection since
January 2020%. According to CM theory, COVID-19 is
regarded as pestilential pathogens of warm and cold (&
¥, 78y%) which usually invade the body with dampness
pathogens (3#7%F). These pathogens usually transform
into heat-, phlegm-, and/or stasis- pathogens (£, %, #?%)
from mild to severe stages, and resulting in deficiency
and dryness (i, 1) during the convalescent stage®.

According to the national CPG, over ten Chinese
medicinal prescriptions are recommended based on
syndrome differentiation of patients, and stages of CM
pathogenesis in COVID-19 patients. The recommended
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Table 1. Chinese medicinal prescriptions for treating COVID-19 (The China National Clinical Practice Guideline for COVID-19
infection)(Adapted from national guideline)

Pattern of syndrome differentiation ~ Name of prescriptions or licensed proprietary Chinese Medicines for consideration
Mild, ordinary and |All patterns by adjusting herbs Qingfei Paidu (QFPD) decoction
severe (EItHEEEE)
Mild Cold-dampness constraining the lung Hanshiyi formula
(#N) I I
Heat-dampness retaining in the lung Modified Da Yuan yin*
CREARENZ) GEIFETI)
Ordinary Dampness-toxin constraining the lung Xuanfei Baidu (XFBD) formula
(HEA) () (EThEs /1)
Cold-dampness obstructing the lung Modified Buhuanjing Zhenqi san*
(R (RS IESHI)
Severe Pestilence-toxin obstructing the lung Huashi Baidu (HSBD) formula
i) (RPN E) UL 1)
Dual blazes of Qi and Ying aspects Modified Qingwen Baidu san* (J& &z & S0hmIE)
GREmIEE) Xiyanping injection (£ #3F), Xuebijing (XB]) injection ([fil.0;#), Reduning injection (%
#%), Tanreqing injection (£ ), and Xingnaojing injection (FgASEF)
Critical Internal blockage and external collapse Modified Sheng Fu decoction* (Z23H3
(fam) (M) P [eoitied Sheng T Cocotion” (BHIBIA) s o (5
jing (XBJ) injection (Iff1,2A5), Reduning injection (#47#:%&), Tanreqing injection (%4
%), Xingnaojing injection (Fgfi&#EF), Shenfu injection (Z[3:5:#), Shengmai injection (£
N&IES$#), and Shenmai injection (222873 541%)
Convalescent Qi deficiency of the lung and spleen Modified Shenling Baizhu san and Yupingfeng san*
(Be800) (e Se.) (BB EDIHE FFRSITH)
Deficiency of Qi and Yin Shengmai yin and Zhuye Shigao decoction*
CREEmIHERE) (AR TS B IR

* no name indicated in the China's guideline

"3-medicines-3-formulae" (3-M-3-F, ==
prescriptions consist of three Chinese medicines: Jinhua
Qinggan (JHQG) granules &:ftif@EHEk;, Lianhua
Qingwen (LHQW) capsules#{t &g E 5, and Xuebijing
(XBJ) injection [fl.0AF and three CM formulae: Qingfei
Paidu (QFPD) decoction #Efififfi&E5, Huashi Baidu
(HSBD) formula {r#BtE /5, and Xuanfei Baidu (XFBD)
formula Fffilifit& /5. There are other modified formulae
(e.g., Shengmai yin, Zhuye Shigao, Sijunzi decoction
and Erchen decoction). These prescriptions could be
employed as follows:

1. During Medical Observation
(for Suspected Cases)

For patients who have mild flu symptoms or close
contacts of confirmed cases, JHQG§{Eik% granules,
or LHOW ¥ capsules are recommended.
Observational studies showed the two prescriptions
improved symptoms of patients®?.

2. During Medical Treatment
(for Confirmed Cases)

Once the diagnosis is confirmed, CM could be
prescribed by syndrome differentiation of the patients
(e.g. coldness, heat, dampness, phlegm, stasis, deficiency
and dryness) according to the five stages of mild,
ordinary, severe, critical, and convalescent as shown in
Table 1.

CLINICAL EVIDENCE OF THE
EFFECT OF INTEGRATIVE
MEDICINE

CM has been used to treat COVID-19 since the
early stage of the pandemic®, with symptom-based
differentiation into subtypes for the formulation of
treatment®. For mild cases, a randomised controlled

trial (RCT) led by Zhong Nan-shan (n=284) showed
that LHOW#ifEiS#icapsule, a licensed proprietary
CM for infectious diseases, increased the absolute
overall recovery rate and chest computed tomography
improvement rate by 9.1% (91.5% vs 82.4%, p = 0.022)
and 19.7% (83.8% vs 64.1%, p < 0.001), respectively®.

A large-scale national retrospective cohort study
(n=8,939) showed that QFPDJ# fidecoction, a
combination of 4 classical CM formulations®, was
associated with 3.6% absolute risk (1.2% vs 4.8%)
reduction in mortality. After adjusting for patient
demographics and concomitant drug use, add-on
QFPD decoction was associated with a 50% relative
risk reduction of in-hospital mortality (HR = 0.50, 95%
CI: 0.37 to 0.66, p < 0.001). The result is comparable to
another retrospective cohort (n = 782), showing early
administration of QFPD decoction was associated with
a higher likelihood of recovery*. Apart from increasing
recovery rate and reducing mortality in mild cases, a
retrospective cohort (n=234) from Shanghai showed that
earlier CM use was strongly associated with a shorter
period of having SARS-CoV-2 swab and a shorter
hospital stay®.

