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Summary

Background

Urticaria and psoriasis are two of the most commimonicskin disorderghat havea great
i mpact on pat i.@&estem inedgineg WNProwdesastiortekm siyngodbmatic
relief. However a longterm strategy for managing refractory urticaria is lacking and

unwanted side effects have been associated withttonguse of such therapies for psoriasis.

In WM, chronic urticaria and psoriasis vulgaaie attributed témmune dysfunctiorfas the
underlying internal factyrand are triggered by external factors. In Chinese medicine (CM),
these two conditions share the same pathogenesis of an underlying deficiency of healthy,

protectiveqgi with an external pathogenic fact

In terms oftreatmentprinciple, the concept of using theame treatment for different diseases
( ) is very common in CM clinicapractice This isdefined as applgg the same

treatment method to patients who suffer from different disease buthies@me pattern#\s
both conditionsresult from immune dysfunction in WM, and share the same treatment
principle from a CM perspective, thdinical management of theseo conditionswas

evaluatedo explore theurrent state of clinical evidence of @base herbal medicine (CHM)

To provide the best available evidence on the efficacy and safety of CHM for both conditions,
owhol e evidencebd from Dboth cl avwassavauated | it e
systematically. Prelinical evidence was brieflyusnmarised to explain potential mechanssm

of CHM. In addition, practicabilitys uc h as pat isefruging GHMeskoplé vei e n c e

considered when CHN considered as part ofinical practice.



Objectives

The objectives of this study are to:

1.

evaluatethe evidence of CHM for chronic urticaria and psoriasis vulgaris in the

classical CM literature

2. evaluate the current clinical trial evidence of CHM for chronic urticaria

3. evaluate the current clinical trial evidence of compound glycyrrhizin (CG) (extract
from Chinese herban cao , radix glycyrrhizag for psoriasis vulgaris

4. summarise the current experimental evidence of CHM for chronic urticaria and
psoriasis vulgaris

5. expl or e pat i ohusisgbiCHM fomthe treatenant of chronic urticaria and
psoriasis vulgaris

Methods

EvidenceEvaluationof CHM inClassicallLiterature

Classical literature research was conducted based oZhbteg Hua Yi Dian Citations

related to chronic urticaria andqriasis vulgaris were fouraly searching th&hong Hua Yi

Dian. Descriptive analysis was performed to calculate the frequency of formulae and herbs

used in thezhong Hua Yi Diarcitations likely toinvolve chronic urticaria and psoriasis

vulgaris.

EvidenceEvaluationof ChineseHerbal Medicinein Clinical Trials

Clinical evidence was evaluated and synthesised thra@ygkematic reviews SR9 of

randomised controlled trials (RCTspll SRs were conducted following the rigorous



methodology of the CochneCollaboration In addition, experimental evidence from modern

literaturewasalso summarisednd incorporated into the SRs
Experiences of usinghtheseHerbal Medicine

A qualitatved escr i pti on met hod was ussévihg Wwiththesex pl or e
two conditions and using CHM. Dataere collecied through individual semstructured

interviews.
Results
Evidence fronClassicalLiterature

The findings indicate thaXiao feng san is the most commonly reported formula for
urticaria in the classical literatyrandis still used in current clinical practice. For psoriasis
vulgaris, the most frequently reported formuleSmi feng shun gi wan Y , which
differs from contemporary p@actice. The CHM treatments for these two conditions have

several herbs in common, includifeng feng , jing jie , gan cao , giang huo

, dang gui andchuan xiong

Evidence fronClinical Trials

Two SRs on CHM for chronic urticariacluded100RCTs(10,258 participan)s The results
suggested that CHM aloBR: 1.21 [1.15, 1.29]7+0%) or asanaddon therapy tsecond
generation antihistamind®R: 1.19 [1.10, 1.27],>k 54%) improved symptoms of chronic
urticaria by 30 or morewhen compar with secondgeneration antihistamine€HM was
well tolerated by patients with chronic urticarMethodological flaws ofheincluded studies

and uncertain validity of outcomes limited the certainty of the findihgekey herbs used in



the formulae fo chronic urticaria in included studies appeared to haveirdl@mmatory,

anti-allergenic and antipruritic actions.

The third SR focused on the add effect of CG to conventional therapy for psoriasis
vulgaris. Eleven RCTg(1,200 participnajswere included in this SRCG plus conventional
therapy enhanced clinical response in termpsoiriasis area severity index (PASD (RR:

1.30 [1.21, 1.40],%= 6%) and0 (RR: 1.37 [1.21, 1.56],’E 0%), anddid not increase the
frequency of adverse ewmts for patients with psoriasis vulgaris. However, the findings should
be interpreted with caution due to methodological flamvghe included studies. The long
term addon effect was uncertainrCG was considered to hawen antrinflammatory and

immunemodulating effect based on experimental evidence.
Experience of usingtineseHerbal Medicine

The findings suggested that patients living with psoriasis vulgaris or chudicariawere
burdened byphysical and psychologicaffects Long-term use of conventionateatments
resulted in unpleasantside effects which undermined participant® confidence in
conventional treat ment s. Based on participa
CHM astreatment Most participarg experienced satisfactory respasse CHM, butsome

found it hard to manage.
Conclusions

Evidence from classical literature showed the most frequently used formulae and herbs for
both conditions in ancient times, whicbuld guide contemporary clinicgractice and drug
discovery. SRs of clinical evidence produced through this research suggested thataSHM
well tolerated andhad promising benefits in improving clinical outcomes. These provided the

evidence of efficacy and safethecessaryor clinical decisionmaking, CM education and



further researchA generalsummary of pharmacological action of key herbs indicated that
the herbs possessed anfiammatory, antallergenic, antipruritic and immuraodulating
actions.When choosing CHMpatientsexpected accessible treatmentdich could reduce
relapse rates with no side effecténderstandingp at i e nt s 0s ars experientest | 0 n
helpful when communicaing with patients about their therapeutic optiorfaurther, it

provides direction fofuture research.



Chapter 1. Introduction

1.1 Introduction

Chronic urticaria and psoriasis vulgaris are two comnobmnonic and recurrentskin
conditions which havesimilar prevalence ithe global populatior(1i 9). The pathogenesis of
both conditions is related to immune dysfunction etdggered by external factofe0i 13).
In addition tothe considerablehealthrelated (physical and psychological) burgéhese
conditions inflict onpatients, both chronic ucria and psoriasis vulgarnsdace significant

economic burdeson individuals and healthcare syste(dSi 22).

For both conditionsWestern medicine (WMgan provide rapid relief of symptoms. However,
long-term use of WM remains a challenge duautsomfortable side effects ané lack of
treatment respondeom some patient§l0, 12, 13, 23). Patients may look to complementary
and alternative medicines (CAM) when WM treatmeoesnot meet their expectations
Studies showhe use of CAMincluding herbal medicine for skin conditigris increasing

(24i 26).

Chronic urticaria and psoriasis vulgaris are two examples of dermatological diseases with
similarities in WM pathogenesis and Chinese herbal medicine (CHM) manageDment.
Chinese medioe (CM) treatment principlean be applied to both conditigrtkat is todeal

with presenting symptoms during the acute phase of the condition, and address the root cause
(underlying internal factors) during the chronic phase of the condition. Treatmesit

address both symptoms and root causedbguided by the primary cause of the condition

(¢ T, T, G ).



Moreover,the concept of using theame treatment for different diseases ( ) is very

common in CM clinicalpractice This is defined as applgg the same treatment method to
patients who suffer from different diseatbat havethe same patternsAs both conditions
result from immune dysfunction in WM, and share the same treatment principle from a CM
perspectiveijt is valuable ¢ explore the current state of clinical evidence of Chinese herbal

medicine (CHM).

CM has a long history in treating dermatological diseaSkl classical literature contairas

abundane of information on CHM for chronic urticaria and psoriasis vulgamisancient

times. Many of the formutadescribed in contemporary textbooks and guidelines have their

origins in classical literatureHowever,classical literature has not been evaluated using a
systematic approach. Meanwhile, evidence from clinical taalSHM for chronic urticaria

and psoriasis vulgaris is increasing. Synthesis of information from classical literature and
clinical trials is lackingA 6 whol e evi denced approach was us
search, evaluate arglstematicallyaralyse evidence from classical literature and modern
literature This includedrandomised controlledrials (RCTs) nonrandomised controlled

trials and norcontrolled studies. This comprehensive approach can identify potential

therapesfor further evaluabn and guide clinical practice

1.2 Rationale of theResearch

This project addresses several gaps in the understanding of CHM use for chronic urticaria and
psoriasis vulgaris. The classical literature includes discussior@Vbfconcepts in texis

dating kack to the Spring and Autumn periods (7406 BC) (27). Books are written in
Chinese. Many texts do not have an English translation and hard copies may be difficult to
obtain. TheZzhong Hua Yi DianlZHYD) provides a digitalised and searchable collection of

more than 1,100 books. This project provides a summary of the information from classical



literature Many of these sourcewould not otherwise be accessible to people wWhanot

read Chinese.

Further, gstematic reviews (SRs) of clinical evidence provide the best avaitattsationof
efficacy and safety for clinical decisionaking, CM education and further research. For
psoriasis vulgaris, several SRs have evaluated the efficacy and safety of(Z3HBA).
Reviews have focesl on evaluatiorof CHM as an intervention. No reviewsat examined

the efficacy of a particular heriiormula or productvere identified For example, £HM
product called compound glycyrrhizifCG), with its key constituentglycyrrhizin extracted

from gan cao , IS commonly used in clinical practice in China for psoriasis vulgaris. No
reviews published in English have evaluated the efficacy of this compound. For chronic

urticaria, two SRs have focused on a particular forn@Eng gui yin zi ) (32, 33)

and the third review evaluated CHM but watharrow scop€34). To address these gaps, this
project will undertake additional evaluation to provide a more comprehensive evaluation of

best available evidence foratment othese two conditions.

Through previously published SRs of psoriasis vulgdhie researchadentified key herbs

that may be promising for both conditions. To examine the pharmacological actions of the
key herbs used in the SRbe researchereviewed a selection of experimental studiest
reported actions relevant to chronic urticaria and psoriasis vulgaris. This could inform drug
discovery research and ensure the most relevant active compounds are extracted for CHM

preparation.

Most studiesfocus on the efficacy and safety of CHM for the conditiddswever, little
attention has been paid to the amérs, including patients. A qualitative study was
conducted to explore the use of CHM for chronic urticaria and psoriasis vulgass.

qualitaive study highlighted the motivators for people to use CHM and their experiences of



using CHM to manage their skin condition. The findings from this component of the project
will help inform CM clinical practice and contribute valuable information farreutesearch

study design.

Finally, the projecintegrated the classical literature with current clinical practice guidelines,
clinical evi dence sahht infpradtioneam tggidie comtgnmperary e n c e

practice and clinical research.

1.3 Aim

This project aims to evaluate the efficacy and safety of CHM for chronic urticaria and
psoriasis vulgarisFurther, it ams o ex p !l or e p astofi usimytCsik foretthep e r i e n

treatment of these two conditions.

1.4 ResearchQuestions

1. What is the understandjrof CHM for chronic urticaria and psoriasis vulgaris in the
classical CM literature?

2. What is the current clinical trial evidence of CHM for chronic urticaria?

3. What is the current clinical trial evidence admpoundglycyrrhizin (extract from

Chinese herlgan cao , radixglycyrrhizag for psoriasis vulgaris?

4. What is the current experimental evidence of CHM for chronic urticaria and psoriasis
vulgaris?
5. Whatarepat i ent s &usiagkGH¥ rfor thentieament of chronic urticaria or

psoriasis vulgaris?



1.5 Organisation of theThesis

This thesis include$0 chaptersChapterl introduces the research background of this project.
The rationale and aim of the research are highlighted. The research quastionsluded

and an overview of the thesis is prewel

Chapter2 describes the understanding of chronic urticaria and psoriasis vulgariga Thdvh
perspective, including the definition, epidemiology, aetiology, pathophysiology, diagnosis
and classification/subtypes. Current conventional manageraedtis limitations arealso

identifiedandreviewed.

Chapter3 describes the understanding of chronic urticaria and psoriasis vulgaris fodvin
perspective through general review of contemporary clinical guidelines and key textbooks.
The contents include therminology, aetiology, pathophysiology, syndrome differentiation,

treatment principlg CHM treatments (oral and topicaiicupunctur@nd other therapies

Chapter4 evaluates the evidence of CHM for both conditions in over 1,100 classical
literature books contained in a compact @i€CD) version of ZHYD (Encyclopaedia of
traditional Chinesemedicing. The classical literature research procedure for both conditions
is described in detaiZHY D citationsrelated to urticaria and psoriasis vulgaris aentified.

The frequently used formulae and herbs are calculated through descriptive analysis.

Chapter5 describes the general methodolagedto evaluate the clinical evidence. All SRs
follow the proceduresuggested byCochrane handbook for systematic reviews of

interventiong89).

Chapter6 and Chapte# are two SRs on CHM for chronic urticar@hapter6 evaluateghe
efficacy and safety of CHM alone for chronic urticaria when compared sattond

generation antihistamine€hapter7 evaluates the effacy and safety of CHM aeuh

10



therapy tosecondgeneration antihistamineSurther, hemain pharmacological actions of the
key formulae and herbs are summarised in these two chafleapter8 systematically
evaluates the clinical evidence on the -addeffect of CG to conventional therapy for

psoriasis vulgaris and its safety.

Chapter9 presents a qualitative study, which explorespheet i e nt s 8of lvingpveghr i enc e
chronic urticaria and psoriasis vulgaris and using CHM to manage the conditions. The

research method and findings are described in this chapter.

Chapter10 summarises and discusses the research findings, similarities and differences
across chapters, and limitations of this project. Implicatfon clinical practice and further

research are also highlightéihis chapter also includes conclusions drawn from this research.

11



Chapter 2. Chronic Urticaria and Psoriasis

Vulgaris in Western Medicine

2.1 Definition of Chronic Urticaria and PsoriasisVulgaris

Urticaria and psoriasis are two common skin disorders. The typical characteristic of urticaria
is the development of wheals (also called hives), either alone or accompanied by angioedema
(10). The feature of wheals is a central swelling area, which iswied by erythema and
usually accompanied by pruritus (itching) and/or a burning sens@i@®nWheals vary in

size from a few millimetres to several centimet(®8S). Theydevelop quickly and usually
resolve within 24 hours. In contrast, angioedema may present with erythematous-or skin
coloured swelling of the lower dermis and subcutis, with pain rather than pr@t@us
Angioedema can take up to 72 hours to res¢@\®. Wheals may develop in response to a

stimulus (induced urticaria) or there may be no identifiable trigger (spontaneous urticaria).

Depending on duration of the condition, urticaria is classified as aceteonic(10). Acute
urticaria is defined as thep@ntaneous onset of wheals and/or oed#ratlastslessthan six
weeks(10). Chronic urticaria refers to the occurrence of symptoms lasting for six or more
weeks ands categorsed as either spontaneous (chronic spontaneous urticaria) or inducible
(20). Symptoms can occur daily or almost daiB6), or at irregular interval&37). In clinical

appearance, chronic urticaria is not different from acute urti¢air)a

Psoriasis is a chronic, genetic, systemic and inflammatory disthraleran be influencedyb
environmental factorg13). It may have potential associat®omwith other inflammatory
disorders or metabolic syndrogpesuch as psoriatic arthritisr diabetes(12, 13). Psoriasis
vulgaris is the most common type of psoriasis, observed in approxirBat€@% of patients

(13). Psoriasis vulgaris appears as sharply marginated, erythematous patches or plaques with

12



a characteristic silverwhite micaceous scale. The plaques are roundwval and are
typically located on the scalp, trunk, buttocks and lindspecially on extensor surfaces of
the elbows and kneé$3). Psoriasis vulgaris may progress to other types of psoriasis, such as

erythrodermic or pustular types, due to inappropriatefhes or infectiorf12, 13).

2.2 Epidemiology of Chronic Urticaria and PsoriasisVulgaris

2.2.1 Prevalence ofhronic Urticaria and PsoriasisVulgaris

The prevalence of various types of urticamages from 0% (8) to 88% (9). For psoriasis,

it rangesfrom 0.4®6 (2) to 8.6 (1i 7). According to the National Hospital Morbidity
Database fronthe Australian Institute of Health and Welfanaiticaria hospitalsation rates
increased from 5.6 in 1993994 to 10.3 in 20042005 (per 100,00eople) with anaverage
annual increase of 34 (38). In China, the prevalence of urticaria is unknown. The
prevalence of psoriasis in Victor{@ustralig is 6.6% (6), while in Chinait is 0.4P%6 (2).
Prevalence of psoriasis vulgaris is higher in young females than ifiglefor chronic

urticaria, prevalence is higher in females overall, regardless ¢Pagé.

Prevalence of psoriasis vulgaris is also influenced by geographical lo¢atioexample
cooler climate[39] and ethnicity [4]). It appears thatvariables including physical
environment, genetic factors and behavioural patigstesy a role in the progression of

psoriasiq39).

2.2.2 Impact ofChronic Urticaria and PsoriasisVulgaris on Health-relatedQuality of Life

The impact of chronic urticaria on qugliof life (QoL) has been rated as comparable to that
of coronary artery diseaqd?). Functional limitation has been reported in mobility, pain,
energy, sleep, and mood changes including depression, life stress, social interaction and

emotional reactiong14i 17). Patients were not always aware of the level of limitation

13



experienceddue tourticaria (14). The prevalence of psychosocial factors in people with

chronic spontaneous urticaria was estimated to be %6i198n SR conducted in Canadd0).

Although psoriasis is not life threatening, reseatds linked it to an increased risk of
cardiovascular disease, diabetes and cancer, among other morfiditida addition to the
burden of symptoms such as scaling, itching and skin redness, the amountrefjtimsd to

treat extensive skin or scalp lesions and to maintain clothing and bedding also adversely
affectsQoL. Psychological wellbeing can be affected, including loweredestdfem, anxiety,
sexual dysfunction and depressi(dg, 19). Suicide maycaur if theillness is severél8, 19).
Patients with psoriasis suffer physical and meniahbilies that are comparableto (or

greater thanthosefound in patients with other chronic disessguch as tumour, arthritis,

hypertension, cardiovascular disease and dialjéies

2.2.3 EconomidBurden of Chronic Urticaria and PsoriasisVulgaris

Medication costaccounted fonearly two thirds (US$280) of the total annual direct cost of
US$2047 pe patient (20) for chronic spontaneous urticaria. This is likely to be an
underestimabn because factors such as waiting time and costs accrued by carers and family
were notconsidered The direct average annual costs of mild psoriasis vulgaris per tpatien

r ange d500to 02,000 and for severe disease fram,000 tou10,000 in Germany21,

22). Indirect costs, including work absenteeism, early retirement and unemployment due to

psoriasis, added a furthét,600 on averag@?).

2.2.4 Similarities inChronic Urticaria and PsoriasisVulgaris

The prevalence of chronic urticaria and psoriasis vulgaris is similar8(@% v. 0.47 8.5%)

(21 7). Both conditions have significanti mpact on patientsd Qol,

14



psychological influences. Theconomic burden of chronic urticaria and psoriasis vulgaris is

high in both direct and indirect costs.

2.3 Aetiology andPathophysiologyof Chronic Urticaria and PsoriasisVulgaris

2.3.1 RiskFactors

Chronic urticaria is more commonbpservedn womenthan men(9, 37). For aroundone to

two per centof patients, symptoms of chronic urticaria seem to be caused by ingestion or
contact with certain substances (such as food, medication and cosmetics etc.), infection,
hormonal changes or systemic dise&8. A food must be ingested regularly to cause
chronic urticarig42). In endemic regions, multicellular parasites may cause chronic urticaria
asthey can trigger strongmmunoglobulin type E (IgEjesponsd€42). In rare cases, menses

has been reported touse or worsen chronic urticaria sptoms(42). The occurrence of

chronic urticaria can be associated with rheumatic or other autoimmune d{gxses

A risk factor of psoriasis is possibdyenetics because most patients have a family hi§3&yy
Obesity does not appear to lzefactor that triggers the onset of psoriasis, but patients with
psoriasis tend to be overweight. In contrast, smoking is more likely to play a role in the onset
of psoriasis(43), while alcohol can influence the progression of the dise@s®. Stress is
another important trigger factor of psoriasis and may influence the development of the
condition(45). Apart from the internal factors, some medications @gssociaté with the

onset or exaceation of psoriasis, including asmalarial drugs, nonsteroidal ami
inflammatory drugs -blockers, lithium salts and the withdrawal of stero{d§). Acute
infections, mainly bacterial (streptococcal), may trigger or exacerbate psoriasis, especially
guttatetype psoriasig46). Conversely, the consumption of fruit and vegetables, carrots,

t omat oes or ot h-earoterfiecan dexsreaseothe trisk of psor@@s b

15



2.3.2 Pathophysiologicd@Processof Chronic Urticaria and PsoriasisVulgaris

The pathophysiology of urticaria is complicated. According to conventional medical
knowledge, urticaria is considered a mast cell driven disdds€d 1). Although the trigger

and signals of mast cell activation remain unknown, inflammatory cytokines, histamine,
plateletactivating factor (PAF) and other mediators have been shown to be released from
activated dermal mast cellgl0). This process may lead tsensory nerve activation,

vasodilation and extravasation of fluid and cell recruitment to urticarial le€iOn$1).

Between 30 and 36 of chronic urticaria can be attributed to autoimmune disease based on
the most accepted hypothegikl, 48). Chronic urticaria has been associated with other
autoimmune diseasesuch as systemic lupus erythematosus, Still disease and Sjogren
syndrome(8). Thyroid antibody levels are higher in patients with chronic urtio@&. In
autoimmuneorigin urticaria, IgE reeptors or IgE bound to receptors are activated by
histaminereleasing aut@ntibodies, which can stimulate the degranulation of mast cells and

basophil449).

Pruritusobservedn the clinical manifestation of urticaria is caused by the rapid release of
histamine, which induces the vasodilatation and extravasation of 3@)idHistamine acts on
H1-receptors of endothelial cells and sensory nervesinigad the development of wheals
Further, it induces the symptoms of pruritus and neurogenic fla@®. Inflammaion
infiltrates the lesion site and longer lasting wheals are usually caused by the delayed secretion
of inflammatory cytokineg10, 50). At the wheal site, dilatation of postcapillary venules and
lymphatic vessels occsim the upper dermis, dedema in the uppesind middermis(10).

An inflammatory infiltration of neutrophils, eosinophils, macrophages and T cells can also be

identified at the wheal site.
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The pathogenesis of psoriasis has not been completely definedious research has
suggestedthat psoriasis involves a complex immunological and inflammatory reaction, and
epidermal hyperproliferation, which is influenced by genetic factors or environmental factors
(infection, smoking, drugs, skin trauma and str¢8) 13). The human leudcyte antigen
(HLA-Cw6 alleleHLA-Cw0602 Cw0613, also known as@soriasis susceptibility @l
(PSORSL1), is the key susceptibility gene for psoriggls The most likelypathogenesis of
psoriasis involves the following process. T calisactivated and ngirate into the skin after

the activation of elements of the innate immune system (keratinocytes and dendritid 2ells)

52). Certain functional Icell subpopulations (type 1 helper T cell and type 17 helper T cell,
that is Thl and Th17) grow under the influenceinterleukin (IL)-12 and IL-23 (12, 52).

Proi nf |l ammat ory cytoki nes -17 and t:82) secreted byr Tl i s f
cells and Th17 cells may promote the inflammatory process in psoriasis. The lccédweti

as endothelial cells, fibroblasts and keratinocyt@gdlvedin the inflammatory process will
thenenhance the cutaneous immune response through expression of adhesion molecules and

other mediator§l2, 52).

2.4 Diagnosis ofChronic Urticaria and PsoriasisVulgaris

2.4.1 ChronicUrticaria

The diagnosis of chronic urticaria is based on a comprehensive patient history and clinical
examination(8, 10). The history shouldnclude information abouthe clinical features of
disease, medication usage and family history. The clinical manifestations of disease include
the onset and duration of symptoms, frequency and characteristics of wheals (shape, size and

distribution) and presence of itch or péi).
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Clinical examination for diagnosis mainly consists of laboratorys.té&butine diagnostic

tests for chronic spontaneous urticaria includéferential blood count, erythrocyte
sedimentation rate or -€active protein(8, 10). Additional tests could be tak into
consideration when indicated by patient history or when a differential diagnosis is needed.
These tests include autologous serum skin test, psaledgenfree diet, functional auto
antibodies thyroid hormones and ausmtibodies. For induciblerticariss, diagnostic test

are usedo confirm the threshold for the triggers or eliciting factors, in addition to differential

blood count, erythrocyte sedimentation rate ee@ctive proteir{10).

2.4.2 Psoriasig/ulgaris

The diagnosis of plaque psoriasis (psoriasis vulgaris) is based on typical lesion morphology
and clinical history(12, 53). Consultationghat investigatehe onset of lesions, possible
triggering contributors, related symptonthat is itch, pain, sensiity andirritation) and

family history are necessai3). The Auspitz sign is regarded as the keydiagnosng
psoriasis It compriesnumerousymptoms: red plaques covered wsilvery-white scalesa

candle wax phenomendhatappears after scratety; punctate bleedingpatoccurs wherthe
outermost layer of skin is removegjinpoint bleeding(12). Differential diagnosis should

focus on nummular eczema, tinea, mycosis fungoides and pityriasis rosea. Predilection sites
(scalp, trunk, buttocks andibs) and the nails manifestation may aid diagnosis. To confirm
diagnosis, a biopsy may be necesgag®). Psoriasis vulgaris may develop into or accompany
other types of psoriasis. The phenotypes of psoriasis are based on historical morphologic

descriptiors (13).
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2.5 Subtypes/Classification

2.5.1 ChronicUrticaria

According to the triggers of onset, chronic urticaria can be classified as spontaneous (chronic
spontaneous urticaria) and inducilfl®). The clinical manifestations of chronic spontaneous
urticariaarenot differentto those ofacute urticarig37) and occur without eliciting factors.
Many factors can trigger chronic inducible urticaria, with subtypes of inducible urticaria
named accordip to ther triggers. Subtypes include cold urticaria, heat urticaria, agquagenic
urticaria, solar urticaria, symptomatic dermographism, delayed pressure urticaria, vibratory
angioedema, cholinergic urticaria and contact urticaria. Temperature is a conutarrida
induce urticaria, where exposure to cold wind/water or heat may result in cold urticaria or
heat urticaria. Similarly, solar urticaria is triggered by exposure to sunlight. Symptomatic
dermographism is caused by pressure applieithéskin or ming trauma. Sitting or tight
clothing may induce delayed pressure urticavilratory angioedema is associateidh the

use of vibrating tools. The occurrence of cholinergic urticaria is due to exercise or einotion
change. The intake of food or interactisith animals can cause contact urticaantact

with water can also trigger aquagenic urticaria, regardless of water tempét8jure

2.5.2 Psoriasig/ulgaris

Psoriasis can be classified into different subtypes based on visual lesion morphology and

symptoms. The features of each subtgpedescribed below.

Plaque

Plaque psoriasis (psoriasis vulgaris) is the most common type, observed in approximately 80
to 90% of patients(13). Plaque psoriasis appears as sharply marginated, erythematous

patclesor plaques with characteristic silvewghite micaceous scad€53). The plaques are

19



irregular and round ooval. Most are often located on the scalp, trunk, buttocksliamtas,
especiallyon extensor surfaces such as the elbows and k{i#®s Active inflammatory
psoriasis is characterised by the Koebner phenomenon, with new lesions occurring or

developing at sites of trauma or presg(ae.

Inverse

Inverse psoriasis magommonlyappear in the inframammary and abdominal folds, groin,

axillae and genitalid.esionsare erythematous plaques with little ssgl2, 13).

Erythodermic

Chronic plaque psoriasis may develop iatgthrodermipp s or i asi s. The pati e
surface area could nearly be covered with erytheanaompanied by varying degrees of
scaling. The dysfunction adrythrodermicskin might lead to hypothermia and dehydration

(13).

Pustular

Pustular psoriasis consisisgeneralsed andlocalised lesions The widespread pustules may

be solitary on an erythematous background. If the pustules coadescenpanied by fever

and toxicity, it is known as psoriasis pustulosa generalisata (von Zumbusch pustular
psoriasis). Interms oflocalised pustular psoriasis, pustules develop on the palms of hands

and/or soles of feéfl2, 13).

Guttate

Guttate psoriasigypically manifests irdewdrop-like salmonpink papules, usuallyill5 mm
long, with a fine scale. It is found primarilgn the trunk and the proximal extremities.

Guttate psoriasis isriggeredby b-haemolytic streptococcal infection. The disease is very
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common during childhood or adolescence, which can transition into psoriasis v{lgaris

13).

Nail disease

The characteristics of nail psoriasis include pitting, onycholysis, subungual hyperkeratosis,
and the oiHdrop sign. Psoriatic disease of the fingernails is more common than toenls (50

v. 35% of all patients). It ibservedn 90% of patients with psoriatiarthritis(13).

Psoriatic arthritis

Psoriatic arthritis (PsA) is an inflammatory seronegative spondyloarthropathy associated with
psoriasis. The characteristics of PSA are stiffness, pain, swelligtenderness of the joints

and surrounding ligamengnd tendons (dactylitis and enthesitis). The severity of the arthritis
usually does not correlate with the skin disease. Nail damage is very common in PsA. The
radiographic features of PSA mainly include joint erosions, joint space narrowing and bony

proliferation(55).

2.6 Current Managementfor Chronic Urticaria and PsoriasisV ulgaris

2.6.1 Management foChronic Urticaria

Management of chronic urticaria consists of two aspects: identification and avoidance of
causes and triggers, and symptom contvahich is recommendedoy five international
guidelines(8, 10, 11, 56, 57). Once the eliciting factor has been identified for inducible
urticarias, it is advised that the trigger be avoid8d10, 11). Practically, this may be
virtually impossible, espéally when the threshold of exposutleat triggers urticaria is low

(56). As the cause of chronic spontaneous urticaria is unlikely to be identified, treatment is

aimed at controlling the symptor{ikl, 56).
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Management of chroni-cawme d® i g8 I0rld.aAcstep chengeh a
occurs when symptom control is inadequate or when greater control is nseeEale 2.1).
Overall, there is a consensus that oral-sedatingsecondgeneration Hlantihistamines are

first-line therapy for chronic urticaria, witihlow level of side effecté23).

While oral pharmacotherapy is the mainstay of treatment for chronic urticaria, other
treatments are available and can be used in addition to antihistdrarapy. These include
phototherapy(ultraviolet [UV]-A, psoralen and ultraviolet APUVA] and narrowband
ultraviolet[UV]-B] [10, 57]), topical antipruritic lotions to soo#htch (11, 56) and relaxation

therapieg11, 56).

Tabl eA WedarAppr ota&@rhe at ment

Step Treatment

Firstline therapy Secondgeneration antihistamines

Transfer tassecondine therapy if symptoms persist after two weeks
Increased dosage (up to fourfold) of secgederation
antihistamines

Transfer tahird-line therapy if symptoms persist aftérdlweeks
Omalizumab

Cyclosporin A

Montelukast

Short course systemic corticosteroid (max 10 days)
Adapted from the EAACI/GALEN/EDF/WAO Guideling(10)

Secondine therapy

Third-line therapy

2.6.2 Management foPsoriasis Vulgaris

Psoriasis cannot be cured, so the main goal of treatment is to relieve symptoms, reduce
relapse rate with minimal side effects, improve QoL and reduce comorbidit¥2).
Management of psoriasis depends on a var@tyfactors such as diseaseseverity
comorbidities, patient preference or opinion, realistic expectations about the efficacy of
therapy and the use of other medicatio(i2). Many treatment options exist for the
management of psoriasis vulgaris. Topicgblagations are typically used for mild disease,

phototherapy for moderate disease and systemic agents for severe(di®ease
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Commonly used topical medications include vitamin D3 and vitamiramBogues,
calcineurin inhibitors, corticosteroids, tazaragendithranol/anthralin, coal tar, salicylic acid
and nonmedicated topicamoistursers (12, 13). Phototherapy has also been used for the
management of psoriasis vulgaris, which involves -AlVand UV-B wavelengths.
Photochemotherapy, where psoralens froam{d are administered before UVA phototherapy
(PUVA), has been shown to be more effective for clearing psoriasis |esiams
phototherapy alongl2, 58). Commonly used systemic medications include retinoids (vitamin
A derivatives, such as acitretin), metrexate (MTX), cyclosporine and fumaric acid esters.
Systemic treatmest alone or in combination with topical treatmgrdre usually used for
severe psoriasis vulgaris cases. Biologics such as TNF inhibitorsegitifihibitors are also
used in the treatment of psoriasis vulgdfi 13, 55). Further, several therapies could be
considered as complementary or alternative options, including climatotherapy and

psychosocial therapyHioweverthe evidence of efficacy arsdfety is not sufficienfl2).

2.6.3 Similarities in theManagemenbf Chronic Urticaria and PsoriasisVulgaris

Current management of chronic urticaria and psoriasis vulgaris is generally based on disease
severity, QoL or pat i ebeénsuéed inehe preatmene of bohi ol 0 ¢

conditions.

2.7 Limitations of Current Management

2.7.1 ChronicUrticaria

Oral nonsedatingsecondgeneration H1 antihistamines afiest-line therapy for chronic
urticaria (23). However, debate on the treatment fefractory urticaria still exist(second
line therapy). Concerns involve the safety profile of updossegondgeneration H1

antihistaminesand thelongterm use offirst-generation H1 antihistamingd.0, 23). In
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addition, initiating adjunctive therapy thialternative agents remains a challenge for patients
who do notrespoml to antihistamines. This mainly includes the risks of somnolence and
psychomotor obstruction caused fingt-generation H1 antihistamines as additional therapy
to secondgeneration Hlantihistamineg10, 23). Evidence is lacking fothird-line therapies

and high costhave been noted for omalizumab and ciclosporifl®, 23). Moreover, further
studies are needed to evaluate the steonh use of systemic corticosteroids thgd-line

therapy for chronic urticaria or acute exacerbai®).

2.7.2 Psoriasig/ulgaris

Although pharmacological therapy and phototherapgommended by foumnternational
guidelines(12, 13, 5558) have been shown to be effective in skerin use, they ofteare
associated with side effects when used Idegn. Two compound agentsuch as
calcipotriene/betamethasone dipropiondiave a better safety profile than single agents
alone; howeverstudies have shown a high relapse rate 4p(69). Oral retinoidgacitretin)
have been associated with birth defects and liver dankagther,oral MTX may cause liver
toxicity and bone marrow suppression. {NB/B phototherapy is associated with itching and
blistering of the treated skin, irritation of the eyslcold soreswhile PUVA is associated
with nausea, headache, fatigue, burning and itching. Biologics have been associated with a
small increase in the risk of infectiomyberculosis and cardiac insufficiency. Clinical
guidelines regard biologics aghird-line treatment for plaque psoriasis following inadequate

response to topical treatment, phototherapy anedbnangic systemic treatmen($2, 13).
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2.7.3 Similarities in theLimitations of Current Managementon Chronic Urticaria and

PsoriasisVulgaris

The conventional medical therapeutics for both conditions can provide rapid relief of
symptoms. However, lonagerm use of conventional managements remains a challenge due to

unpleasanside effects and lack of treatment respans®ome patients.

2.8Summary

Chronic urticaria and psoriasis vulgaris are two common chronic skin conditions. They have
similar prevalence (0i®B.8% v. 0.47 8.5%) in global population. Both conditionsflict
significanthealthrelated (physical and psychological) and econdroicers on patients and

healthcare systems.

Firstline therapy for chronic urticaria gecondgeneration H1 antihistamin€23). Updosing

of secondgeneration H1 antihistamines or initiating adjunctive therapy with alternative
agents are considered fofrextory urticaria(10, 23). Current treatment optisrior psoriasis
vulgarisare mainly based onliseaseseverity. Generally, topical agents are applied for mild
disease, phototherapy for moderate disease and systemic agents or biologics for severe

diseas (12).

Conventional therapies could provide rapid temporary relief of symptoms for most patients
with these conditions. However, as recurrence or exacerbation of both conditions is likely,
long-term conventional management is required. This may leachdiesirable adverse events
(AEs) or lack of treatrent responsé&om some patientsTherefore, ptients mayseekCAM
treatment optios. Studies indicate the use of CAM including herbal medicine for skin

conditions is increasing24i 26).
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Chapter 3. Chronic Urticaria and PsoriasisVulgaris in Chinese Medicine

The contents for this chapter have been published in two booksHvidencebasedclinical
Chinesemedicineseries: Volume Psoriasis vulgarig60) and Volume 3Chronic urticaria

(62).

3.1 Introduction of Chronic Urticaria and PsoriasisVulgaris

The CM ter m fyiatrherdu r t. Thera has been ligfle change in terminology
over time.Yin zhen has been cited throughout classical CM literature and is the most
likely of all classical terms to correspond with the modern understanding of urt(é2yié3).
Urticaria is usually associated with either internal or external wind. Wind as a pathogenic
factor ischaractesed by a sudden onsetf and rapid changes in symptonvghenresulting

from an internal deficiengyit often leads to dryness. A constitutional weakness, inheaited

conception and/or during pregnancy, may predispose a person to urticaria.

@Bai bi 6 is the most likely of all classical terms to correspond with rieern
understanding of psoriadi83, 64). Despite diversity in the understanding of the pathogenesis
of psoriasis, the fundamental pathogenesis is attributBtbtal syndromes. Blood originates
from the foodgi  produced by thé&pleen Through thedescenof Lungqi, the foodqi is

sent to theHeartand transformed int8lood. Blood performs a nourishing and moistening
function. Besides the nourishing action @f Blood can moisten the skin and hair, which
ensures the tissues are not too @%). Multiple pathogenic factors may cauB&od heat,

Blood deficiency orBlood stasis, which wilkffectthe function oBlood.
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3.2 Aetiology and Pathophysiology

3.2.1 ChronicUrticaria

Urticaria can be caused by constitutional weakness, deficienglyaofd Blood or failure of
defensivegi in protecting the exterioi66i 68). Urticaria may developecause oan external
pathogenic attack, where the defengjvés unable to prevent the pathogen from entering the
body through the pores of the skin. When deficieof defensivei is prolonged, the patient

will become more susceptible to repeated external wind attacks (chronic urticaria). Wind

dries the sin, leading to the development of wheals and pru(@6s67).

An underlying deficiency or constitutional aleness can lead to the development of internal
wind (66, 67). Urticarial wheals can occur when a deficiencyBtdod fails to nourish the

skin or when internal wind dries the skin. Overindulgence in spicy or fattys fmoseafood

can impair the transformg and transporting functismf the Stomachand Spleen leading to
dampnessSubsequently, ampnesscan transforminto heat when prolonged, which may
further lead to internal wind. Dampness can also stagnate in the skin, with a clear fluid

exuding from the wheal®6, 67).

Emotional disharmony can lead qo stagnation, which cadevelop ino heat over time and
cause wid (66 68). When heat stagnates in tHeartchannel this can lead to fire, which
enters theBlood. Heat in theBlood can dry the skin and may turn to wind. Finally,
disharmony between th@ horoughfarevessed (Chong maill ) and &Conceptionvesseb
(Renmai k ) fails to adequately nourish the skin. This, combined with defergive

deficiency, leads to the development of wheals when external wind attacks or internal wind is

provoked(66, 67).
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3.2.2 Psoriasi&/ulgaris

Blood heat can be caused by multiplectéss. For instance, depression aledgterm
emotional disturbance causes stasigjipfvhich cantransform ito heat and result irleart
Fire. Overindulgence in seafood or meat may lead to disharmony betwe&pl¢lea and
Stomach resulting in stagnation afi, which can transform into he&9, 70). For people
with a constitutional predisposition ®lood heatsyndromes, the coupling af Blood heat
syndrome with an external invasion of wind can cause internal, Weading to dyness.

Wind-dryness will exhaust the body fluids aBtbod, resulting infurtheryin  deficiency

andBlood dryness. Therefore, the lack of nourishment from body fluidsBamold will lead

to the psoriasis symptoms of dry skin and scaly $Kif). Heat inthe nutrientBlood can
scorch thdluid and result inBlood stasis. Longerm Blood stasis may transform into heat
and exacerbatéBlood heat. Blood stasis is an important factor when the disease is

complicated and/or of prolonged durati@d, 72, 73).

3.2.3 Similarities inChronic Urticaria and PsoriasisVulgaris

Both chronic urticaria and psoriasis vulgaris share the same pathogenesis of an underlying
deficiency with an external pathogenic factbhe onset and progress are closely associated
with deficiency of healthy, protectivgi and external pathogen attack. The deficiency of
healthyqi makes the body vulnerabie attackfrom factors such as wind, cold and dampness,
resulting in urticaria syndromef varioustypes exterior heat, exterior cold ardhmpness

heat. In psoriasis, the deficiency of healtfiyallows invasionby toxic pathogesg with the

syndrome types d8lood heat,Blood stasis andBlood dryness.
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3.3 SyndromeDifferentiation and Treatments

3.3.1 ChronicUrticaria

Syndrome differentiation is an important feature of diagnosis in CM dermatology. The

Sandard of diagnosisand assessmenf treatment effect®f dermatological conditionsn

Chinesemedicine(T M %0) was published in 1994 by the State
Administratin o f Traditional Chinese MedicThisme of
book identified the main syndrome types gin zhen (urticaria)as6 syndr ome of w
heat attacking the exterimfexteriorheats y ndr o me ) , 6syndrome of bl ¢

by wind and cold( ext eri or col d sy n Blooddefciencyaanddwind sy ndr ¢
dr y n(63 k@012, the China Association of Chinese Medicine issueGthgelines for
diagnosisand treatmentof common diseasas dermatologyin traditional Chinesemedicine

(T M M) (62). In addition to the two exterior syndromes described

above, four additional syndrome types have been described in this guideline. These include
0 d a-lnept inStomachandintes t i, dedetsee X t er i or |1 n s egiddficientyy 6 ( d e f

6def i cqgiandBt v o faghatdBldodst agnat i of@@.and stasi sb

CM guidelines do not distinguish between acute and chronic urticaria. Rather, diagnosis is
made according to tradition&@M principles. The treatment principle for urticaria should
identify whether the condition tiddefem@ma, of 0 €

A

nutrient or Bloodg Ot brer otoit @, or dharcairt iec 6 , qi ¢zhenggih e a)l t hy
deficiencyorp at h o g e N62) eTheteeatnsedt of chronic urticans largely reliant on
identification of theunderlying deficiency syndrome typ&herefore treatment principles
should i ncgiade Sdowmrnd yt heynartdemoorsd enotdoryinfe

0di spel wicm@g7).and stop
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3.3.2 Psoriasi&/ulgaris

For psoriasis vulgaris, th8tandard ofdiagnosis and assessmenbf treatmenteffects of
dermatologicalconditionsin Chinesemedicine(T M %0) stated that

the main syndrome types Blaibi ( psor i as i shgat amaloceld 6 wih eBeado |, 0
deficiency and windirynes$ and 0st asi(63. Im 2011}t Evigencebasdd n 6

guidelinesof clinical practicein Chinesemedicine(T M X M) published by

the Chinese Academy of Chinese Mediciaéso described the same syndroni@4). In
describing the treatment principles for these syndromes, slightly different termineésgy
used Blood heat,Blood dryness andBlood stasi§. However the clinical presentations were
consistent with the described syndron@$). Findings from a revig of syndromes included
reports of expert experience, casmtrol studies and RCTs from 19i7201Q The review
indicated thaBlood heat,Blood dryness andlood stasis were the basic syndrome ty(&s.

Therefore, the treatment principle of psoriasis vulgaris mainly tattyeBiood.