A retrospective cohort (n=1,788) from 5 Wuhan hospitals
showed that add-on individualised CM was associated
with 58% risk reduction of mortality®. Among 317
severe/critical cases, add-on CM use was associated with
28.3% absolute risk reduction (18.6% vs 46.9%) of death.
Propensity-score matched analysis showed a 66%
(HR = 0.34, 95% CI: 0.15 to 0.76, p = 0.009) relative risk
reduction in mortality, demonstrating a dose-dependent
relationship with the duration of CM use. Severe/critical
patients had a trend of stabilised D-dimer level after 3-7
days of add-on CM. Key CMs used in the cohort were
anti-asthmatic, and immune-modulating drugs. CM
users had comparable liver and renal function when
compared to non-users.
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BASIC RESEARCH ON CHINESE
MEDICINE FORMULAE AND
HERBS

QFPDi#lilifkRidecoction were studied regarding their
pharmacological activities, supported by network
pharmacology®. The anti-viral effects were: 1. direct
on viral replication, 2. modulation of host pathways
like TLRs, RGL, RLH, AMPK, P/13K/AKT, MAPK/ERK
signal pathways, 3. promotion of defence via T and
B cell functions, 4. free radical scavenging activities
by enhancing SOD, CAT and GPX. Blockage of ACE2
receptors and prevention of binding of SARS-CoV-2 via
spike protein S1 subunit was shown.

Prevention of cytokine storm induced micro-vascular
thrombotic cascade was shown to be due to inhibition
of inflammation associated genes, reduction of
inflammatory factors, regulation of signal pathways
and balance of cytokines. Pulmonary vasculopathy
and fibrosis were shown to be prevented by regulatory
effects on the endothelium and coagulation mechanism.

The above actions were found in 6 key herbs in
combination with 14 others, viz: Ephedra Sinensis
(Ma Huangliiigt), Bupleurum Chinense (Chai-hu%g
i#ifl), Pogostemon Cablin (Guang -huo-xiangE&E%),
Cinnamomum Cassia (Gui-zhitkky), Scutellariae Baicalensis
(Huang-qin %), and Glycyrrhiza Uralensis (Gan-cao
H%). Another study revealed that two compounds
(kaempferol and quercetin) from QFPD j#ilfiiBkit
decoction directly suppress SARS-CoV-2 replication
by inhibiting papain-like protease (PLpro) and 3C-like
protease (3CLpro), and it is involved in the regulation of
viral infection and inflammation/cytokine pathways*.

Network analysis of LHOW3#lifEi#iicapsule showed

that it regulates proteins co-expressed with ACE2
receptor of COVID-19, suggesting the potential effects
against SARS-CoV-2 infection®”. Zhong Nan-shan's
research team showed that the LHQW capsule and Liu
Shen capsule inhibited the replication of SARS-CoV-2
in Vero E6 cells and suppressed expressions of cytokine
genes (e.g., TNF-q, IL-6, MCP-1) in Huh-7 cells®*®. In
silico screening showed that Lonicerae Japonicae Flos (Jin-
yin-hua 4:$R4t) and Forsythiae Fructus (Lian-qiaos##),
two key herbs of LHQW, worked against COVID-19 by
targeting 3CLpro and ACE2%. Phillyrin from Lian-qiao
H#Y, significantly suppressed viral infection and pro-
inflammatory cytokines in cells via attenuating NF-kB
signalling pathway*'.

One major component in QFPD and LHQW, Scutellariae
Baicalensis (Huang-qin #%) and its compound,
baicalein, reduced the morphological damage of SARS-
CoV-2 infected Vero E6 cells, inhibited inflammatory cell
infiltration in the lung, and reduced serum cytokines
(IL-1a and TNF-a) in rats*?. Consistently, baicalein
inhibited SARS-CoV-2 replication via inhibiting 3CLpro
activity in vitro®.

Network pharmacology analysis on XBJllil##finjection
showed that it could benefit COVID-19 patients with

immuno-thrombosis by targeting PI3K-Akt, TNF, IL-
4, IL-10, IL-13, IL-17, HIF-1, apoptosis, and platelet
activation & aggregation pathway.
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XBJ inhibited the level of IL-6, TNF-a in serum in the
methicillin-resistant staphylococcus aureus-induced
sepsis mice, and suppressed inflammatory response
by down-regulating the activation of NF-kB, MAPK,
and PI3K/Akt pathways in Pam3CSK4-stimulated
mouse macrophages*. It inhibited the expression
of HIF-14 (to attenuate hypoxia-induced injuries) in
lungs of paraquat-induced pulmonary injury mouse®,
and up-regulated the expression of IL-10 (an anti-
inflammatory cytokine) in the acute lung injury/sepsis
model animals**¥. XBJ and its compounds Carthami
Flos (Hong-hua %[{£), Paeoniae Radix Rubra (Chi-shao
77:7~J), Chuanxiong Rhizoma (Chuan-xiong JI[=), Salviae
Miltiorrhizae Radix (Dan-shen J}22) and Angelicae
Sinensis Radix (Dang-gui ‘&) have anticoagulant and
anti-thrombotic effects. Animal studi