3.3.3 Similarities inChronic Urticaria and PsoriasisVulgaris

The external manifestation ofhronic urticaria and psoriasis vulgarissults from a
combination of both iternal and external causes, with the deficiency of healitas the

underlying cause or root of the disea3éde overall treatment principle of these two
conditions should 6éddeal wit hs andgealwithitheroad | sy

for chronic condition; treatment should focus both on superficial symptoms and the root (
R T T G ) (®5).

The following guidelines on the diagnosis and treatment of chronic urticaria and psoriasis
vulgaris were used as references in the following section. They includgtaheard of

diagnosis and assessmenbf treatment effects of dermatological conditions in Chinese
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medicine(T M %0) p u m 1994 by thedState Administration of
Traditional Chinese Medici ne (63,fEvidencebase?Pe op | e
guidelinesof clinical practicein Chinesemedicine(T M X M), puby i shed
the Chinese Academy of Chinese Medicifl), and the Guidelines fordiagnosis and

treatmentof commondiseasesf dermatologyin traditional Chinesemedicine(T M

M), publikBded@hibya Associat®Zn of Chi nes

Note thaf sbemeswusérabfhruanmay be restricted in
I n additi omucté$boames jhierdbise restricted under th

Convention on International Trade in Endange

ag advised to comply with relevant regul atio

3.4 Oral ChineseHerbal Medicine Treatment Basedon Syndrome

Differentiation

3.4.1 ChronicUrticaria

Exterior HeatSyndrome

Definition: Invasion of exterior part of the body by wihéat(75).

Clinical manifestationsFresh red skin rashes, pruritus accompanied by fever, sore throat, dry
mouth and upset mood. Heat or wind indsigeexacerbatethe conditionwhile cool or cold
environments relieve it. Red tongue with a thin white or yellow coatingsfstipeand rapid

pulse(62, 66, 68, 76, 77).

Treatment principleDispel wind and clear heat, cd8lood and stop itci{62).
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Formula: ModifiedXiao feng san (62, 68) andmodifiedyin giao san (62, 76,

77).

Herbs: Herb ingredients were not listemt each formula. Herbs included in both formaula

includesheng di huang , fang feng , chan tui , Zzhi mu , jing jie :
niu bang zi , shi gao , jin yin hua , lian giao , chi shao , mu dan

pi W ,andhuangqin

Main actions of herbsSheng di h,u amhyi sahnadu dand pdl ear
heat, Bl ooocalddt hreel i el en tya xi ¢Hiuteawn qiaamlmuang qi n
cl ear heat anddi nrgeljjfeavneg tfoexnigai tbya.ng anid

chami di sperse exter Bdali wiaaowzdhtio nsatlogpdre v € |h .

he.at
Manufactured medicines<iao feng zhi yang ke li (76) and Yin giao jie du
wan Y (66).

Exterior Cold Syndrome

Definition: Invasion of exterior part of the body by wiodld (75).

Clinical manifestationsWheals are slightly red or pale, which is exacerbated by exposure to
wind-cold or chilled water, and relieved by warmth. Other symptoms may include an
aversion to wind and cd) and absence of thirst. The condition will be more severe in winter

and mild in summer. Slightly red tongue, thin and whitish coating, superficial and tight pulse

(62, 66, 68, 76, 77).
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Treatment principleDispel wind and cold, regulate amérmonse protective and nutritive

levels(62, 76, 77).

Formula: ModifiedGui zhi ma huang ge ban tang A (62, 68, 76, 77) and

modified Jing fang bai dusan (62).

Herbs: Herb ingredients were not listed for each formula. Herbs included in both fermula

includegui zhi , bai shao , sheng jiang , zhi gan cao , ma huang :
da zao , Xing ren ~ , jing jie , fang feng , giang huo , chan tui ,
andiji li

Main actions of herbs5 u i Z hainlda i shaegul doatae mapmdot ecti ve a
nutritiMe Hwamrd $§i nganfdeng fedngspel external
colQd.ang hdospels wind andChraemotvueisidid almpness.
di sperse wibd raogstshmpnigt ghzhbnig gan cauad at e

t hSsomanhl| een

Dampness$ieatin Stomach and Intestine

Definition: A syndrome caused by a combination of dampness anddifsting both the

StomachandIntesting(75).

Clinical manifestationsWheals are fresired and spread throughout the whole body, with
severe pruritus. Accompanying symptoms are abdominal pain and distention, diarrhoea,
nausea, fatigue and decreased appetite. Scanty and browrdedregsed bowel movements.
Red tongue with yellowish and easy coating, slippery and rapid pulse, or soft and rapid

pulse(62, 66, 68, 76, 77).
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Treatment principleClear and relieve exterior and interior, promote bowel movement and

drain dampnes&?2).

Formula: ModifiedFang feng tong sheng san (62, 68) andmodified Chushi wei

ling tang (62).

Herbs: Herb ingredients were not listed for each formula. Herbs included in both fermula

include jing jie , fang feng , bai shao , da huang (to be added to

decoction after the other herbs have bkeiting for some time)lian giao , huang qgin
, bai zhu , zhi zi , chen pi , hou po1 , difuzi , yi yi ren

andgan cao

Main actions of herbsJ i ng |j aeafdang f edigsperser i @asentdh
ext eDa oruanagnadhi zdl ear heat ananmpmbrroamont ed abnopwnee
movement to relLiaemeqiasntbemaingr gdleeadr heat and
t oxiBeait yzhu yi yi ,remenapldou/1pa onti HSy | egein

and drainDidaimpnesbears heat andGamemoaes dan

har mmsmach herb.

Manufactured medicine§iang feng tong sheng wan 4y (62.

Deferse-Exterior Insecurity

Definition: A syndrome characterised by symptoms such as spontaneous sweating, lack of

strength and shortness of breéib).
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Clinical manifestationsiWheals are mostly small. Patients have spontaneous sweatiageand
prone to colds. Skin rash oceiafter sweating ors induced by wind and cold. Pale tongue

with thin, white coating, sunken and fine pu{6&, 76).

Treatment principleTonify gi and secure the exterior, dispel wind and ¢6&).

Formula: ModifiedYu ping feng san plusGui zhi tang (62).

Herbs: ModifiedYu ping feng san : huang qi , bai zhu andfang feng

Modified Gui zhi tang gui zhi , bai shao , sheng jiang , da zao , gan cao
, Zzhi ma huang , jing jie , chan tui il , dang gui , WU mei

4y a nwlu wei zif

Main actions of herbdfuang dioniLd nas$ | egetno s ec urVWu emxetier i c
4 anwlu wgi Bitop sWaeat zhtgoniSpli egstno assi st sec
t he e¥ktaagi 6 eannggdh i ma hudingpel exter mauli wihnd

anllai shmnegul &otae matmide protecti veDandaaoautri
, Sheng gnrnghamg c arcegul ameanih | e@man t anjdi (I

di sperse wiind to stop itch

Manufactured medicine¥:u ping feng ke li (62).

Dual Deficiencyof Qi andBlood

Definition: A syndrome characterised by symptoms such as listlessness, shortness of breath,

weaknessnddizzinesy75).
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Clinical manifestationsRecurrent wheals lasting several months or years. The condition
occus in the afternoon oevening or when the individual is tired. Patients usually have weak
constitutiors. Generalsed symptoms include pale face, palpitaspmsomnia, fatigue and
disturbed appetite. Pale tongue with thin white coating, soft and fine pulse, or fine and weak

pulse(62, 76, 77).

Treatment principleTonify gi and nourisiBlood, tonify Heartand Spleen(62).

Formula: ModifiedBa zhen tangj plusDanggui yin zi (62).

Herbs: Herb ingredients were not listed for each formula. Herbs included in both fermula

includedang gui , chuan xiong , bai shao , shu di huang , huang qi
, dang sherdt & , bai zhu , fu ling , heshouwy Y, zhi gan cao i
, fang feng , andchan tui
Main actions of herbsbang &Ghamshu di huaoggibpmpd nouri sh
Bl o.8Bd i z hanfdu | i n @ nSpfl yyaennd dr ai nD adnagmpgnueistse
shouyv wy anldai shaourBl skmchlkdar momut rli ¢ v@&Heu an

Xi ongi nvi gl roaatdeds p ropmou emeanrtg f eng han atndi

o |l di sperse wiadhi tgparstdhoao md@dch. herb

Manufactured medicine®a zhen he jij ., 3 (mixture) (76).

Qi-Blood Stagnatiorand Stasis

Definition: A syndrome characterised by symptoms such as dark or purple wheals.

Clinical manifestationsDark or purplered wheals typically occur arourttie waist and

wrists due to pressure frotyelts andwatches Generalsed symptoms include dull face or
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blueviolet lips, dry mouth and reduceddesire to drink.Sy mpt @emwso mfeinnc | ude
irregular menstruation amdi/smenorrhea, with purpledor blood clots. Dark purple tongue

with petechia oecchymosis, little coating, fine and rough puie2 76).

Treatment principleRegulategi and invigorateBlood, dispel wind and stop ita62).

Formula: ModifiedXue fu zhu yu tang (62).
Herbs:Dang gui , sheng di huang ,taoren ~ , hong hua , zhi ke ,
chi shao , chai hu , chuan xiong , di long , bai xian pi , di fu zi

, Wu shao shg , Chan tui andgan cao

Main actions of herbdbang gui c hi shadhuan xitoag aaed

hong huavi goBlacteed d hter Blnosef oaGh a&i. hanah i k e
soot hhevehe r e@glNeng di hamadhagn g guwiour i sh t he

yiannd moi sten drynegshhy e mo Blveeaptt aBnigsl.lomsgsc hod n

t ui andwu shao shé&j disperse wind to stop itclBai xian pi anddi fu zi

clear heat, remove dampness and stop @Gem cao harmoniseach herb.

Blood Deficiencyand Wind-Dryness

Definition: A syndrome characterised by symptoms such as dry and itchy skin, lustreless

complexionandpale nailg75).

Clinical manifestations: The condition occurs repeatedly, with a long duratenkin rash
is exacerbate in the afternoon oevening Can be accompanied by emotional upset and
irritability, dry mouth, feverishness in palms and soles; red tongue vatitystiuid, deep and

fine pulse(66, 68).
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Treatment principleNourishBlood and dispel wind, moisten dryness and stop (68).

Formula: ModifiedDang gui yin zi (69).

Herbs:Dang gui , sheng di huang , bai shao , Chuan xiong , he shou
wuv Y, jing jie , fang feng , bai ji i , huang qi andsheng gan cao
Main actions of herbddba ngu i , he shoyuamidiuang aqiouri sh

Bl oathd moi st8&hmenmlg ydiesh,bbamg shaoadhuan xiong

clear heat, co8lloddhdgi hwvaegor aeami@gahej i I

di spelSheingdgan cdemr s hlaeaowthhedacti ons .of

3.4.2 Psoriasi&/ulgaris

Blood Heat

Clinical manifestations: New bright red papules or maculopapules of varying sizes develop
conti nuous| y appearavben ithe gcélesis remogamd there is an occasional
occurrence oK oebner 6s phenomenon. AcC Cc o mp anristyi n g

dry mouth, constipation, yellow urinend red tongue with yellow or greasy coating. The

pulse is slippery, stringor rapid(63, 64, 78, 79).

Treatment principle: Cledreat and cool th8lood, relieve toxicity and reduce eryther(is,

79).
Formula: ModifiedXiao feng san plus Xi jiao di huang tang (78, 79
andmodifiedLiang xue di huang tarng (62).
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Herbs:Dang gui , Sheng di huang , fang feng , chan tui , zhi mu :
kushen & ,humaren ' | jingjie , cang zhu , hiu bang zi , shi gao

, Xi jiao [shui niu jiacinstead 9 ], chi shao andmu danpi 4

Main actions of herbsSheng di huang , Shui niu jiao , chi shao andmu
dan pi W clear heat, cool thBlood and relieve toxicityDang gui andhu ma ren
nourish theBlood and moisten drynesgding jie , fang feng , Niu bang zi
andchan tui disperse external wind to stop itébang zhu andku shen &

clear damgheat.Shi gao andzhi mu clearsgi level heat.

Manufactued productsFu fang ging dai wan Y (pill) (64, 67) andQing kai ling

zhu she ye (IV injection) (64, 67).

Blood Dryness

Clinical manifestations: Lonterm disease, lesions manifest as light red and patchy, covered
with plenty of dry silverywhite scales. Parts of lesions have disappeared. Dry and chapped
skin with itch or pain. Accompanying symptoms include dry mouth, constipation; red tongue

body with thin and white coating. The pulse is wiry and 168y 64, 78, 79).

Treatment principle: Tonifyin and nourish th@&lood, moisten dryness and dispeind (78,

79).

Formula: ModifiedDang gui yin zi (62, 78) andYang xue run fu yih

(62).
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Herbs:Dang gui , sheng di huang , bai shao , chuan xiong , he shou
wuv Y, jing jie , fang feng , bai ji li , huang qi , sheng gan cao

,tiandong 1 , maidong 9 |, tian hua fen

Main actions of herbsDang gui , he shou wy Y andhuang qi nourish the
Blood and moisten drynes§&heng di huang , bai shao and chuan xiong
clear heat, cool and invigorate tBéod. Jing jie , fang feng andbai ji li

dispel wind.Tian dong | , maidong 7 andtian hua fen tonify yin and moisten

drynessSheng gan cao clears heat ankdarmonsgesthe actions of the other herbs.

Manufactured productsiao yin ke li (granule)(64), Danggui zhu she ye

(IV injection) andShen mai zhu she ge (IV injection)(67).

Blood Stasis

Clinical manifestations: The disease duration is long and at#idestage dull red itchy;,
hard and thick plaques are covered by thick, dry, silvdrge scales. There are no obvious
general symptoms but there is a dark purple or red tongue bodyeigkhial spots. The

pulse is uneven, or wiry and slq@3, 64, 78, 79).

Treatment principle: Invigorate ti&ood and transfornBlood stasis, nourish thBlood and

moisten drynesq67, 78, 79).
Formula: ModifiedTao hong si wu tang (67,78, 79).

Herbs:Shu di huang , dang gui , bai shao , chuan xiong , tao ren

andhong hua
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Main actions of herbsShu di huang tonifies theyin and nourishes thBlood. Bai

shao tonifies theLiver, Blood and preserves thgn. Dang gui tonifies theBlood
and nourishes thé.iver. Chuan xiong invigorates theBlood and promotes the
movement ofgi. Tao ren ~ andhong hua have a very strong effect on invigorating

theBlood and transformindglood stasis.

Manufactured productd_ei gongteng duo gan pian 'E (tablety (67) and Dan
shen zhu she y& & (IV injection) (64, 67).

3.5 Topical ChineseHerbal M edicine Treatment

3.5.1 ChronicUrticaria

Calamine lotion could be used topical68).

3.5.2 Psoriasi&/ulgaris

In external CHM psoriasis can be treated with topical preparat such as baths, fumigation
and other methods. Among these, CHM ointments and CHM baths are the most commonly

used therapie4).

CHM ointment: Mild ointment omrmoisturier could be used at the progressstage(67, 78,

79), such asHuangbo ointment , Qing daiointment , Qing dai ma you
(67, 79), Shi duointment , Pu lian ointment or Bing huang fu le
ointment— I (64). For the stable and regressive stalf@% sulphur ointment

could be use@7, 79).

CHM baths: Herbs used for CHM baths are usually based on syndrome differentiation.

Herbs commonly used in CHM bath decoctionsxarehang ging A, gian li guang\
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@, difuzi , huang bo , she chuang zi , cang erzi , lang du

, bai xian pi , tu jin pi , and/orhuai hua (79).

3.6 Acupuncture andOther Chinese Medicine Therapies

I n additionptoc ©@WMerancdM t herapies are al so
chronic wurti cvaurligaardamsd pARe ivaes invsitree rarnCMa t her a

recommended by <clinical ppacvidedgheldeWwi nes

3.6.1 ChronicUrticaria

Acupuncture and ear acupuncture have been r ¢
t hmdy be bewmrfiicacddundgieoirn g s eTeaehr | agdlyd3e. afe several
actions of key acupuncture poir{&5):
1 LI11 Quchi 0 expels exterior wind, clear heat, co@kod, resolves dampness,
regulates nutritiveji andBlood.
1 SP10Xuehai 0 coolsBlood, removesBlood stasisandtonifies Blood.
1 ST36 Zusanli 2z 0 benefitsthe Stomach and Spleen tonifies gi and Blood,

dispels cold, regulates nutritive and defensjyeexpels wind and damp.

3.6.2 Psoriasig/ulgaris

Acupuncture andrelated therapies, including acupuncture (body and auricidad
acupuncture point injection therapy (the injection of a substance into an acupuncture point)
have been recommended to treat psoriasis. Care must be taken when new lesions are

developingbecaises ki n penetration may be more | ikely
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Other therapiethatmay be beneficial for psoriasis include catgut embedding (embedding of
fibre threads subcutaneously), prickittgbleed and cupping therapy (see Table 3S&ne
therapies are not commonly used outside China. Readers should compthenighevant

regulations before use.

Tabl eSuB3mmMa rAc upfundherzpneé sobhhebses@&i dTheeapies

fourticari a

Intervention Acupuncture points/body area Treatment frequency

Body acupuncture| LI11 Quchi , PC6Neiguanp ™ can be | Not specified
(67,68 used for urticaria in the upper part of the
body; SP10Xuehai , ST36Zusanli 2z

, SP6Sanyinjiagiz = can be used for
urticaria in the lower part of the body; GB31
Fengshi , GB20Fengchi ,GV14
Dazhui , BL25Dachangshu g can
be used for the whole body

Ear acupuncture | CO12Ganqu M, CO13Pigu M ,CW?7 | Not specified
(67,68 Shenshangxian:': , AT4Pizhixia |
, TF4Shenmen , CO1l14Fei ,CO18
Neifenmip Ne , Kangguomindian
(anti-allergic point)

Cupping(68) CV8 Shenque Once a day, 15
minutes for each
treatment

Tabl eSutB3mnarAc upfunandr ehhebMses&i dTheeafpores
Psoriasi s

Intervention Acupuncture points/body area Treatment frequency

Body acupuncture| Main points: LI11Quchi , LI4 Hegy, | Treatment is applied

(67,79 ,GV14Dazhui  , BL13Feishu g, |once aday witiOdays
SP10Xuehai , SP6Sanyinjiag: ~ : | asone treatment course

suplementary points for lesions on the he
and face: LI120v¥ingxiang , GB20
Fengchi , SI18Quanliao X
suplementary point for lesions on upper
limbs: TE6Zhigou ; suplementary
points for lesions on lower limbs: ST36
Zusanli 27z, ST40Fenglongy

Auricular CO14Fei ,TF4Shenmen ,CO18 Every other day, with 1(
acupuncturg67, days as one treatment
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78) Neifenmip Ne , CO15Xin , CO7 course
Dachang etc

Acupuncture point| Dang gui zhu she ye (injection) | 7110 days as one

injection therapy | can be injected into the points: BLE&ishu | treatment session, one

(67) 0 ,LI11Quchi  , ST36Zusanli 7z | week break between
sessions

Catgut embedding| Apply to acupuncture points, mainly on | Not specified
(67) back and limbs

3.7 Summary

I n CM, the key principle of pathogenesi s t he
prevent diseasd p - b )6 . Thi s principle 1is par
dermatological conditions such as chronic urticaria and psoriasis vulgaris. The chuse

disease can be internal (for examgleyan dysfunction) or externdbf examplegxposure to
environmental factors as coldind or emotional factors), or a combination of both. These

two conditions share the same pathogenesis of an underlying deficketn an external

pathogenic factorFrom a CM perspective, they alsbare the same treatment principle.

Overlap in formulae recommended in clinical practice guidelines and textbooks was
observed with both Xiao feng san and Dang gui yin zi being
recommended for both chronic urticaria and psoriasis vulgéhisse two conditions will

providevaluableinsight intoCHM management of dermatological diseases.
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Chapter 4. Data Mining of ClassicalL iterature

Contents in this chapter have been included inpguldished booksEvidencebasedclinical
Chinesemedicineseries: Volume Psoriasis vulgarig60) and Volume 3Chronic urticaria

(62).

4.1 Chronic Urticaria and PsoriasisVulgaris in ClassicalL iterature

CM has a long history in the treatment of dermajmlal conditions such as chronic urticaria

and psoriasis vulgaris. A wealth of information on clinical cases and relevant treatments in
ancient times has been recorded in CM classical literature. Treatments for these conditions
have included CHM and acupetare. The descriptions of conditions and treatments in the
classical literature continue to guide current clinical practice and drug discovery. For example,

the herbging hao was describeds amalariatreatmentin CM classical bookZhouhou

bei ji fang (Handbook ofprescriptionsfor emergencigs(363 AD). Inspired by
this book scientist Tu Youyou extracted artemisinin (also knowniag hao sy from ging
hao , Which has been used globally to treat malaria. She was awardbloblbePrize

for her breakthrough discovery

To exploreancientCHM treatments for chronic urticaria and psoriasis vulgarig)orough
exploration of CM classical workswas required The number of CM classical literature
sourcess vast.Digitalised collectionsprovide greater access the classical worksmaking
systematic searches and evaluaianore efficient to perform (80, 81). The ZHYD
(Encyclopaedia otraditional Chinesemedicing was used in this stud{82). This is the
largest collectiorof CM classical liteature, comprisingnore than 1,00 ancient and pre

modern CM electronic books @D (80, 81). The ZHYD was used to identify formulae and
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herbs recorded in classical citatiotet were most likely related to chronic urticaria and
psoriasisvulgaris. This sidy aimed to provide evidence on CHixeatmentsfor chronic

urticaria and psoriasis vulgaris in ancient times thrdbgldata mining of classical literature.
The findings from this study highlight treatmerttsat could be considered for use in

contemporary clinical practice.

4.2 Method

4.2.1 ldentification ofSearchTerms

The terminology forchronic urticaria and psoriasis vulgaris in CM classical literature is not
the same aknguage and labelssed in modern time3o retrieve as mangHY Dcitations as
possible related to the targeted conditions, search terms included a set of albotmeslly

used to describe the conditions in ancient times. A list of terms referring to chronic urticaria
and psoriasis vulgaris were identified aftewvieving authoritative dictionaries, such as
Zhongxi yi bing ming dui zhaodaci dianT M T (2002)(83) andZhongyi

~

fangjidacidian TV 3 [ (84). Contemporary CM workghatfocused on urticaria,

psoriasis or dermatological conditions, includmgdelines, key textbooks, monographs and
journal articles were hand searchedn addition, CM dermatologists were consulted to
identify any additional search terms. A pilot search of each term was conducted to detect the
accuracy in retrieving citatiorfer urticaria and psoriasién the pilotsearch, ro information

on disease duration was found for the citations related to urticaria. Considering the
complexityinvolved inidentifying the specific citations of chronic urticaria (as opposed to
acute urticaria), the search scope included both acute and chronic urticariahéféot

search, eight terms for urticaria and 13 terms for psoriasis vulgaris were selected for the

formal seach (seeTables4.1and4.2).
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Tabl eTed .isetddd e ntUr f iy ciadl iaass i talt €ittuatei ons

Pinyin Chinesecharacters
Pei lei 1 e

Pei lei 2 s

Yin zhen 1
Yin zhen 2
Feng cheng ge da 8
Feng zhen kuai
Bai zhen

Chi zhen

Tabl eTed .tBsetddd entPs 6 yiVabsgantl asdi tal ittuatei ons

Pinyin Chinesecharacters
Bai bi

Bai ke chuang
Bai xuan

Bi feng

Feng xuan
Gan xuan
Gou xuan
Gou pi xuan
Niu pi xuan
Shefeng

She shi

Song pi xuan
Yin gian feng

4.2.2 Search of th@hong Hua Yi Dian

The psoriasis search was conducted in 20d#n the latest version tfie ZHYD was the
fourth edition. When the search for urticaria was conducted in 2014, the fifth edition had
been released with software improvements, and e@hisancedversion was used for the

urticaria search. Accordingly, the methods used diffeasdescribedelow.

Searching of theZzHYD involves search of tersnone at a time. Search strategies which
combine multiple terms, as used in electronic biomedical databaisesiot possibleA
comprehensive search of tAelYDwas conductedly entering the search terr(iadividually)

into thesearch boxes faheadingé( ) anddody texd( ). Headings otext
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containing search terms were retrieved, with the number of search hgsn(that is each
instance of the term) being displayed. The number of hitsafcin eearch term was recorded

in a Microsoft Excel file. For psoriasis, search results were copied into a Word document
manually and entered into the Excel spread sheet for further analysis. For urticaria, the search
results were imported directly from ti&D to a predefined Excebpreadsheeihe imported

data included search terms (key wordsgsource (book title and chapter) and full text of the

citation.

4.2.3 DataManagement

For both conditions, the following information was extracted from the original citation in
Excel: symptom description, formula name, formula ingredients and preparation type.

Citations were screened itentify duplicatesaccording tahreecriteria:

1 If one citation was retrieved through baltreadingé and dody tex6 search, it was
deemedhduplicate

1 Several books have multiple names. If a citation appeared in athwatdias multiple
names in th&HYD, it was marked aa duplicae. For instance, th¥ouke zhengzhi
zhun sheng %0 and theZhengzhi zhun shengyou ke %0 - are
the same bookHowever,both book names can be foundleZHYD. In this instance,
the citation would be considered a duplicate

1 If one citation was identified by multipkearch terr it was treated as one citation,

and the multiple search terrtimtidentified itwere noted.

After removal of duplicates, citationthat contained more than one herbal formula were
separated into different rows in Excel for analysis. Citatiantten after 1949, and thoteat

did not contain CHM treatment informatiomere excluded from further analysis.
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4.2.4 Coding

To facilitate statistical analysis, text information of all citations viassferred into
numerical data (codes and score). All citations related to urticaria and psoriasis vulgaris were
codedusing the same procedur@l). Codes werallocatedto items according to a pre
defined coding syster§81): book name, dynasty, treatmeygpe (formula or multiple herbs;
formula with no ingredients; single herb; other treatment), formula ingredients and search
terms. Otherescriptios of each citationwere coded with O (unclear), 1 (yes) and 2 (not
present). The coding items involved théministration of CHM and characteristics of each

condition described in modern medical texts or clinical guidelisesT@ble 4.3.

Tabl eBadsin3cor m&a d iofmogll as 4di talt Gittuatei ons

Chronic urticaria Psoriasis vulgaris

Citationdescribes a topical CHM treatment Citation describes a topical CHM treatmen
Citation describes an oral CHM treatment? Citation describes an oral CHM treatment?
Symptom 1: skin rash Symptom 1: skin rash

Symptom 2: wheals Symptom 2: red skin

Symptom 3 pruritus Symptom 3: white skin

Symptom 4: history of similar occurrences | Symptom 4: scaly skin

Symptom 5: red skin Symptom 5: itch

Symptom 6: sudden onset Symptom 6: pain

Symptom 7: pain Symptom 7: dry skin

Symptom 8: oedema/swelling

Based on theymptoms described, each citation was evaluated to determine the likelihood of
the citation being urticaria or psoriasis vulgaris. The fo€lgtcriteria of each condition were

the presence of core symptoms mentioned in modern clinical guid€li®esl3). For
urticaria, possible urticaria citations referred to those describing both pruritus plus skin
rash/wheals and any of the following symptoms: history of similar occurrences, red skin,
sudden onsegndpain or oedema/swelling. If both wheals and pragrittere described in one

citation, urticaria wasconsidered most likely.
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For psoriasis, each citation was allocated a code to represent the judgeedrable 4.4).
Citation was <coded as 606 (no information
ct ati on) , 6026 ( ntoAxb6 p(spoorsisaishilse cp stoaBimceosmosdts, v ul ¢
citations contained limited information drd not provide explicit descriptiosiof symptoms,

it was not appropriate to make judgmean description of symptoms only. In addition, the
symptoms of psoriasis may vary due to the type, stage and seveahgdidease. Therefore,

an overall judgment by two experienced clinicians was incorporated the judgment

criteria. Two clinicians tookall citation data into consideration when making overall

judgments. Any disagreemenivere resolved through discussion with a CM dermatology

professor.
Tabl eJ ddegdnCo difnaps or iVasg&r i ati ons
Citation Definition
judgement
No information to| -
judge

Not psoriasis -
Possibly it is| Bothskin lesion/rash and scaly skin were described;

psoriasis clinicianbs overall judg
Most likely it is| Description of skin lesion/rash and scaly skis per
psoriasis possibly psoriasis citations | i ni ci ands (

to be most likely citations

Finally, all text data extracted frothe ZHYD were converted into numerical codes, except
for formula names in the citations related to urticaria. All eageetransferred inttatistical

Package for the Social Sciences software (SB&83tical analysis.

4.2.5 StatisticaAnalysis

Descriptive statistics were used to analyse dat&CfdM formulae and standardised herbal
ingredients. Treatment informati¢gformula and herb frequency) were analysed according to
the judgnent of possible or most likely urticaria/psoriasis. Formulae with identical names

were regarded as the same formula when calculating the frequency of formulae, which
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allowed variation in heringredients. The ingredient list was examined for each of the named
formulae. Several formulae had variations in the herbal ingredadtiteugh they shared the
same formula name. In this instance, the herb ingredients of farroitdal by the earliest
citation were listedWhere multiple variants of formwtangredients were found in one book,

all variants were presentdéurther, viherethe herb ingredients were not available, these were

sourced from another citation in the same book.

The standardsation of herbal ingredients was conducted using a nomenclature list of
commonly used BMs provided by theChinese Medicine Board of Australf@MBA). This
list waslast updatedn September 2015This wasdone to account for differees in herb

names betwan classical literature and modern .ukeaddition, one herb could be described

with multiple names in classical works. For instanea, shi , Niu bang zi , shu
nian zi ,daliziz z anddaniu zi were various names éfrctium lappal.
used inancient CM worksNiu bang zi is used currently and suggestedthg CMBA.

Therefore, other names d@rctium lappa L. were standardised toiu bang zi
Excipients were also included in the analysis of herb frequency, sfiehgmi (honey)

andzhu you (lard). While they did notpossesspecific therapeutipropertes, they were

important ingredients of the treatment and usduléndthe herbs.

4.3 Results ofChronic Urticaria

4.3.1 Characteristics ofitations

Analysis of the ZHYD retrieved2,285 instances of eight search termse(Table 4.5). The

greatest number of hits was produced by the searchyiaraihenl (1,790 hits, 78.%).

Search term&eng cheng ge da é g deng zhen kuai g doai zhen 6andcchi
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zhen O0accounted fotess tharone per cenof all hits, which indicated these terms were

not commonlyusedin classical terminology.

Tabl eHifr &qu dnSewprTelm mour t i car i a

Pinyin Chinesecharacters | Citation frequency n (%)
Yin zhen 1 1790 (78.3)

Yin zher2 243 (10.6)

Pei lei 2 g 184 (8.0)

Peilei 1 TR 51 (2.2)

Feng zhen kuai 11 (0.5)

Chi zhen 3(0.1)

Feng cheng ge da 8 2(0.1)

Bai zhen 1 (0.04)

After excluding duplicate citations and those irrelevant to urticaria, 881 citations considered
possible urticaria citationgaccording to the prdefined criteriq were retained Of these
citations 332 included treatments (CHM and acupuncture) for uidicaAfter citations
containing multiple treatments were split into separate citations, 540 treatment citations were
identified. Ofthese citations 533 descriptios of CHM treatmentwere identifiedand seven
citations were related to acupuncture therapies. Antloege citations29 weredeemed most

likely to relate taurticariabecausdoth wheals and pruritus were described in the citations.

Four search terms identified the 29 most likely urticaitations:deng cheng ge da &
0 (two citations),@ei lei 2 %7 6 (seven citations)yin zhenl 0(15 citations) andyin
zhen2 o0 (five citations).Both citations identified byfeng cheng ge da é owere

considered most likely urticaria citationEhe earliest citation possibly related to urticaria

treatment appeared iBhou hou bei ji fang (Handbook ofprescriptionsfor
emergencies(363 AD). Themost recent citation was sourced fr@®ancao jian yao fang

(1938).
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4.3.2 RepresentativEitations

Yin zhenl ( ) was described iiYouyou ji cheng (1750) by Chen Fuzheng in

the Qing dynasty. Chen pointed out the characteristics of the condition and its treatment as

Yin zhencomes out mostly due fthe] Spleen which is faintly visible among the
skin, with pruritus. It might not be red and commonly callefleag dan W . Jia

wei giang huo sam can be used. A é 1 (1750)
G ,Yi H ,0 A b E. w YAy
A

The aetiology ofin zhenl was beleved to be related tihe Spleen whichaligns with

current understandisgContemporary literaturidicates that dampness can trigger urticaria
due toimpairment of theéransforming and transporting function of tB®machand Spleen

Jia wei giang husanv was suggested for the treatmehis formula is not used

in contemporary literature.

In Tongyuanyi shu wai ke i A (1795), the symptoms, aetiology and treatments

of pei lei2 %% were described as

Pimple comes after pruritus. It looks likegegens of a bean, which pile up to a
larger area. The lesion is blush and swelling. Person[alitteficiency of defensive
exterior is more likely to suffer this condition due[&) wind attack after sweating

or laying without keeping warnQin jiao niubang tang is commonly
used for the case with more pruritus at daily time, @adg gui yin for the
night caseé Min” ~ 1 (1795)%% A b , 0 :
: : , Fi 18", . H. o, A
, (nde 7)), , ( 0
).

This citation provided a vivid description for pimmewheals)that closely matches the

appearance of urticaria described in conventional medicine textbooks.
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4.3.3 FrequentlyUsedFormulae and Herbs

Frequenly UsedFormulaein PossibleUrticaria Citations

The administration of CHM in the 533 possible urticaria citations mainly incltatedulae
for oral (274 citations51.4%) or topical use (220 citations, 4%3. No description of
administratiormethodwas provided for the remaining 39 citations. Amongcaétions, 326
herb formulae were identified, of which 55 were unnamed formulae. These were excluded

from further analysis.

The most frequently cited formulae and their ingredianéspresented in Talsd.6 and4.7.

Xiao feng san was the most frequdéyg cited formula for oral use, described in 37
citations withsix variants ¢eeTable 4.6). The earliest citation ¥fao feng san was
found in Tai ping hui min he ji ju fang 3 (1,107 AD). For topical
application,Mangcao gao was the mostommonly reported formulaéeTable 4.7).
The earliest citation dflangcao gao was found inTai ping sheng hui fang

(992 AD).
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Tabl eOr&akbd muFraequentilPpsBilbtliecCartiada i ons

Formula Route of Herb ingredients Citation
name administration frequencyn
Xiao feng san | Oral Jing jie, fang fenggiang hug hou pq 37
ren shenjiang can chuan xionggan
cag, fu ling, huo xiang chen pj chan tui
jiang
Hu ma san Oral Hu ma jing jie, bo he ku shengan cag | 13
wei ling xian, he shou wyjiu, mi (honey)
Hua pi san Oral Hua pi, jing jie, zhi ke gan cag xing 12
ren, jiu
Zui xian san | Oral Hu ma niu bang ziman jing zjgou qi zj | 9
ji li, ku shengua loy fang fengcha
Jia wei giang | Oral Qiang huggian hy bo he tian mg 8
huo san chuan xiongzhi ke jie geng chan tui
ren shengan cag sheng jiangfu ling
Ren shen xiao| Oral Ren shenjing jie, gancao, chen pjjiang | 5
feng san can fu ling, fang fengchuan xionghuo
xiang, chan tuj hou pq gianghuo
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Tabl eTopi BoalmuFraequentiliPp s tbttliecCarntiad i ons

Formula | Route of Herb ingredients Citation
name administration frequencyn
Mang Topical Variant A: (3 citations)Mang cagchuan| 8
cao gao xiong, ku shendang guj shuo diagxi
xin, fu zi, da ji, yuan huahua jiaqg zhi
zhu huazhu zhjjing tian
Variant B (1 citation)Mang cag chuan
xiong, ku shendang guj shuo diagxi
xin, fu zi, da ji, yuan huahua jiaqg zhi
zhu huazhu zhjchi shao
Variant C(1 citation):Mang caq chuan
xiong, dang guj shuo diagxi xin, fu zi,
da ji, yuan huahua jiag zhi zhu huazhu
zhi, chi shao
Shuo Topical Shuo diagfang fengbai zhi jiu, ku shen| 5
diao gao sheng mashe chuang zyin yu du huqg
fu zi, xi jilao, mang caohua jiag zhu zhi,
ji li, zhi shj chong wei zigiang wei gen
fang ji, mu xiang she xian cagpbai lian,
jiji
Liu zhi Topical Liu zhi, yin chenku shenlang ya cao 3
tang xi ging xiang yetao zhj huai bai pi shuo
fang diao, mahuang yan mang xiao
Yin yu Topical Yin yy fang fengfu zi, mu li, mang cao | 3
tang yu
fang
Ye ge Topical Ye geniu li zi bing genfu zi, cu, zhu zhi | 3
gao fang

Frequenly UsedHerbsin PossibleUrticaria Citations

A total of 296 herbs were identified in possible urticaria citations (533 citations). Most herbs
(223 herbs) were used orally and 135 herbs were indicated for topical use. Some herbs were
usedboth oraly and topicdly. The most frequently reported herlos dral and topical use are

presented separatel@an cao was the most frequently cited herb for oral useeTable

4.8), whileshuo diao was most frequentlgited herbfor topical use feeTable 4.9).
Several herbs could be used both orally andcadly, includingfang feng , chuan xiong

,jiu ,kushen & anddang gui
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Tabl eOraHe8r Fs equbaa iy ss iUbtl iecCatiada i ons

Herb name Scientific name Citation
frequency n
Gan cao Glycyrrhiza spp 151
Fang feng Saposhnikovia divaricat@lrurcz.) Schischk. | 141
Jing jie Schizonepeta tenuifolirig. 112
Chuan xiong Ligusticum chuangxiongfort. 98
Qiang huo Notopterygium spp 87
Ren shen a Panax ginsen@. A. Mey. 87
Fu ling Poria cocogSchw.) Wolt 75
Zhi ke Citrus aurantiunL. (dried fruit) 72
Jiu Wine 71
Chan tui Cryptotympana pustulataabricius 63
Ku shen a Sophora flavescemsit. 50
Jiang can0 Bombyx morLinnaeus. oBeauveria bassiana 50
(Bals.)
Chen pi Citrus reticulataBlanca 48
Dang gui Angelica sinensigOliv.) Diels. 46
Hou po/l Magnolia officinalis spp 43
Bai ji li Tribulus terrestrid.. (dried fruit) 42
Huo xiang Pogostemon cabli(Blanco) Benth. or 38
Agastache rugosgFisch. & Mey.) O. Ktze

Bohe Mentha haplocalyBriq. 37
Niu bang zi Arctium lappal. 36
Man jing zi Vitex trifolia spp 34

Tabl eTopi HearIBFs equentiliPp s dbttliecCarntiaa i ons

Herb name Scientific name Citation
frequency n
Shuo diao Sambucus javanicBeinw. 29
Ku shen & Sophora flavescersit. 27
Fu zi Aconitum carmichaeliDebx. 26
Feng xiang zhi Liquidambar formosan&lance 25
Hua jiao Zanthoxylum spp 21
Zhu zhi Fat 20
Mang cao lllicium lanceolatumA.C. Smith 19
Fang feng Saposhnikovia divaricat@lurcz.) Schischk. | 18
Jiu Wine 18
Bai fan Potassium aluminiuraulphate 18
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Chuan xiong Ligusticum chuangxionglort. 16
Bai zhi Angelica dahurica spp 16
Xi xin Asarum spp 16
Dang gui Angelica sinensifOliv.) Diels. 15
Yuan hua Daphne genkw&ieb. et Zucc. 14
Chong wei zi Leonurus japonicuslioultt. 13
Can sha Bombyx morL. 13
Mang xiao Hydrated sodiunsulphae 12
Yin yu Skimmia reevesiangortune 12

Frequenly UsedFormulaein MostLikely Urticaria Citations

In total, 15 formulae were cited in the 29 most likely urticaria citations. Eleitations
named multherb formulae identified for oral us®iang huo dang gui san was

the most frequently used orfdrmula to treat urticariaas cited in 12 citationsggeTable
4.10). This formulacould beused on its own to treatheals and pruritus or in combination
with modifiedXiao yao sarw orBuzhongyiqgitang T . While the herb

used inthese formulae were not specified with symptom descrigtithrey were identified
from another section of the same classical book. Four topically used formulae were found

with three singlenerb formulae, includindpai bu (three citations)bi yi tang
(two citations) andkian zi (one citation). Only one muitierb formula was applied

topically, which was unnamed.

Tab4d4 .el00 al F oRrrmgldaye tUshvodsLit k eJF y i cCartiaa i ons

Herbal formulae Herb ingredients Citation
frequency n

Qiang huo dang gui| Qiang hug dang guj chuan xionghuang lian niu 4
san bang zj fang fengjing jie, gan cag huang ginlian
giao, bai zhi sheng ma

Qiang huo dang gui| Qiang hug dang guj chuan xionghuang lian niu 4
san+ Jia weixiao bangzi, fang fengjing jie, gan cag huang qginlian
yao san giao, bai zhi sheng magou tengshao yaofu ling,
bai zhy chaihu, mu dan pishan zhi zi

Qiang huo dang gui| Qiang hug dang guj chuan xionghuang lian niu 4
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san+ Bu zhong yi qi
tang

bang zj fang fengjing jie, gan cag huang gin lian

giao, bai zhi sheng mashan zhi zigou tenghuang
qi, ren shenbai zhy zhi gan capdang guj chen pj
sheng machai hy sheng jiangda zao

Qin jiao niu bang Qin jiao, niu bang zima huangling yang jiaq zhi | 2

tang ke huang gin sheng mafang fenggan cag xuan
shen
Dang gui yin Dang guij sheng di huang:hi shag chuan xiong 2

jing jie, fang fengbai zhi ji li, shou wyhuang qgj
gan cagjiu

Frequenly UsedHerbsin MostLikely Urticaria Citations

Among the most likely urticaria citations, oral CHM treatments were described in 21 citations
while topical treatmentsappearedin sevencitations. In one citation, lie administration

method was uncleatue tothe absence of descripton. Sheng mal became the most

frequently cited herb for oral ugd8 citationy out of all citations éeeTable 4.11). This

replacedgan cao as the most frequently cited herb. However, several key herbs were

consistent with those reported in all citeits, such agan cao , dang gui andjing

jie . Bai bu andjiu  were the most commonly applied topitedrbs(seeTable
4.12).
Tabd4 et aHer Fs equbeadatmMosli kdJr yi cCatiaa i ons
Herb name Sci emtaimfei c Citation
frequencyn
Shendg ma Cimicifuga spp 18
Gan cao Glycyrrhiza spp 17
Dang gui Angelicdg OdiiwvensiDs el |17
Jing jie SchizonepeBrai ¢d enui f|14
Fang feng|Saposhni kov(iTaurdcizv.ar |14
Chuan xiolLigusticumHohtangxi|1l3
Qi ang huo|Notopterygium spp 13
Bai Z hi Angelica dahurica s|13
Huang | ialjCoptis spp 13
Huang qin|Scutell ariGeolrgiical e|l1l?2
Lian giao|lForsythiaTbhuspehs¥a|l?2
Ni u bang Arctiumm | appa 9
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Gou teng Uncaria spp 8
Chai hu Bupl eurum spp 5
Ren shen |[Panax @&indendley 5
Bai zZ hu Atractyl odeXomalzroc|4
Huang qi Astragal us spp 4
Chen pi Citrus Blkeamcol at a 4
Sheng jialtZingi berRoddicinal el4
Da zao Zi zi phuwi ljluj uba 4

Tabd4 ell@pi dearIBFs equbadatMosli kdJt yi cCartiaa i ons

Herb name Sci emtaimfei c Citation
frequency n

Bai bu Stemona spp 3

Jiu Wi ne 3

Chui f an [ Scientific name no|2

4.3.4 Summary

A

The greatest number of classical citations was produced by the searditezhenl a
It was also the most commontpservederm in the most likely urticaria citations. The term

gsin zhenl Ois still usedto represent urticaria in contemporary literat{omarrent clinical
textbooks and guidelines) (s€hapter3). As citations containindfeng cheng ge da é
were found only in most likely urticaria citations, this suggestsfémat chengge da &

could be closely corresponded to urticaria in ancient times

Among all citationsXiao feng san was the most frequently used formula. As the
citations containing<iao feng san failed to desche wheals,Xiao feng san

did not appear in the citatioisatwere most likely related to urticaria. In the citations with
the richest description of wheals and pruritus (most likely urticaria citations), the most

commonlyobservediormulae wereQiang huo dang gui san , Qiang huo dang
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gui san plus Jia wei xiao yao saw , andQiang huo dang gui san
plus Bu zhong vyi gi tang T . None of these three formulae are

recommended in contemporary literature. Due to the limited information included in the

citations,the reasofior thisremains uncertain.

Many of the most commonlyeportedherbs were included in the most frequently cited

formulae, such aXiao feng san , Mangcao gao andQiang huo dang gui san
. These herbs could lmategorsedase x pelilndigamwd r el(iiewvg ng e
jie,fang fgdigspersing extemnbahgzwi ndchantui st op
,jlang cand , baij i l i)di spelling wind agdamgmbwvon
), to%pilfegeanmgd dr ai ni higi dg,ahrees Pho6u1pd,

and i nvi g8bo&@thingg gtuhe huan )x.i ong

The most frequengan cao r e, pvasr dorandonlyhused o, harmonise

formulae and had other actions relevaatskin conditiors, including tonifyingthe Spleenand
clearing heat. Ipossessesteroidlike effects, whichare usefulin the treatment of chronic
skin conditions such as urticaii®5). The above herbs are still used in contemporary clinical

practice, suggesting little has changed over time in the understanding of usttiat@gy.

Several herbs could be used both orally and topically, includimg feng , chuan xiong
,jiu , kuden a anddang gui . Thissuggest that these herbs could relieve

symptoms regardless of administratiorethod Many herbs were not commoniipund in

current clinical guidelines and textbooks, includstgeng mai for oral use, anghuo
diao , feng xang zhi , mang cao , chong wei zi andyin yu for

topical useSheng mdl  releagsthe exterior and dispegsheat, promoting eruption and
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resolving toxicity, which is beneficial for relieving skin rashincluding whealq86). Shuo

diao , mang cao andyin yu expel wind andemowe dampnesg-eng xiang zhi
andchong wei zi could be used to invigorate ti&ood. As current clinical

guidelines and textbooks place greater emphasis on oral CHM radheotiical CHM these
topicaly used herbs were natentified It was uncertain whether they might be still used in

current practice based on practitioners?o

4.4 Results oPsoriasisVulgaris

4.4.1 Characteristics ofitations

The search othe ZHYD identified 655 instances df3 search termssgeTable 4.13). The

greatest number of hits was produced by the searchdeng xuan  6(301 hits, 46.0).
Search termggou pi xuan G dai ke chuang g di feng g &hefeng @

ésong pi xuan 6anddyin gian fery 60 a c c o uesdthlamne per cenof all

hits, which indicated these terms were not commobbkervedn classical terminology.

Tabl eHARAr B udnSeprTem moPsor iVakskgari s

Pinyin Chinesecharacters | Citation frequency
n (%)
Feng xuan 301 (46.0)
Gan xuan 108 (16.5)
Niu pi xuan 104 (15.9)
Bai xuan 57 (8.7)
Bai bi 29 (4.4)
Gou xuan 16 (2.4)
She shi 16 (2.4)
Bai ke chuang 6 (0.9)
Gou pi xuan 6 (0.9)
She feng 4 (0.6)
Song pixuan 4 (0.6)
Bi feng 2 (0.3)
Yin gian feng 2 (0.3)
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After excluding duplicate citations and those irrelevant to psoriasis vulgaris, 530 citations
considered related to CHM for psoriasiere retainedAccording to predefined criteria,

eachd ati on was evaluated to select O6possiblebd
further analysis. Based on the overall judgl

citations were included.

Eight terms were used to identify citations of psoriasis vulgaris in the 60 most likely psoriasis

vulgaris citationsdbai bi 0(29 citations)@an xuan 0(28 citations) she shi 0
(16 citations) @eng xuan 0(nine citations)@she feng  &(two citations),di feng 0
(two citations),dai ke chuang 0 (one citation) andbai xuan done citation).
Several citations contained more than one term. All citations contadoadi 4 Gshe
shi 6anddi feng Owere considered most liketo be related to psoriasis vulgaris.

The earliest citation possibly related to psoriasis vulgaris treatment appeaféd long

yuanhou lun R (610 AD),while the most recent orveas sourced frorVai ke shi

sanfangkao Mz72 (1947 AD).

4.4.2 RepresentativEitations

In Wai ke zhengzhi quan shu n n (1831)written byXu Kechang the symptoms,

aetiology and treatments béi bi were described:

Bai biis also calledbi feng featuring dry and itchy skin. It looks like rash but with
white colour. Scales occur after scratching. The skin will become cracked and
bleeding with pain over time due to dryness and lack of nourishment. It will be
difficult to scratch as the skin among th@ fingers become thick. The disease is
caused by excess dryness in late autumn. PeopleBlothid deficiency and thin
body shape tend to suffer this diseé8leeng xue run fu yican be used orally, and

Zhu zhican be applied topically. A ¢ & ninl (1831 ~ W

- . -y . r -z

YoM N A v ™ % A
G 1 H. T hy” HA.
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Xu pointed out that internd@lood deficiency and external dryness could trighgar bi

easily. This was similar to syndronood deficiency and windlryness mentioned in

contemporary literature (see Chapter 3).

4.4.3 FrequentliyUsedFormulae and Herbs

Frequenly UsedFormulaein PossiblePsoriasisVulgaris Citations

In the possible psoriasis citations, 27 named herbal formulae were identified, with 10 for oral

use and 17 for topical use. The most frequently cited formulae and their ingrestents
presented iTables4.14and4.15.Sou feng shun gi wan Yy was the st frequently
cited formulafor oral use, reported ifive citations geeTable 4.14). The earliest citation of
this formula was fronWai ke zhengzong (1,617 AD).Bai bu gao was the
most commonly reported formula for topical use, cite¥iirue xin wu \ (1,732 AD)

(seeTable 4.15).

Tabd4 el>4 &br mulFraeeg U dJs @i o s s iPbdreiVabsgda&riati ons

Formula Heribngredi ent s Citat
name frequ
n

Sou fegDa hyaspandpadma yt xi,ghi, g k|5
I i ,gieaan gf ahnuggdfue ficgh@ gl iamg,z
feng mi

Fang fi{Fang,cfheunagn,h dxainognsghg a b,dpa a o ,bba| 3

(7]
=y
c
=]
()

tong 9ghema hyanagn,mainagaqsh ia,bhguaaon ¢
san j 1 e  lgwea,gsami ,jciaroga i i,2zhu zi
Ku shegKu shamwm jiao 2
wan

La fanHuan,gnilng,zhansha 2
Zhu shFu,jzitao,zhan,g aBn 2
san
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Tabd .ell6pi Eoalmulreeeq U dJrsteda dPo s s PbdreiVas g&r i at i ons

Formula Herilbbgredi ent s Citat
name frequ
n

Bai byBai,blau xbianmge zhang abhg, ¢3
sheng dhuanginbga g ,nhau aynogu
Fu zi |Fu,lziiu lwargg er zi 2
Yi mo |[Tian naaoxwpghoQouti gen 2
Hait amAi ,¢ ao,boafhaeng,gfaenidwen xgiaann?2
so/man j,jhggzjie sui
Yi sadKu shean,g abd egmug ,szhe c hdhg?2
guang |yang ,kcuh eknea a n g ,hhuuaa Hjdg @ olzha
naqgi ngzhwenyou

Frequenly UsedHerbsin PossiblePsoriasisVulgaris Citations

In total, 65 herbs were used orally and 75 herbs were applied topically in possible psoriasis
citations. The most commonly reported heidrsoral and topical usarepresented separately

(seeTables 4.16 and4.17). Da huang was the most frequently cited herb for oral use
(seeTable 4.16), whilewu touY  was the most frequently cited herb for topical usee(
Table 4.17). Several herbs were used both orally and topically, incladigdeng , and

dang gui
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Tabd .el0g dder BPrseq U dJs @i Pos s Pbdreivasg&riati ons

Herb name Sci emtaimfei ¢ Citation
frequency n
Da hwuang Rheum oBfai tinal e[l10
Chen jiu Wi ne 10
Feng mi Apcser &abr. cius 9
Fang feng Saposhni kov(iTaurdciz 8
Schischk.
Yu |i ren Prunus TJThpolbica |7
Qi ang huo Notopterygium sp|7
Zhi shi Citrus &urantium?7
Huo ma Trten|Cannabils. sativa |7
Tu siK zi Cuscuta Lcahm.nensi |7
Du huo AngelicaMauhbhenscé| 6
bi sefhabnhaet Yuan
Che qi gn ziPlantagd.asiatic|6
Ni u xi Cyat hul a Kafafmi ci n|6
Bing | ang Areca t.atechu 6
Shan zhu y(Cornus of fatcizAwd (6
Shan yao Di oscoredhopposi |6
Huang qin Scutell ar iGe olragiic|5
Dang gui Angelicd OdiiwvensiD 5
Zhi zi Gardenia [Ead$misno|4
Chuan xion¢LigusticumHohtan|4
Bai shao Paeoni a Haalclt.i f 1 o|4
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Tabd4 .elldpi ldearl Brse q U dJrstd dPo s s Pbd reiVvas g&r t at i ons

Herb name Sci emtaimfei c Citation
frequency n
Wu tHou Aconi tum cDaerbmi ch{13
Zhu you Pig fat 9
Cu Vi negar 8
(Shi) I(i)u Sul phur 7
Ban mao Myl abri sPphbhheraj?
Yang ti ge(Rumex j Mpo.sincus 7
Huang bo Phell odend8ohneh (5
Xiong huan|Arsedanisaul phi de 5
Zajoao Gl edi t siLamsi nens |5
Bai f an Potassiumsal pmani(5
She chuang|Cnidi um (mMo.nniCusisl5
Bima zi Ricinus lcommuni s |5
Huang | ian|Coptis Ehamemsi s |4
Shui yin f|[Scientific name|4
identi fied]
Dang gui Angelicdqg OdiivensiD{4
Jin tuo Sali va 4
Huang | a [ Scientific name]|4
i denti fied]
Xing ren Prunus alr.meni aca|3
Ti an naw x|Ari saema (eWalble.s)c (3
Hua jiao Zant hoxy!| unvalbxu mg {3
Bai xian p|Dict admensuyschumpas. |3
Gao ben LigusticQOImi ¢ineni3
Quannxi e But hus ®Warsehsii |3
Wu zhu yu Euodia rudassa)y pk3
Bo he Ment ha hBpiqgcal y]3
Qi an #dan [ Scientific name]|3
i denti fied]
Zhamao Cinnamomum(dcamptr({3
Laurus camphor a
Di huang Rehmanni aLigh amg e m,3
He shi Carpesium &brotals3
Fang feng Saposhni kov(iTaurdciz|3
Schischk.
Ma you Sesame oi l 3
Bali bu St emoenkas i(IMifgo.l)i aM| 3
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Frequenly UsedFormulaein MostLikely PsoriasisVulgaris Citations

Among the 60 most likely psoriasis citatiosgvenformulae were defined dsr oral use
while 15 were designatedior topical use. The most frequently citéormulae and their
ingredients are presented in Tabdel8and4.19. The formulae list for oral use is consistent
with those in possible psoriasis citations. In line with the possible psoriasis cit&ourfisng
shun gi wan 4 was the most frequemtlcited formula for oral use. The formulae
list for topical applications in most likely psoriasis citations was slightly different toothat

possible psoriasis citationsu zi san was the most frequently reported formula for

topical application, desibed inShengi zonglu (1,117 AD).
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Tabd4 .el08 aFo r mufFreeeg U edsta dViosLt k e 9gr iVas g&&r it at i ons

Formula |Heribngr edi ent s Citat
name frequ
n

Sou f|Da hyasuwpandpamaaogt xi,ghi|5
shun |(kgru |,gqgi aegl ahnuggdfue rficghe g
wan z,bi ng,fleanrgg mi

Fang |Fang,cfheunagn ,h dxainognsgg a b,d ya a o| 3
tong |huahg ,mae huanagn, gmaanog hx

san gabuang ige ,igweshg a n ,jciamg
bai ,zzhhiu zi

Ku sh|Ku sha&m jiao 2
wan

La falHuangilnag,zhansha 2
wan

Zhu s|Fu,jziiao,zhan,g aBn 2
san

Tabd4d ell@8pi EamulFaeq U dsta do sLi kP gr iVabpgari s
Citations

Formula |Heribngr edi ent s Citat

name frequ
n

Fu zi|Fu,lziiu Jcwamgg er zi 2

Jiang/Man j,hognpguqgkrengshen 12

san Xi,idg an iman,g uc dgni @ n gg eh yg

gan ,jciarog ¢t @.
Yi smeorfTi an namaoxwmghouti gen2

Hai a|Ai ,¢ao,boafheng,gfaenbbren 2
tang |[Xi aga@gn ,snamgj,j hggzji e §

Frequenly ReportedHerbs in MostLikely PsoriasisVulgaris Citations

The most frequently reportederbs for oral use in most likely psoriasis citations were
completely consistent with those in possible psoriasis citatesesTable 4.20). In terms of
topical application, the herb list alewverlappedwith the list forpossible psoriasis citations.

Forinstance, the top three herbs wenetouy , zhu you andcu (seeTable 4.21).
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Tabd4 .eX0 aHer brse g U éJstea dVlosLi k s gr iVabsg&ri ati ons

Herb name Sci emtaimfei ¢ Citation
frequency n
Da hwuang Rheum oBai tinal e|l10
Chen jiu Wi ne 10
Feng mi Apis €abanaius 9
Fang feng Saposhni kov(iTaurdciz 8
Schischk.
Yu |i ‘ren Prunus Jhpomhica |7
Qi ang huo Notopterygium sp|7
Zhi shi Citrus adadurantium?7
Huo ma ren|Cannabils. sativa |7
Tu siK zi Cuscuta Lcahm.nensi |7
Du huo AngelicaMauxhensc é|6
bi seBhahaet Yuan
Che qi kn ziPlantagd.asiatic|6
Ni u xi Cyat hul a Kefammi ci n|6
Bing | ang Areca t.atechu 6
Shan zhu y(Cornus oSfifeibc.i neatl |6
Shan yao Di oscoredhopposi |6
Huang qin Scutell ar iGe olragiic|5
Dang gui Angelicd OdiiwvensiD 5
Zhi zi Gardenia [E&as$misnol|4d
Chuan xion¢LigusticumHohtan|4
Bai shao Paeoni a Raalclt.i f 1| o|4
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Tabd4 .eZlapi dearl Brse q U &Jsta dVlo sl k P gr iVasg&ri ati ons

Herb name Sci emtaimfei c Citation
frequency n
Wu tHou Aconi tum cDaerbmi ch{13
Zhu you Pi g fat 9
Cu Vi negar 8
Ban mao Myl abri sPphbhher aj6
Yang ti ge|Rumex | #Mpo.sincus 6
(Shi) I(i)u Sul phur 5
She chuang|Cnidi um (mo.nniCusis/5
Huang | ian|Coptis Ehamemsi s|4
Zajoao Gl edi t siLamsi nens |4
Bai f an Potassiumsphumi n|4
Shui yin f|[Scientific name|4
i denti fied]
Xing ren Prunus alb.meni aca|3
Ti an naw x|Ari saema (eWalble.s)c (3
Gao ben Li gusgiimc@mms & . 3
Quannxi e But hus Karsehsii |3
Wu zhu yu Euodia rudassa)y pk3
Qi an dan [ Scientific name|3
i denti fied]
Bo he Ment ha hBpigcaly]3
Jin tuo Saliva 4
Zhang nao Cinnamoammhdr.g P|3
Laurus camphor a
Fang feng Saposhni kowv(iTaurdciz| 3
Schischk.

4.4.4 Summary

The greatest number of overall classical citations was produced by the sear@krgrruan

G However, after applying symptom and clinigatigment few citationsthat were
identified by &eng xuan 0 r e mahisnseighests that this term could refer to

conditions other than psoriasis vulgadai bi g Ghe shi 6anddi feng Owere
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all cited in most likely psoriasis vulgaris citationsdicating thesecould be theermsthat

most closely referred to the condition.

It was surprising that the commonly reported formulae in the most likely psoriasis vulgaris
citations were not consistentticurrent clinical practice (see Chapter 3). For instance, the

most frequently reportefdrmula Sou feng shun gi wan Y , promoesqgi movement

and is often usetb treatgastrointestinal disease in contemporary practice. Although some
herb ingredientef main formulaejing jie , fang feng andhuang qi ) are still

used in modern times, is uncertainif formulae in current practice originated were

modifiedfrom those in classical literature.

The most frequently used herbs for oral use inntwest likely psoriasis vulgaris citations
could becategorsed as clearing heatdé huang , huang qin and zhi zi ),

dispersing external windang feng ), removing dampnessgjiang huo , du huo

andche gian zi |If ) and herbs for tonifyingtg sizi K , niu xi , Shan zhu yu

, shan yao ). Blood syndrome herbseredang gui , chuan xiong and
bai shao . Thesewereobserved at éower frequencyandwere not commonly cited in

the classical literaturealthough they are commonly used in current praclités might be

due tothe variation in the environment or historical developmentMfefiology of psoriasis
vulgaris. External wind invasion was believed to the etiological factor for psoriasis vulgaris
in the Sui and Tanglynastes In the Mingand Qing dynastes the internal factor oBlood
syndromerose in prominencéd7). The treatment principle of psoriasis vulgaris in current

clinical practice mainly targeBlood syndromes, especialBlood stass (see Chapter 3).

Several herbs for topical use in classical citations areusitifedin current clinical practice.

For instancefang feng , she chuang zi andshi liu huang are often used
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to disperse wind and stop itch; amgang lian to eliminate heatCu , zhu you(pig fat)

andjin tuo (saliva) were used as excipients to bind herbs in classical timegnbut
tuo (saliva) is no longewtilisedfor health reasons. Due to the toxicity of hesus tou
4 | ban mao , gqian dan Y andshui yin (86) are rarely used in the treatment

of psoriasis vulgarigm modern clinical settings

4.5 Discussion andConclusion

In current clinical guidelines and textbook&ao feng san andDanggui yin zi
could be usedb treaturticaria and psoriasis vulgaris. Intereshngiao feng san
was most frequently reported in the citations related to urticaria, shpipest Xiao feng

san has stood the test of time and might become a promising formula for the
treatment of urtaria. Neither of these formulae were identified in the psoriasis vulgaris
classical citationsThis might be due to theontemporary clinical practicerinciple of

focusing onBlood syndromesXiao feng san and Dang gui yin zi are

currentlyusedfor Blood heat andlood dryness of psoriasis vulgaris.

Other formulae in the citations related to urticaria and psoriasis vulgaris are no longer used in
current clinical practice, such &anghuo dang gui san andMang cao gao
for urticaria, andSou feng shun gi wan Yy, for psoriasis vulgaris. This might

be due to management of urticaria and psoriasis vulgadlving in line withCM etiology
for these two conditions. As the information contained in the classical citations is limited, this

is an area that needs to be explored in the future research on classical literature.

In the most likely urticaria and psoriasis vulgaris citations, the CHM treatments for these two

conditions had several herbs in commioicjuding fang feng , jing jie , gan cao
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, giang huo , dang qui andchuan xiong . This suggests similarities in the
treatments of urticaria and psoriasis vulgaris in classical literature. It should be notghthat
cao was the most frequently used herb for urticaria in classiogks. Gan cao
canharmonse ingredients in a formula, but also heteroidlike effects(85, 86), which could
be usedo treatskin conditions, including urticaria and psoriasis. Wigiéa cao was
not the most frequently cited in the classical r@®ds citations, the commercial products

extracedfrom gan cao have been used in current clinical prac{i8s).

Althoughthe ZHYDis a comprehensive collection of a wide range of books acnodtiple

eras, it does na@ncompasall classical books since classical literature was vast. In addition,
the search terms used tbe ZHYD might not be comprehensive enough to return all relevant
citations.Only 68citations related to psoriasis vulgaris were found. Therefore, formulde use

in current practice were not identified in classical literature.

The formulae and herbs identifigdclassical literature can be takerid consideration when
prescribingformulae for these two conditions in contemporary clinical practice. The efficacy
and safety of the less frequently used herbs or formulae in current practice should be

evaluated through experimental and clinical studies.
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Chapter 5. Methodsfor Evaluating Clinical Evidenceof Chinese Herbal

Medicine for Chronic Urticaria and Psoriasis Vulgaris

5.1 Introduction

Clinical evidence refers to informatiaratheredrom various types of studies, such3Rs,
RCTs, CCTs, case repsrand caseseries studies (necontrolled studies)SRsare deemed

the highest level of clinical eviden¢88). According toa pre-defined review protocol, SRs
synthesse clinical evidence through systematic search and evaluation of methodology quality.
SRscould answer specific clinical and research questions, and assist clinical detaiog

and healthcare fioymakers(89). As a world leader in SR methodologihe Cochrane
Collaboration provides the best available evidence for practitioners, researchers and
policymakers. Following the rigorous methodology providedh®CochraneCollaboration

three SRs wereonducted to gather and summarise clinical evidence of CHM for chronic
urticaria and psoriasis vulgaris. All three review protocols have been registered in
PROSPERO (see Chapters 6, 7 and 8 for PROSPERO registration numbers). This chapter
describes the geeral method usedo evaluate clinical evidence. The overall procedures are
the same for all SRs. Inclusion criteria of the included studies differed in SRs due to the

diversity of chronic urticaria and psoriasis vulgaris.

5.2 InclusionCriteria

5.2.1 Chonic Urticaria

5.2.1.1 Types obtudy

RCTs on CHM for people with chronic urticaria were included. Iordomised CCTs, nen

controlled studies and experimental studies were excluded.
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5.2.1.2 Participants

People with chronic urticaria were considered regardless of subtypesuseclinical
management is the same for spontaneous and inducible urticarias. Chronic urticaria was

defined as theccurrence of hives and/or angioedemasfameeks or longe(8, 10).

5.2.1.3 Interventions

Any forms of CHM alone or in combination with conventional therapies were accepted. The
administration of CHM included oral decoction, capsule, granule and topical application
alone, or the combination of various preparation ty@sdies employing conventional
therapies as emterventions were included. The conventional therapies were consistent with
those inthe control group. Studiethat used other @ therapies for example acupuncture)

as ceinterventions were excluded.

5.2.1.4 Comparators

Studies using the following comparators were considered: placebo, no treatment or
conventional therapies. Conventional therapies were limited to those recommended in
international clinical practice guidelinefof example nonsedatingsecondgeneration H1

antihistaminespmalizumab and ciclosporin A) for chronic urticaf@ 10, 11).

5.2.1.5 Outcomes

All  pre-specified outcomes were clinicallyoriented, including those recognised
internationally and used in China most commonly, sucleféective rate (ER)ased on
symptoms (see Table 5.1Disease activity was measured by three outcorbescaria

Activity Score(UAS) (0O 6 points)/UAY (0i 42 points)(10), Urticaria Severity Score (USS)
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(01 93 points)(90), andUrticaria Control TesUCT) (Oi 16 points)(91). For all outcomes, a

lower score indicated improvement in urticaria symptoms.

Similarly, -pladadQor (HR-QA) waeevdluatdd using oneticariaspecific
outcome meass, ChronicUrticaria Quality of Life QuestionnairdCU-Q2oL) (0 100 points)
(92), and one general dermatology questionndesmatologyLife Quality Index (DLQI)

(Oi 30 points)(93). Again,alower score indicated better HRoL.

Global assessment of symptonefféctive rate,ER) included two approache3he first
approach followed theStandard ofdiagnosis and assessmenbf treatment effects of

dermatological conditions in Chinesemedicine ¢T M %0€ (63),

which describes criteria for improvement in wheals and pruriti®.306was defined as the
number of people who achieved a¥8Qor more improvement according to the criteria of

this approachThe second involved a calculation of change from baseline in symptom scores
of wheals and pruritus (with or without other symptoms) (Symptom SeveritycRealindex
[SSRI]). The evaluation domains of the scoring systems varied across studies, which included
pruritus, quantity and diameter of wheals, oedsma, dermatographism, frequency or
duration of symptoms. A score was allocated to egafptom from 0 (no symptoms) to 3 or

4 (worst possible symptoms), and the score change was calculated. SSRI 30 was defined as
the number of people who achieved &a3(r higher)score change. As no consensus was
reached on th&R threshold, SSRI 30 was chosen for 8fesbased on criteria described in

CM guidelines (63). If therateof people who achieved a &score change &asnot available,

the number of people who achieved more th&3% score change was used for analysis

the Standard ofliagnosis andaissessmerof treatmenteffects ofdermatologicalconditions in

Chinesemedicinec¢T M %oe (63), the definition of clinical cure was

provided. Therefordherelapse ratebased on this guidelineerealso evaluated
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Tabl ePreplec Odti eadfmers Ee Mavise @hfr ok tci car i a

Outcomecategories Outcomemeasures

Disease activity Urticaria Activity Score (UAS)/UAS7

Urticaria Severity Score (USS)

Urticaria Control Test (UCT)

Healthrelated quality | Chronic UrticariaQuality of Life Questionnaire (CAQ20L)
of life (HR-Qol) Dermatology Life Quality Index (DLQI)

Effective rate Effective rate (ER 30): 30% or greater improvement in
wheals and pruritus

SymptomSeverity Reduction Inde§SSRI 30): 30% or
greater change in symptom scén@n baseline

Relapse rate Calculated based on ER 30

Adverse events Number and type of adverse events

5.2.2 Psoriasi&/ulgaris

5.2.2.1 Types oftudy

RCTs comparing CGplus guidelines recommended conventional therapy with the same
conventional therapy alone for psoriasis vulgaris were includel 13). CCTs, non

controlled studies and experimental studies were excluded.

5.2.2.2 Participants

People witha diagnosis of psoriasis vulgarwere considered without limitation on psoriasis

stages

5.2.2.3 Interventions

CG, regardless of preparation type, plus international guidelines recommended conventional

therapies were used in the intervention group.

5.2.2.4 Comparators

The comparators @re conventional therapiéisat correspondedith those intheintervention

group. The conventional therapies included topical therafoesexample corticosteroig),
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phototherapy (narroeandultraviolet (UV)-B: NB-UVB) and systemic agentfof example,

acitretin)(12, 13).

5.2.2.5 Outcomes

The primary outcome was the proportion of patients achieviP§Slrate of60 (that is 60%
or greater reduction of PASI scré&ASI 60 is recommended in t®nsensus aliagnosis

and treatmentof psoriasisvulgaris in integrativemedicine T VM
, published in Ching94). Based on international guidelind3ASI1 50/75 are considered

treatment goal$l2, 95). As previousSRs (28, 96) suggested that PASI 60 was frequently
used in RCTs in China, PASI 60 was selected as the primary outcome. Secondary outcomes
includedPASI 90 (clinically cured) measures of HPoL (that is DLQI, relapse rateand

AES).

5.3 SearchStrategy

An initial search of English and Chinese databases was conducted for clinical evidence
relating to chronic urticaria from inceptions to May 2014, and an update search was
performed in July 2015. The five English databases were PubMed, Excepta Medica®ataba
(Embase), Allied and Complementary Medicine Database (AMED), Cumulative Index of
Nursing and Allied Health Literature (CINAHL) and Cochrane Central Register of
Controlled Trials (CENTRAL). Four Chinese databases were searched: China BioMedical
Literature (CBM), China National Knowledge Infrastructure (CNKI), Chongging VIP
(CQVIP) and Wanfan@atabases. Search terms (see Appendix 1) were grouped according to
intervention (herbal medicine,Nf; CM treatment and variants), condition (urticaria, hives,

whealsand variants) and study design (randpmandomsed controlled and variants).
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For psoriasis vulgaris, five English databases (PubMed, Embase, CINAHL, CENTRAL and
AMED), one Japanese database (CiNii) and four Chinese databases (CBM, CNKI, CQVIP
and Wanfang Database) were searched from inceptions to July 2015. Searclisésrms
Appendx 2) were grouped according to intervention (glycyrrhizin and variants), condition
(psoriasis and variants) and study desigandomly, randomsed and variants), with

adjustments for each database search.

5.4 DataCollection and Analysis

5.4.1 Selection bStudies

Identified citations were exported to Endnote reference management software for further
screening. Through reading titles and abstracts, two reviewers (Jingjie Yu and Yiqi Du for
chronic urticaria citations, Jingjie Yu and Claire Zhang for ps@iaulgaris citations)
independentlyscreened the studies against the inclusion critéugl-text articles were
obtainedto ensurepotentially relevant citationsvere included infurther evaluation. Any
disagreement was resolved through discussion or consultation with the third reviewer

(Meaghan Coyle)

5.4.2 DataExtraction

Data from the eligible studies were extracted by two reviewergji@ Yu and Yigi Du for
chronic urticara studies, Jingjie Yu and Claire Zhang for psoriasis vulgaris sjudies
independently using a paefined Excel form designed by ChiAastralia International
Research Centre for Chinese Medicine (see Appendix 3). The data extraction form covered
the detass relating to the characteristics of the studies, interventions, comparators and

outcomesFor missing or incomplete data, the authothefstudy was contacted to seek more
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detailed information or clarification via email. If additional data or furthelyrepuld not be

obtained from the authors, the datareexcluded from final analysis.

5.4.3 Risk ofBias Assessment

The risk of bias of each included study waslependentlyevaluatedby two reviewers

(Jingjie Yu and Yiqi Du for chronic urticariastudies, Jingjie Yu and Claire Zhang for
psoriasis vulgaris studigsising the Cochran€ o | | a b orislkadf biasasgessment tool

(89). The assessment tool for risk of b@mntairs six domains geeTable 5.2). Each study

was assessed @sw risk of ba® dincleab or digh risk of bia®h Disagreemenérising

during theassessments was resolved via discussion between the two reviewers. If consensus

could not be reachedpnsultation was made with the third reviewer (Meaghan Coyle)

Tabl eTobflddrs s e s s Re sokBi afs

Bias categories Domain

Selection bias Random sequence generation
Allocation concealment

Performance bias Blinding of participants and personnel

Detection bias Blinding of outcome assessment

Attrition bias Incompleteoutcome data

Reporting bias Selective reporting

5.4.4 StatisticaAnalysis

Data related to CHM formulae and herbs were analysed for frequency of usage using
descriptive statistics. The herbal namesestandardised according to a nomenclature list of
commonly used BMs (last updated in September 20Bpvided by the CMBAThis was

done to account for different names of herbs in each study. Moreokerb prepared with
different processing methos&gsregarded as the same herb when calculating drriéncy.

For instancezhi gan cao is processed through fryingheng gan cao with
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honey.Zhi gan cao and sheng gan cao were merged agan cao for

analysis The most frequently used formulae or herbs were presented.

Outcome data weranalysed using Review Manager 5.3 softwd@¥). Dichotomous data

were reported as risk ratio (RR) and continuous data reported as mean difference (MD), with
95% confidence intervals (CI)To present a clear difference of effects between intervention
and caonparator, risk difference (RD) was also used in the SR on psoriasis vulgaris. RD was
presented as the actual difference in risk between the intervention and control groups.
Random or fixed effects analysis was selectalling into account clinical and $ktical
heterogeneity. The clinical heterogeneity was considéased on thelemographics of
participants, and study desigsuch as allocation concealment, blinding, treatment duration
and outcome assessments. Statistical heterogeneity was evaluatgdthesif statistic.
Sensitivity analysis was performed whermderate tosubstantial statistical heterogeneity
was detected 1+50%), based on risk of bias for sequence generation. Where possible,
subgroup analysis was planned according to characteristics of participants (demographic
data), interventions (CHM formula, preparation type) or comparators (dosage, subclass of
conventional theapy). Publication bias was explored by visual inspection of funnel plots

when a metanalysisncluded 10 or more studies
5.5 Summary

This chapter introduces the general methods used to evaluate the clinical evidence. Clinical
evidence was evaluated and synthesised through SRs of RCTs following the rigorous
methodology of the Cochran€ollaboration Up to 10 databases (English, Chineseda

Japanese) were searched to identify relevant articles. Three SRs were conducted:

1. CHM alone for chronic urticaria

2. CHM as adebn therapy for chronic urticaria
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3. CG for psoriasis vulgaris

Statistical analyses were performediaview Manager 5.3
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Chapter 6. SystematicReview1.:

ChineseHerbal M edicinefor Chronic Urticaria

6.1 Introduction

Urticaria is defined by the rapid onset of wheals, with or without aogademg10). Wheals
are typically accompanied by pruritus and are transient in nature, with theegkining to its
normal appearance ioneto 24 hours(8). Acute urticaria is defined as the occurrence of
hives and/or angioedema for less tlsanweeks, while episodes lastisg weeks or longer

are regarded as chronic urticaf@10).

According to a representative crosectional sample of 13,30Qeople the lifetime
prevalence rate of urticaria 8.8% for all types of urticaria and 1%8for chronic urticarig9).
Chronic urticaria isobservedmore commonly in women than in mégf, 37). Frequent
recurrences have a significant impaotluding high economic and health burdef®, 20).

The burden of chronic urticaria #tR-QoL has been estimated as similar to that of coronary

artery diseas€l?).

In approximately 7% of cases, the causd chronic urticaria is unknow(®8). Even when a

cause has been identified, it can be difficult to avoid recurreBeeonedgeneration
antihistamines are recommendedfiest-line therapy for chronic urticarié8, 10). Second
generation antihistamines agffective in reducing wheals and pruritus amdsafe for us€s,

10). Despite demonstrated effect, some patients do not achieve adequate symptom control, or

may experience a worsening of symptd®ig.

CAM use among people with skin conditions is comraad herbal medicine is becoming a

popular option(24i 26). To date, no SRs of CHM for chronic urticaria have been published in
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English. Three SRs of CHNBZi 34) have been identifiefom the Chinese databases. All
SRs concluded that CHM had superior efficacy compared with antihistamines. Among them,
two SRs(32, 33) focused on one formuldéang gui yin zi ) for chronic urticaria,

with narrow inclusion criteria. The reliability of thadlingsis uncertain due to me@nalysis
including data from diverse outcome measures with different outcome criteria. Further, the
outcomes were naecognsedinternationally. The third SR evaluated the efficacy and safety

of CHM for chronic urticaria(34). However, only one English database (PubMed) was
searched for this SR, and the search of Chinese databases did not include majorsdatabase
such as CQVIP. Statistical heterogeneity meant that -arelsis was not performed

However the researchersdinot explore possible reasons for heterogeneity.

Overall, the evidence on the efficacy and safety of CHM for chronic urticaria from current
modern literature is lacking. SRs based on comprehensive esaartd rigorous
methodology areéequiredto providesolid evidence. The objective of thHgR is to evaluate

the efficacy and safety of CHM alone for chronic urticaria using rigorous methods.

6.2 Methods

The methods foBR of CHM for chronic urticariaveredescribed in Chapter 5. This review

has been registed in PROSPERO (CRD42015027764).

6.3 Results

Extensive database searches revedlé81 potentially relevant citations. After removing
duplicates, 66 records were screened and full texts,823 were retrievedsgeFigure6.1).
Twentysix RCTs met the inclusion criteria. All studies were conducted in China and
published in Chinese journals between 2002 and 2015. Two studies adopted-anthree

design(99, 100) and the remaining studies used a-avm parallel design. In totaR,761
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patients with chronic urticaria were recruited from the outpatient or inpatient departments of
hospitals. The sample size of included studies ranged fraih08pto 400(102). Participal
age ranged fromsix to 70 years(seeTable6.1). Median teatment duration was four weeks,

with treatments ranging from 10 daii©3) to three month§102). Follow-up assessmentas

mentioned in 19 studies, which ranged fréour weeks toone year EeeTable 6.1). All

studiesexcept oneeported the number of gecipants suffering relapg4d04).

6.3.1 Intervention andCo-intervention/fComparator

CHM were administrated orally as decoction in 21 studies, as granules in three @08ies
105, 106), as capsules in one stu@07) and one study108) did not reportthe preparation
type GeeTable 1). Although CHMormulae were diverse across the studissegTable6.2),
the most frequently used herbs wdamg feng (Saposhnikovia divaricatgd Turcz]
Schischk.) (19 studiesjan cao (Gycyrrhizaspp (17 studies)dang gui (Angelica
sinensigOliv.] Diels.) (13 studies)huang qi (Astragalus membranace(Bisch]) (13
studies)and jing jie (Schizonepeta tenuifoliBrig.) (13 studies). All studies used

secondgeneration Hiantihistamines as hé comparator, most commonly cetirizine,
levocetirizine or loratadine. Oral administration of antihistamines a@dministeredin

dosages dfive milligrams (mg)or 10mgdaily.
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searching (i 6,146

Records identified through
Chinesdanguage databas¢

Records identified through
Englishlanguage database
searching (= 1,483

Records idetified through
other sources (n 2)

A 4

A 4

A 4

Records after duplicates removed=5,666)

[ Included ] [Eligibility } [ Screening J [Identification

y

Title and abstract screened
(n=5,666)

A 4

Full-text articles assessed for
eligibility (n=1,929

A

Records excluded (n3,741)

v

A 4

RCTsincluded in review

(n=29

RCTsincluded in metanalysis
(n=26)

Full-text articles excluded, with
reasons (1= 1,899)

Not chronic urticaria (n = 613)
Not CHM (n = 353)
CHM as adebn (n = 131)

Not comparator recommende
by international guideline (n 3
207)

Not defined outcome (n = 493)
Not clinical studies (n = 39)
Not RCT (n= 47)

Not in English or Chinese (n -
3)
Not meeting inclusion criterie

(n=4

Duplicate in Chinese languag
database (n = 9)

Figure 6.1: PRISMA Flow Chart of Study SelectionProcess ChineseHerbal Medicinev.

Second-Generation Antihistamines for Chronic Urticaria

Notes: CHM: Chinese herbal medicine; RCT: randshicontrolled trial
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Tabl e 6. 1: CHmaclacRaed osnCasretslr dfilsadd i n HesrebMeld i owiAnei hi st eQhir mds tci car i a
First Blinding; | Treatment | Duration of | No. of Age (mean (SD) Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean[SD] | randomised | gender (M/F)
year duration or range) assessed,;
dropouts
Bian XL NS; 2 4 w; 3mi I: 5.21y I: 54/54; 0 I: 41.5y; 32/22 | Dan long zhi yang | Cetirizine:10mg | NS
2006(107) 6m jilao nang(capsule): | qd, po
C: 4.83y C:30/30; 0 |C:42y;18/12 | capsule; four
capsules, three time
daily
Chen H NS; 2 4w; 6mi :5mil2y |1.41/41;0 I: 29.6 (3.2)y; Gui zhi tang Loratadine: NS
2009(109) 1.5y 17/24 (modified): adults, 10mg qd,
C:4mil0y | C:37/37;0 | C:30.4(2.8y; | decoction; twice po; children
16/21 daily (age<12), 5ng
qd, po
Chen XJ NS; 2 4w; NS Total: I3y | I: 35/35; 0 Total: 1§ 65y; | Dang gui yin zi Desloratadine NS
2009(10)1) 23/32 (modified): dispersible
C: 20/20; 0 decoction; twice tablets:5 mg qd,
daily po
Huang N NS; 2 4w; 8w 15y I: 63/63; 0 I: 42y (14i 63 Qu shi hua zhi jie du Levocetirizine: 5 | None
2011(110) y); 42/21 tang decoction; mg daily
C: 6.5y C: 63/63; 0 | C: 40.5y (1359 | three times daily
y); 38/25
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean [SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
Jin RJ 2006| NS; 2 4w; 12w I: 8.2m I: 46/46; 0 I: 121 35Yy; Wu wei zi tang Loratadine I: diarrhoea
(111) 22124 decoction; twice tablets:10mg gn | (4), sick (1)
C: 8.6m C:40/40; 0 | C:1240y; daily C:
25/15 somnolence
(1),
hyperphag
(1),
dizziness
and tired (1)
Kong DY NS; 2 4w; 4w I: 1.04(0.4) | I. 64/64; 0 I: 26.8 (8.5)y; Yu ping feng san Levocetirizine I: gastro
2015(105) y 33/31 (modified):granule; | dihydrochloride: | discomfort
twice daily 5 mg daily (1),
somnolence
2)
C:1.05 C: 64/64;0 | C:27.2(6.5); C: dizziness
(0.8)y 32/32 (5),
somnolence
(3)
Li AJ 2012 | NS; 2 4w; 1y l:6midy |1:40/40;0 I: 23.5 (3.5)y; Ma huang fu zi xi xir| Loratadine:10 NS
(112) 18/22 tang (modified): mg qd, po
C:7mi5y | C:36/36;0 |C:24.7(2.9y; | decoction;twice
16/20 daily
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean[SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
LiJY 2009 | NS; 2 10-40d; 6 [:11.3m I: 130/130; 0 | I: 33.4y (12159 | Kang guo min ke li | Cetirizine NS
(103) m y); 63/67 (granule): granule; | hydrochloride:10
C:9.3m C:66/66; 0 | C:36.5y (15153 | 309, twice daily mg qd, po
y); 30/36
Li YB 2013 | NS; 2 3m; NS I:9mil1l5y | 1:300/300; 0 | I: 771 58Yy; Man xun yin Loratadineone | NS
(102) 183/117 decoction; three tablet qd, po
C: 6mi 13y | C: 100/100; O C: 6/57y; 61/39| times daily
Luo B 2006| NS; 2 30d; 3m I: 24.6 I: 80/80; 0 I: 32.1(17.2 y; | Xiao feng zhi yang | Loratadine:10 I: mild
(106) (4149 m 28/52 ke li (granule): mg gn diarrhoea (5)
C: 235 C:80/80; 0 | C:31.6(15.9y; | granule; 12g each C: tired (13),
(48.)m 23/57 time, three times thirsty (4)
daily
Luo MY NS; 2 4w;3m [: 6.35m I: 42/42; 0 I: 35.2y (12yi | Kang xun tang Mizolastine:10 I: none
2006(113) 58y); 14/28 decoction; three mg daily
C: 6.26m C:38/38;0 | C: 35.7y (13yi | times daily C:
57y); 11/27 somnolence
3),
dizziness
andtired (2),
thirsty (2)
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean [SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
Shi CR NS; 3 28d;3m, 6 | I: 1.60 I: 25/21; 4 I: 34.14 (12.64) | Dang gui yin zi C1.: Cetirizine I: diarrhoea
2013(99) m (0.56)y y; 13/12 decoction; twice hydrochloride:10 | (2)
C1:1.50 Cl: 25/24;1 | C1: 36.63 daily mg daily Cl:
(0.62)y (13.98)y; 12/13 C2:Dang gui yin | dizziness
zi; cetirizine (1),
hydrochloride somnolence
1)
C2:1.80 C2: 25/22; 3 | C2: 35.37 C2: none
(0.45)y (13.54)y; 11/14
Wang HL | NS; 2 36d; 6m I: 3.1y I: 60/60; O I: 36y (16 62 Ma huang lian giao | Cetirizine:10mg | NS
2010(104) y); 34/26 chi xiao dou tang qd, po
C: 2.9y C:30/30; 0 | C: 34y (14166 | decoction; twice
y); 16/14 daily
Wang L NS; 2 30d; 3m :3mi3y |1.52/52;0 I: 191 54y; Shufeng chu shi Loratadine I: diarrhoea
2006(115) 32/20 tang decoction; tablets:10mg gn | (10)
C:3mi25 | C:52/52;0 |C:1955y; twice daily C:
y 28/24 somnolence
(11),
hyperphagia
(12),
dizziness
and weak
(6)
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean [SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
Wo LY NS; 2 1m; NS I: 2V 36 m I: 56/56; 0 I: 111 58y; Investigator Cetirizine NS
2008(116) 24/32 designed formula | hydrochloride:10
C:2138m | C:44/44;0 |C:1357y; Ping min jian mg daily
15/29 (modified):
decoction; NS
Wu H 2003 | NS; 2 8w; NS Total: 13m | I: 40/40; O Total: 44y (23 | Yu ping feng guo Cetirizine NS
(114) 6y 65Y); 28/52 min jian: decoction; | hydrochloride:10
twice daily mg qd, po
Xiao HL NS; 2 4w;3m NS I: 30/30; 0 I: NS; 12/18 Dang gui yin zi Loratadine:10 NS
2002(117) C:30/30; 0 | C:NS;15/15 decoction; twice mg qd, po
daily
Xue CL NS; 3 30d; NS I: 4.58y I: 43/43; 0 I: 24.25y (81 53) | Kang man min jian | C1: Cetirizine:10 | NS
2009(100) y; 20/23 decoction; 150nl, mg, three times
C1:3.36y | C1:45/45;0 | C1:22.16y (11 | three times daily daily
49)y; 23/22 C2:Kang man
C2:5.24y | C2:51/51;0 | C2:23.74y (13 min jian;
57)y; 23/28 cetirizine
Yan X NS; 2 6w; 6w I:2.77(1.4) | 1. 34/34; 0 I: 36.87(12.99 | Xiao xun fang Loratadineone I: NS
2009(118) y y; 11/23 decoction; twice tablet daily

C: 2.69 C: 34/34;0 | C:37.33(15.59 | daily C:

(1.32y y; 9/25 somnolence,
thirst, sick,
anepithymia
(NS)
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean [SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
Yang GH | NS;2 2w; NS l:2mil2y | 1. 36/36;0 I: 18/ 70vy; Yang zhen tang Cetirizine or I: none
2012(120 16/20 decoction; twice Mizolastine
C:2.4mi C:36/36;0 | C:2069y; daily Sustaineerelease | C: dry
11y 15/21 Tablets:10mg mouth,
daily constipation
(NS)
Yang SR | NS; 2 4w;1m NS I: 36/36; 0 I: 39.4(12.1) y; | Ma xing shi gan tang Levocetirizine NS
2014(121) 17/19 (modified} dihydrochloride
C:32/32;0 | C:38.2(11.6y; | decoction; twice drops: 10mg gn
16/16 daily
Yu GH NS; 2 1m; NS :2mi36m | I: 52/52; 0 I: 11i 58y, Investigator Cetirizine NS
2009(119) 22/30 designed formula | hydrochloride:10
C:2mi38 | C:44/44;0 |C:1357y; Ping min jian mg daily
m 15/29 (modified):
decoction; three
times daily
Zhang BX | NS; 2 4w; 4w I: 7wi4.5y | 1:42/42;0 I: 181 68Y; Mang huang lian Levocetirizine I: loose stool
2013(123) 17/25 giao chi xiao dou dihydrochloride: | (1)
C:8wib.3 | C:35/35;0 | C:20066Y; tangplusDanggui | 5mg daily C:
y 16/19 yin zi(modified): somnolence,
decoction; 300n| dry mouth
twice daily (NS)
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First Blinding; | Treatment | Duration of | No. of Age (mean (SD)| Intervention Control Adverse
author, number | duration; condition participants | or range); events
publication | of arms follow-up (mean [SD] | randomised/ | gender (M/F)
year duration or range) assessed;
dropouts
Zhang CJ | NS; 2 4w; 6m NS I: 76/76; O I: NS; NS Shu gan huo xue qu| Levocetirizine I: none
2011(108) C:67/67;0 | C:NS; NS feng fangNS; NS dihydrochloride: | C: dizziness
5 mg daily and
headache
(2), thirsty
and tired (1)
Zhang EH | NS; 2 4w; 8w I:1.70 I: 30/30; 0 I: 36.87 (12.98) | Guo min jian Cetirizine I: sick (1)
2007(122) (2.59)y y; 8/22 (modified): hydrochloride:10
C:1.73 C: 30/30; 0 | C: 37.33 (15.56) decoction; twice mg qd C:
(2.05)y y; 11/19 daily somnolence
(3), thirsty
(1), sick (1),
poor
appetite (1)
Zhu WR NS; 2 4w;1m I: 2164 m I: 30/30; 0 I: 191 60Yy; Di shen qu feng he j| Loratadine:10 None
2011(124) 11/19 (mixture): mg gn
C.:260m | C:30/30;0 |C:2062y; decoction;150nl bid
14/16

Notes: C: Control; I: Intervention; m: months; mg: milligram; milliliter; NS: not stated; po: administrated orally; qd: once daily; gn: once per night; tid: three times daily;
w: weeks, y: years
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First author,
publication year

Key ingredients of Chinese herbal medicine

Bian XL 2006(107)

Dan long zhi yang jiao nanapsule)he shou wu, bai shao, mu dan pi, di long, quan xie, bai xijeangi other (NS

Chen H 2009109)

Gui zhi tangmodification huang qi, gui zhi, bai shao, dang gui, sheng jiang, fang feng, mu dan pi, quan xie, d
zhi gan cao

Chen XJ 2009101)

Dang gui yin zimodified) dang gui, mu dan pi, bai shao, sheng di huang, bai ji li, huang qi, jing jie, fang feng,
shou wuji xue teng, yu zhu

Huang N 201X110)

Qu shi hua zhi jie du tang: fu ping, xu chang ging, wei ling xian, dan shen, ji xue teng, san qi, sheng di huang
ling, bai xian pi, chen pi, hua shi, gan cao

Jin RJ 2006111)

Wu wei zi tang: wu wei zi, farigng, bai zhu, bai shao, huang qi, dang shen, gui khgan cao, sheng jiang, da za

Kong DY 2015(105)

Yu ping feng san modification: huang qi, jing jie, dang gui, bai zhu, fang feng, chen pi, fu ling, daifahpi, sang
bai pi, gan cao

Li AJ 2012(112)

Ma huang fu zi xi xin tang modification: ma huang, fu zi, xi xin, dang gui, he shou wu

Li JY 2009(103)

Kang guo min ke li (granule): jing jie, fang feng, huang gin, huang bo, ku shen, bai xian pi, zi cao, di fu zi, chi
bai zhu, ga cao

Li YB 2013 (102)

Man xun yin: huang qgi, bai xian pi, fang feng, wu wei zi

Luo B 2006(106)

Xiao feng zhi yang ke li : huang qi, fang feng, jing jie, mu dan pi, bai ji li, fu ping, bai zhu, yin chai hu, zi caa,
caoand other (NS)

Luo MY 2006 (113)

Kang xun fang: sheng di huang, bai shao, dang gui, chuan xiong, jing jie, fang feng, he shou wu, bai ji li, gan

Shi CR 201399)

Dang gui yin zi: dang gui, bai shao, chuan xiong, sheng di huang, bai ji li, fang feng, jing jie, he shoamgugihu
zhi gan cao

Wang HL 2010(104)

Ma huang lian giao chi xiao dou tang: ma huang, lian giao, xing ren, sang bai pi, sheng jiang, chi xiao dou, z
cao, da zao

Wang L 2006115)

Shu feng chu shi tang: jing jie, fang feng, yi yi ren, zhi kezlwai huang bo, sang ye, xu chang ging, sheng di hu
yin chen, gan cao

Wo LY 2008(116)

SelfdesignedPing min jian modification long gu, mu li, he shou wu, chai hu, fang feng, jing jie, bai xian pi, jian
can, zhi ke, fu ping, wu mei, wu wei zi, daun pi, di gu pi, dang gui

Wu H 2003(114)

Yu ping feng guo min jian: huang qi, bai zhu, fang feng, wu mei, wu wei zi, yin chai hu, zhi gan cao

Xiao HL 2002(117)

Dang gui yin zi: dang gui, bai shao, chuan xiong, sheng di huang, bai ji li, fang feggeji he shou wu, huang qi,
gan cao
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First author,
publication year

Key ingredients of Chinese herbal medicine

Xue CL 2009(100)

Kang man min jian: chai hu, bai shao, fang feng, chan tui, di long, bai xian pi, tu fu ling, lian giao, mu dan pi,
gi, dang shen, bai zhu, dang gui, gan cao

Yan X 2009(118)

Xiao xun fang: gi zhi, bai shao, di fu zi, sang bai pi, di gu pi, bai zhu, chi shao, gan cao

Yang GH 2012120)

Yang zhen tang: sheng di huang, dang gui, bai shao, sang ji sheng, chuan xiong, jing jie, fang feng, cang zh
shen, zhi mu, niu bang zi, chan tui, gao ca

Yang SR 2014121)

Ma xing shi gan tangnodification ma huang, xing ren, shi gao, gan cao, shui niu jiao, xiao hong shen, bai xiar
di fu zi, sheng di huang, mu dan pi, jiu li guang, bai hua she she cao

Yu GH 2009(119)

Ping min jianmodification long gu, mu li, he shou wu, chai hu, fang feng, jing jie, bai xian pi, jiang can, zhi ke
ping, wu mei, wu wei zi, mu dan pi, di gu pi, dang gui

Zhang BX 2013123)

Ma huang lian giao chi xiao dou tamqjus modifiedDanggui yin zi: ma huang, lian o, he shou wu, bai ji li, sang
bai pi, sheng di huang, di gu pi, fu ling pi, chi xiao dou, fang feng, jing jie, huang qgi, dang gui, chi shao, zhi zi
ging ye, bai zhu, chan tui, bian dou yi, chuan xiong

Zhang CJ 201(1L.08)

Shu gan huo xue qu feng famppai hu, dang gui, chi shao, hong hua, bai zhu, chen pi, fang feng, jiang can, bai
he huan pi

Zhang EH 2007122)

Guo min jianmodification jing jie, fang feng, yin chai hu, wu wei zi, wu mei, huang qi, bai zhu, huang gin, gan

Zhu WR 2011(124)

Di shen qu feng he ji: sheng di huang, ku shen, cang andiother (NS)

Notes: NS: not stated

96



6.3.2 Outcomeévieasures

One study(99) usedUAS to assess disease activity, reporting the change in UAS rather than
the actual score. Another studq$21) used a modified UAS amn outcome measure, which
added the diameter of wheals i@ UAS scoring system. All studies reportedER, which

was calculated usintyvo approaches (see Chapter 5). Eleven studies reported ER(G3

104, 107, 109, 112 114, 117, 120), while 15 reported SSRI 3(®9, 105, 106 108 110 111,

113 115 116,118 119, 1211 124). Relapse rate based on ER 30 was reported in three studies

(103 107, 117). None of the included studies assegsedr t i ci-Q@ant sd HR

6.3.3 Risk ofBias Assessment

While dl studies claimed to bendomsed, only five (99, 108 112 121, 124) described the
methods for random sequence generation. Four of them used random numbét@gole 1,

124) or computer softwar€9), and these four studi€99, 108 121, 124) were assessed as

low risk for sequence generatioseg€Table6.3). One study112) wasdeemechigh riskdue

to its use of consultation date allocate participants. The remaining sasdwere assessed as
posing anunclear risk due to lack of description for sequence generation. In terms of
allocation concealment, one stu@12 was consideredhigh risk. The treatments in this
study were predictable because visiting date was usedomatd| participants. No detailed
information of allocation concealment was provided for the remaining studies and all were
judged as unclear risk. None of the studies used methods to blind participants and personnel
to group allocationTherefore all studes weredeemedhigh risk. All studies were judged as
posing anunclear risk in terms of blinding of outcome assessors due to lack of information
(seeTable6.3). One study99) reported dropouts with reasons, and the numbers of dropouts
wasbalanced between groups. There were no dropouts for the remaining studies. Therefore,

the risk of bias for incomplete outcome data was assessed as low. All studiesnsilered
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to pose amnclear risk in terms of selective outcome reporting due todapkotocols or trial

registration $eeTable6.3).
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Tabl e 6. Bi:aAsRsi essksRanef it iCht isn HesrebMeld i oviAnti hi st eOhirmdés tci car i a

First author, Sequence Allocation Blinding of Blinding of Blinding of Incomplete Selective
publication year generation concealment | participants | personnel outcome outcome data | outcome
assessors reporting
Bian XL 2006(107) Unclear Unclear High risk High risk Unclear Low risk Unclear
Chen H 2009109) Unclear Unclear High risk High risk Unclear Low risk Unclear
Chen XJ 2009101) Unclear Unclear High risk High risk Unclear Low risk Unclear
Huang N 201(110) Unclear Unclear High risk High risk Unclear Low risk Unclear
Jin RJ 2006€111) Unclear Unclear High risk High risk Unclear Low risk Unclear
Kong DY 2015(105) | Unclear Unclear High risk High risk Unclear Low risk Unclear
Li AJ 2012(112) High risk High risk High risk High risk Unclear Low risk Unclear
Li JY 2009(103) Unclear Unclear High risk High risk Unclear Low risk Unclear
Li YB 2013(102) Unclear Unclear High risk High risk Unclear Low risk Unclear
Luo B 2006(106) Unclear Unclear High risk High risk Unclear Low risk Unclear
Luo MY 2006(113) Unclear Unclear High risk High risk Unclear Low risk Unclear
Shi CR 201399) Low risk Unclear High risk High risk Unclear Low risk Unclear
Wang HL 201Q0(104) | Unclear Unclear High risk High risk Unclear Low risk Unclear
Wang L 2006115) Unclear Unclear High risk High risk Unclear Low risk Unclear
Wo LY 2008(116) Unclear Unclear High risk High risk Unclear Low risk Unclear
Wu H 2003(114) Unclear Unclear High risk High risk Unclear Low risk Unclear
Xiao HL 2002(117) Unclear Unclear High risk High risk Unclear Low risk Unclear
Xue CL 2009(100) Unclear Unclear High risk High risk Unclear Low risk Unclear
Yan X 2009(118) Unclear Unclear High risk High risk Unclear Low risk Unclear
Yang GH 2012120) Unclear Unclear High risk High risk Unclear Low risk Unclear
Yang SR 2014121) Low risk Unclear High risk High risk Unclear Low risk Unclear
Yu GH 2009(119) Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhang BX 2013123) | Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhang CJ 201{108) | Low risk Unclear High risk High risk Unclear Low risk Unclear
Zhang EH 2007122) | Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhu WR 2011(124) Low risk Unclear High risk High risk Unclear Low risk Unclear
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6.3.4 Effects of theéntervention
Urticaria Activity Score

Two studies reported on UASY, 121). One study reported UAS percentage score change from
baseline(99), which differs from the prescribed use of the outcome measure. The difference
between groups was not statistically differentOiM0.13 F0.84, 0.58]). The othgil21) found

no difference between CHM and levocetirizifMD: -0.77 F1.64, 0.10]) in terms of modified

UAS score at the end of treatment.
EffectiveRate 30

The pooled data of 11 studiés00' 104, 107, 109, 112 114, 117, 120 showed that CHM was
superior to antihistamines in improving symptoms b@636r more (RR: 1.21 [1.15, 1.29],
12=0%) (seeFigure6.2). One CHM formulaDanggui yin z) was used in two studi¢$01, 117)
and analysis found no significant difference between groups (RR: 1.18 [0.93, 1 5@)9%)

(seeFigure6.2).
Symptom Severity Reduction Inéx

Metaanalysis of 15 studie@9, 105 106 108 110 111, 113 115 116 118 119 121124
found significant improvement in fauoof CHM when compared with antihistamines (RR: 1.18
[1.07, 1.29], T = 72%) (see Figure 6.3). Statistical heterogeneity was detected, which was
explored by sensitivity and subgroapalygs. Whenonly studies assessed lagving alow risk

of bias for sequence generation were inclug@® 108 121, 124), statistical heterogeneity
reduced (1= 61%), although the treatment effect was no longer significant (RR: 1.12 [0.91,

1.39)).
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Subgroup group analysiaccording to comparator types found significant difference when
comparing CHM tdevocetirizine (RR: 1.32 [1.20, 1.45f,2 0%) (105, 108 110, 121, 123) and

no difference for loratadine (RR: 1.07 [1.00, 1.14}F D%) (106 111, 115, 118 124), with low
statistical heterogeneitysée Figure 6.3). No benefit wasobservedfor CHM compared with
cetirizine (RR: 1.36 [0.94, 1.97F % 80%) (99, 116, 119, 122), but statistical heterogeneity was
considerable dee Figure 2.2). One investigatolesigned CHM formula, Ping min jian
(modified), was used in two studi€d16 119), with no difference found (RR: 1.39 [0.94, 2.05],
12 = 86%). Considerable heterogeneity was detectedich could notbe explored due to the

small number of studies.
RelapseRate

The pooleddata of three studies suggested that CHM reduced the risk of relapse compared with

antihistamines (RR: 0.31 [0.16, 0.63]=122%) (103 107, 117).
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CHM Antihistamines Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.1.1 Dang gui yin zi vs antihistamines

ChenxJ 2009 H 35 13 20 2.8% 1.36 [0.97, 1.92] b

Hiao HL 2002 30 30 27 0 187T% 1.11[0.97, 1.27] ™
Subtotal {95% CI) 65 50 21.5% 1.18 [0.93, 1.50] il
Total events G1 40

Heterogeneity: Tau®= 0.02; Chi®=1.96, df=1 (P = 0.16); F= 49%
Testfor overall effect £=1.38F =017

1.1.2 Other CHM vs antihistamines

Bian ®L 2006 48 a4 22 30 6.0% 1.21[0.96, 1.53] T
ChenH 2004 a8 41 24 a7 a.2% 1.43[1.11,1.84] —
LiAd2012 a7 40 23 36 4.9% 1.458[1.12,1.88] In—
LiJy 2009 116 130 46 GE  11.5% 1.281[1.08,1.52] I
Live 2013 265 300 T4 100 21.9% 1.191[1.06, 1.349] ——
Wang HL 2010 a5 G0 22 30 6.3% 1.25[0.99, 1.57] | ——
W H 2003 a8 40 32 40 11.4% 1.1901.00, 1.41] i
Hue cL 2009 33 43 33 45 aT% 1.06[0.82,1.33] e
Yang GH 2012 32 36 25 36 a.5% 1.2811.00, 1.64] —
Subtotal {95% CI) 744 420 78.5% 1.23[1.16,1.32] *
Total events GE2 301

Heterogeneity: Tau®= 0.00; Chi®= 932 df=8{F =072, F=0%
Test for overall effect, £= 635 (F = 0.00001)

Total {95% CI) 809 470 100.0% 1.21 [1.15,1.29] L

Total events 723 a4

Heterogeneity: Tau®= 0.00; Chi®= 813, df=10{P =062}, F=0% D=5 DI? 1:5 é
Testfor overall effect £= 6.98 (F = 0.00001) Antiﬁistarﬁines CHM :

Testfor subaroun differences: ChifF=012, df=1 (P=073) F=0%

Figure 6.2: EffectSize AnalysisResultsof ChineseHerbal Medicinev. SecondGeneration

Antihistaminesfor Chronic Urticaria : ER 30

Notes: CHM: Chinese herbal medicine; ER 30: effective rate based on Chinese Medicine guideline
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CHM Antihistamines Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
1.2.1 CHM vs Levocetirizine

Huang M 2011 a0 63 34 63 aT% 1.47[1.13,1.91]

Kong DY 2015 a5 G4 40 G4 6.7% 1.38[1.11,1.70] —_—
Yang SR 2014 H 36 22 32 a.5% 1.25[0.96, 1.64] T
Zhang BX 2013 38 42 27 35 T1% 1.20[0.99, 1.47] T
Zhang CJ 2011 70 TE 46 67 TT% 1.34[1.13, 1.60] —
Subtotal {95% CI) 281 261 32.8% 1.32 [1.20, 1.45] E 2

Total events 245 169

Heterogeneity: Tau®= 0.00; Chi®=1.90 df=4 {F=0.79), F=0%

Test for overall effect, £= 9.66 {F = 0.00001)

1.2.2 CHM vs Loratadine

JinRJ 2006 a8 46 32 40 T.0% 1.03[0.84,1.27] [ —

Luo B 2006 T3 a0 67 a0 91% 1.09[0.97,1.23] ™

Wang L 2006 a2 a2 46 a2 9.5% 1.13[1.02, 1.29) —

Yan ¥ 2009 30 34 H 34 a2.0% 0.87[0.82,1.14] i

Zhu'WR 2011 24 30 25 30 6.1% 0.96[0.76,1.22] I

Subtotal {95% CI) 242 236 39.7% 1.07 [1.00, 1.14] >

Total events 217 201

Heterageneity: Tau®= 0.00; Chi®= 367, df=4 {F =049 F=0%

Test for overall effect, £= 2.03 {F =0.04)

1.2.3 CHM vs Cetirizine

ShiCcR 2013 10 21 15 24 2.2% 0.76[0.44, 1.31]

Wo Ly 2008 a6 a6 26 44 6.0% 1.681[1.32, 2.149) —
Yu GH 2009 a0 a2 36 44 8.3% 1.181[1.01, 1.36) —

Zhang EH 2007 17 30 f 30 1.2% 2.83[1.30,6.19) S EEE—
Subtotal {95% CI) 159 142 17.7% 1.36 [0.94, 1.97] +=enii—
Total events 133 83

Heterageneity: Tau®= 010 Chi®= 1810, df= 3 (P =0002); F= 30%

Test for overall effect Z=1.63F =010

1.2.4 CHM vs Mizolastine

Luao Wy 2006 41 42 36 a8 9.8% 1.03[0.94,1.13] T

Subtotal {95% CI) 42 38 9.8% 1.03 [0.94, 1.13] P

Total events 41 36

Heterageneity: Mot applicahle

Test for overall effect, £= 0,66 {F = 0.51)

Total (95% CI) 724 677 100.0% 1.18 [1.07,1.29] &

Total events 636 439

Heterogeneity, Tau®= 0.02; Chi®*= 5016, df= 14 (P = 0.00001}; F=72% D:E D:? 155 é
Test for overall effect, £= 3.52 (F = 0.0004) .i;\ntihistémines CHM ’

Testfor subaroun differences: Chi*=17.66, df= 3 (P = 0.0005), F=83.0%

Figure 6.3: Effect Size AnalysisResultsof ChineseHerbal Medicinev. SecondGeneration

Antihistaminesfor Chronic Urticaria : SSRI 30

Notes: CHM: Chinese herbal medicine; SSRI 30: effective rate based on Symptom Severity Reduction Index

6.3.5 Adversé&vents

Thirteen studie$99, 105 106 108 110, 111, 113 115 118 120, 122 124) reportedon adverse

events (AEs), with two reporting no AE310 124). In the remaining studies, 29 AEs were
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reported in the CHM groups and 77 AEs in antihistamines groups. ThéhA&xcurred in the

CHM groups included diardea (21 cases), somnolenderd cases) nauseat(vo cases) and
gastrointestinal discomfortofe case). In the antihistamines groups, the most commonly
observed ABvas somnolence (22 cases). Other AEs involved weakness (13 cases), hyperphagia
(12 cases), dizziness and weaknesme cases), thist (nine cases), dizzinesssik cases),
dizziness and headach®v¢ cases), nause&np cases), poor appetiter{ecase) and loose stool

(one casg

6.3.6 PublicationBias

The funnel plot for ER 30 (11 studies) was symmetrisaeFigure6.4), which suggest a low
risk of publication bias. Potential bias should be noted for SSRI 30 (15 studies) and relapse rate
based on SSRI 90 (11 studie$his is illustrated irthe funnel plotwith a slightasymmetical

distribution of the studieséeFigure6.5).
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6.4 Discussion

Metaanalysis indicated that CHM increased the chance of achieving improvement is ameal
pruritus compared wittsecondgeneration antihistamines. Studies reporting on ER 30 were
homogenous, while those reporting on SSRI 30 were heterogeneous. The heterogeneity was
reduced somewhat througlensitivty and subgroumnaly®s. The source of heterogeneity may

be attributed to selection bias and antihistamine use. When sensitivity analysis was conducted
using studies with low risk of bias for sequence generation, heterogeneity reduced. Further,
heterogeneity decreased dramaticathen subgroup analysis was performed by antihistamine
type. It was noted that the heterogeneity wa%o86r the subgroup comparing CHM with
cetirizing despite consistency in dosage and frequency. The reason for heterogeneity was still

unclear.

In addiion, the effectiveness threshold of SSRI was not consistent across .s8aiies studies
repored a 206 improvement in symptomssomereported a25% improvement, while others

cited a 30% improvement To ensure uniformity in outcomes, only datzat reportel an
improvement rate a80% or morewere pooled for analysis. This meant that for studies reporting

a 20% change, only data for the next tidor{ example 60% improvement) were included. This

may have contributed to statistical heterogeneity in the-aredysis. However, when additional
subgroup analysis was performed according to tier, heterogeneity was not reduced (data not

presented).

As data for studies reporting on the same outcome were pooled regardless of CHM formula used,
it was reassuring tobserve that statistical heterogeneity was low for many analyses. When

individual formulae were examined in mefanalysis,Dang gui yin zi and Ping min
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jian modification failed to demonstrate benefit, with considerable statistical

heterogeneity. This may be dueth® small sample size of included studies, although a lack of

benefit for these formulae cannot be ruled out.

Only one study used UA®9), and no dference was found between groups in terms of score
change. Another study used modified UAR1]) to evaluate the effect but did ndiscover a
significant difference. There is a clear need for wekigned RCTghat report on validated

outcome measuresich as the UAS.

The number of AEs in participants who received CHM was lower than in those who received
antihistamines. The high number of cases of somnolence with antihistamines was surprising, as
secondgeneration antihistamines aret considered to hee sedatng effects.Most AEs in CHM

groups were gastrointestinal symptoms, which has lodservedin other health conditions

(125. Based on the studidisatreported this outcome, CHM was waidlerated by patients with

chronic urticaria.

The most frequently reported herbs in CHidimulae includedin thestudies appear to have anti
inflammatory, antallergenic and antipruritic actions. Inhibition of inflammatory mediator nitric

oxide (NO) has been found in murine macrophage RAW 264.7 cells faitly feng

(Saposhnikovia divaricatfTurcz] Schischk)(126), gan cao (Gl ycyr r)ifli2zzan ds p p
dang gu(@Angelica[Ols mie(dL)8 P md | ammat ortynouc yt oki
necrosidactor (TNFyUa nd i n t6e r(6l)dlutkawne al s ofaigdeagn r1€6luced t
gan cao QA2dang gul2g8 ing jbehi zonepeBrai@3d»mui f ol

anduang d@Astragal us fRegBdrd 80Gawns ca,duaaqig
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anjdi ng jiinehi bited histamine | ev2H8 awedl!l hil sna
rat peritoflegll imastatselwli g h(lB&emo i mh aa@liBra ts hmoocdk
Scratchunbaeshaivimnlmi aheda@i3tbhnjdi hge (134 The anti

i nfl ammadlolregr, gampirégurand camtcti ons of these herb

clinicadserfrdfedhi s revi ew.

6.4.1 Limitations andImplicationsfor Researchand Clinical Practice

The methodologicalssues of included studies must be carefully considienrethese findings.
Only four studies described detailed and appropriate methods of sequence generatierglidespit
studies claimingto be RCTs. Potential selection bias may exist since the generatioa
randomsed sequence might be inadequate floost studies. Outcome assessment might be less
reliable due to insufficient information of blindin@9). Moreover, most studieshad small
sample sizesRandomsed, doubleblinded, placeba@ontrolled trialswith large sample sizaare

necessaryo verify the treatment effect of CHM for chronic urticaria.

UAS was used in two studies, buais modified or calculated differently from prescribed use.

The outcome$ER 30 and SSRI 3@vere commonly used in the incled studies. Although these

two outcomes evaluated the disease activity of the two main urticaria symptoms (wheals and
pruritus) and reflected the clinical focus, they are meabgnsed internationally and have not

been validated. This limits the findisgd c ompar abi | i t y studiesVYalidatedher i n
outcomes should be introduced into future clinical trials to evaluate the efficacy of CHM for

chronic urticaria.
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None of the included HR-QoO iThesss aaimpodantsdeothe fprar t i c i
which validated measures are available and should be included in future trials. The challenge of
chronic urticaria is to achieve effective control to prevent recurrence of symptoms. Relapse rate
were reported by several studieslowever the ddinition of relapse rate varied. Greater

consistency is needed to examine the potelatfterm benefits of CHM for chronic urticaria.

In clinical practice, CHM formula is prescribed based ol Gyndrome type,ensuring
individualised treatment. Few studs included in this review reported information related to
syndrome types and meaaalysis could not be performed according to syndrome. The findings
from this review may not reflect the clinical efficacy of CHM when used accordirigMo
principles and mgaintroduce potential clinical heterogeneity. Furtlefinical trialsthatconsider
syndrome type in study design and analysis may provide rebaltsaremore reflective of

clinical practice.

6.5 Conclusion

Considering thdimitations mentioned above, the findings from this review suggest that CHM
can improve symptoms of chronic urticafldased on ER 30when compared witlsecond
generation antihistamines. However, the methodological flaws of included studies and lack of
validated outcome measures limit the certainty of these findings. CHM appears to be well
tolerated by patients with chronic urticarasillustrated by the low number &Es reported in
theincluded studies. Future research following rigorous study destgrnvalidated outcomes is

needed to provide robust evidence.
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Chapter 7. SystematicReview2:

ChineseHerbal M edicineas Add-on Therapy for Chronic Urticaria

7.1 Introduction

For people with chronic urticaria, CHM &treatmentoption commonly used in clinical practice

in China. Chapte6 evaluated the evidence of CHM alone for chronic urticaria when compared
with seconegeneration antihistamines. CHM is also commonly used in combination with
conventional treatments. To date, ®@swere identified that evaluated the additional besefit
adding CHM to conventional therapy. The objective of Bigis to evaluate the efficacy and

safety of CHM asnaddon therapy t@secondgeneration antihistamines for chronic urticaria.

7.2 Method

The methods foBR of CHM for chronic urticariaveredescribed in Chapter 5. This review has

been registered in PROSPERO (CRD42015027765).

7.3 Results

Extensive database seagshretrieved 7,631 potentially relevant citations. Aftesmouvng
duplicates 5,666 records were screened and full texts of 1,925 were idens&e#igure7.1).
Seventyfour RCTs met the inclusion criteria and were included in this review. Four were
excluded from metanalysis due talack of usable datél35 138). All studies were conducted

in China. They were published between 2004 and 2015 in Chinese except for two published in
English (138 139. Two-arm parallel design was applied forost studies and eight studies

include three or more arn{89, 100, 135 140 144). Blinding was only described in one study
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(138), with participants, researchers and outcome assessors being blinded to group allocation

(seeTable7.1).

In total, 7,497 patients with chronic urticaria from outpatient or inpatient departments of
hosptals were recruited in the included studies. The sample size of included studies ranged from
37(1491t0 360(140. Par t i cliammedrironsodéldd) &8 years(147) (seeTable7.1).
Treatment duration ranged from seven days (148) to 12 w@ek® 149 151) The most
common treatment duration was four weeks. Foligwassessmentaere mentioned in 51
studies, ranigg from two weeks to 52 weeksfter the initial treatmenfseeTable 7.1). Two

studies reported the number of participants sufferingpsa after achieving a clinical cure for

the outcome ER 352 153).

7.3.1 Intervention andCo-interventionComparator

CHM was administered orally in all studiese€Table7.1). CHM was usedas decoctionn 33
studies, as capsules in 21 studiesgrasules in 13 studies, as tablets in five studies and as pills
in two studies. A variety of CHM formulae and compound products were used in the 74 included

studies ¢eeTable 7.2). The most frequently used CHM formulae or compound products were

total glyasides of paeony (frofimai shao ) (10 studies)Yu ping feng san
(nine studies),CG (from gan cao ) (six studie¥ and tripterygium
glycosides (fromlei gongteng E ) E (four studies).The most frequently used

herbs in the included studies wdamg feng (Saposhnikovialivaricata[Turcz] Schischk)
(85 studieshuang @Aist r angeanhbursa rfRIcCBUds(.2 7 s tdadcige g,

(Angel i cdOlsiiDn e Ki6s s tgandtdaoe s JGl ycysppbpiba st udiges) ,
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] i e (Schi zohepatBara)l ¢ 2a2 s tandh aeis ) zhu(Atractyl ode

macrocKEphdRad studies). Thecempipagdesgsans ed t oget

: fang feng , huangqi andbai zhu .Mostt udi es adomtddshaghwal
ussecgedader atainom hH%t airm tneersveanst icoon i n the inter
comparator in the control group. The most com

ol oratadine. Or al admwasest dasfaigregoo brifigdnd a ihli B t &
(se®abTl) . The antihistamnminteer ageani  n usvede as hae
comparator, as were the dosages. rAufpesw s tnuwediud
various anti hi st (@900nldG144 g €frhtes usrag@HMf CHM i n

al so same as in the interventionSRroup, but t
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Records identified through| | Records identified through Records idetified
Chinesdanguage databas¢| Englishlanguage databas¢| through other sources
searching (n6,146) searching (r1,483 (n=2)

\ 4 A\ 4 A\ 4

Records after duplicates removed (16€5)

y

Title and abstract screeneq

(n=5,666)
» Records excluded 68,741)
A 4
Full-text articles assessed Full-text articles excluded, witH
for eligibility (n=1,925 reasons (n1,859
Not chronic urticaria (n =

613)
Not CHM (n =353
CHM alone(n =26)

Not comparator
recommended by

A 4

A\ 4

RCTsincluded in review

[ Included ] [ Eligibility ] [ Screening ] [Identification ]

(n=74) international guideline (n =
207)
v Not defined outcome (n =
493)

RCTsincluded in meta . _
analysis (n=7p Not clinical studies (n = 39)

Not RCT (1=47)

Not in English or Chinese (n
= 3)

Not meeting inclusion criteria
(n =60)

Duplicate in Chinese
language database (n = 9)

Figure 7.1: PRISMA Flow Chart of Study SelectionProcess ChineseHerbal Medicineas

Add-on Therapy v. SecondGeneration Antihistamines for Chronic Urticaria

Notes: CHM: Chinese herbal medicine; RCT: randsmdcontrolled trial
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Table 7. 1: ChraclacRbed o snCaretslr dfilsadd i n HesrebMeld i @aigddo Mher apy
Ant i hi sf eQ onris¢ i car i a
First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean[SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Bai WJ NS; 2 21d; 4w Total: 4.5y |1: 34/34; 0 Total: 31.4y; Xiao feng san Loratadine: 10ng
2011(177) C:34/34;0 | 32/36 (decoction)bid, po qd, po
Bao LX NS; 2 4w; NS Total: 19.2 | 1: 87/87; 0 Total: 36.3y; | Tripterygium glycosides | Desloratadinefive
2008(176) m C: 80/80;0 | 77/90 (tablets): 10mg tid, po | mg qd, po
Chen CS NS; 2 8w; 4w Total: NS | I: 42/42; 0 I: 31 (1)y; Yu ping feng ke li Azelastine 2ng
2015(194) 20/22 (granule):five gm tid, po | bid, po
C:41/41;0 | C: 30 (2)y;
20/21
Chen JY NS;2 4w; NS 1y I: 47/47; 0 I: 26y; 23/24 | Xiao yin ke li(granule): | Ebastine: 10ng
2014(181) C: 1.5y C: 46/46; 0 | C: 28y; 22/24 | 3.5¢gtid, po qd, po
Chen XB NS; 2 21d; NS :8mi3y |I:22/22;0 I: 251 45; 9/13 | Unnamed formula Loratadine: 10ng
2011(145) C:6mi2y | C:15/15;0 | C:2545;8/7 | (decoction)bid, po; qd, | qd, po
topical use (bath)
Cheng Y NS; 2 4w;1m [: 13.3m I: 30/30; 0 I: 8.5y; NS Ba zhen san plus si wu | Loratadine: 26
2010(175) xiaofeng san yearsold: syrup
C:13.1m C:30/30; 0 |C:7.5y;NS (decoction): usage not | >6 years old:
specified tablets;<2 years
old:2.5mg daily;
2i 8 years old5
mg daily;>8 years
old: 10mg daily
Deng D NS; 2 4w;2m Total: 2m- | I: 42/42; 0 Total: 18 65y; | Pi min xiao jiao nang Fexofenadine: 60
2012(174) 10y C:41/41;0 | 38/45 (capsule): 4 capsules tid mg bid, po
po
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean[SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Ding QY NS; 2 28d; NS Total: 1.7y | I: 50/50; O Total: 18 70y; | Run zao zhi yang jiao | Levocetirizine: 10
2007(173) C:50/50; 0 |56/44 nang(capsule)four mg qd, po
capsule, tid, po
Feng S 2015 NS; 2 8w; 6m I: 15.22 I: 54/52; 2 I: 39.59 Qu feng ging re wei ling | Loratadine: 1Gng
(195) (21.51)m (14.45)y; tang(decoction): bid, po| qd, po
25/29
C:1.39 C:54/52;2 | C:38.80
(1.45)y (14.41)y;
23/31
Fu YH 2011 | NS; 4 8w;3m Total: NS | I: 30/30; O Total: 12 65Yy; | Fortifying theSpleen and| C1: Cetirizine: 10
(141yC C1:30/30; 1 | NS nourishingBlood or mg qd, po
C2:30/30; 0 dispelling wind C2: Fortifying the
C3:30/30: 0 (modified decoction): Spleen and
bid, po; cetirizine: used | nourishingBlood
as controgroup 1 (modified
decoction): bid, po
C3: Dispelling
wind: bid, po
Guo XY NS; 2 4w; NS Total: NS | I: 42/42; 0 Total: NS; NS | Compound glycyrrhizin | Mizolastine: 10mg
2014(182) C. 25/25; 0 (tablets): 75 mg, tidgo | qd, po
Huang SY | NS; 2 7d; NS I: 3mi 2.5y | I: 35/35; 0 I: 211 65Yy;, Guo min jian Cetirizine: 10mg
2012(206) 18/17 (decoction): 200nl tid, qd, po
C:3mi3y | C:35/35;0 |C:2063y; po
16/19
Jiang YP NS; 2 4w; 4w Total: 2mi | I: 76/76; O Total: 1460y; | Qi feng ke li(granules): | Cetirizine: 10mg
2009(172) 6y C:64/64;0 | 78/62 10g tid, po qd, po
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean[SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Jiang YP NS; 2 12w; 3m I: 25.89 I: 43/43; 0 I: 25.44 Compound glycyrrhizin | Setastineonemg
2011(151) (4455 m (11.25)y; (capsule): 50ng tid, po | bid, po
20/23
C:27.71 C:37/37;0 | C:34.53
(45.26)m (13.26)y;
20/17
Jie SH 2014| NS; 3 4 w/12w; 11: 1.3 (0.5) | 11: 50/50; 0 | 11: 31.0 (8.9) | I1: Total glycosides of | Desloratadine: 8.8
(135)C 52w y y; 26/24 paeony (capsule): 600 | mg qd, po fofour
12: 1.4(0.4) | 12:50/50; 0 |12:29.0 (7.8) | mg bid, po for 12 weeks]| weeks
y y; 25/25 desloratadine: used psr
C:1.5(0.5) | C: 50/50; 0 | C:35.0(8.7); | control group
y 24/26 I2: Total glycosides of
paeony (capsule): 600
mg bid, po forfour
weeks; desloratadine:
used apercontol
groups
Leng J 2014| NS; 2 4w; 4w Total: 1.5y | I: 50/50; O Total: 36y; Run zaahi yang jiao Ebastine: 10ng
(136) C:50/50; 0 | 54/46 nang(capsule)four qd, po
capsules tid, po
Li CH 2014 | NS; 2 4 w; 4w I:1.15 I: 61/61; 0 I: 39.36 Yu ping feng ke li Cetirizine: 10mg
(183) (0.76)y (16.89)y; (granule)five g tid, po | qd, po
28/23
C:1.08 C:61/61;0 |C:36.10
(0.48)y (15.27)y;
25/26
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Li ZL 2013 | NS; 2 Im;1m l: 13.5 I: 54/54; 0 I: 32.6 (16.5) | Qing re xiao feng san | Desloratadinefive
(171) (10.6)m y; 28/26 (decoction): 200nl bid, | mg qd, po
C:14.3 C:46/46;0 | C:34.3(15.7) | po
(11.2)m y; 25/21
Liao C 2014 | NS; 2 4w;3m Total: 0.57 | I: 58/58; 0 Total: 35.25 | Yu ping feng ke li Cetirizine: 10 mg
(184) (0.30) y C: 58/58; 0 | (6.82)y; 50/66 | (granule): 1Qy tid, po bid, po
Lin YP 2012| NS; 2 12w; NS I: 23m I: 26/26; 0 I: 32.76y; 9/17 | Total glycosides of Cetirizine: 10mg
(149) C:27m C:21/21;0 | C: 27.13y; paeony (capsule): 600 | qd, po
7114 mg tid, po
Lin ZF 2014 | NS; 3 12w; NS I: 8.9w I: 65/63; 2 | 29y; 22/43 | Yu ping feng ke li C1: Levocetirizine:
(142)C C1l: 9.5w C1: 65/60; 5 | C1:27.8y; (granule)five g tid, po; | five mg qd, po
25/40 levocetirizine: used as | C2:Yu ping feng
C29.1w C2: 65/65; 0 | C2: 30y; percontrol group 1 ke li(granule): 59
28/37 tid, po;
levocetirizine: 5
mg qd, po;
increasing one day
interval to use
every other week
LiuY 2014 | NS; 2 4w; NS I: 3.4 (1.8) |1:53/53;0 I: 31.8 (10.6) | Fu fang di fu zi tang Mizolastine: 10mg
(185) y y; 27/26 (decoction): bid, po qd, po
C:3.6(1.9) | C:53/53;0 | C:31.9(10.9)
y y; 28/25
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts

Long JW NS; 2 4w;1m I: 8.9 (7.8) |1:65/63; 2 I: 36.5 (13.3); | Total glucosides of Cetirizine: 10mg
2010(139) m 37/28 peony (capsule}wo qd, po

C:9.6(9.2) | C:55/48;7 | C:35.3(12.6);| capsules tid, po

m 32/22
Lu JM 2007 | NS; 2 4w; NS - 8wi7y I: 48/48; 0 I: 13175y, Qu feng xiao zhen tang | Cetirizine: 10mg
(180) 20/28 (decoction): bid, po qd, po

C:8mi6y | C:48/48;0 |C: 1269y,

21/27
Lu XY 2010 | NS; 2 4w;1m Total: 3.5 I: 74/74; 0 Total: 30.48 Yu ping feng san Levocetirizine: 5
(205) 2.7y C:. 74/74,0 (7.61)y; 63/85 | (modified decoction): mg qd, po
200ml bid, po

Ma LB 2012 | NS; 2 4w; 2w l:2mi6y |1:43/43;0 I: 42'y; 19/24 | Qi feng ke lilgranules): | Mizolastine:
(170) C:2.5mi5 | C:41/41;0 | C:42y; 18/23 | 10gtid, po dosage not

y specified, qd, po
Ma WH NS; 2 4w; NS l:6wWi3y I: 35/35; 0 I: 151 62; Wu she zhi yang wan Mizolastine: 10mg
2010(169) 19/16 (pills): 2.5¢ tid, po qd, po

C:6mi3.2 | C:35/35;0 C: 1461y;

y 20/15
Ma XM NS; 2 4w; 6m I: 2.95y I: 62/62; 0 I: 32.5y; 33/29| Yu ping feng san Mizolastine: 10mg
2013(178) C: 3y C:58/58; 0 | C:31.8y; (decoction): bid, po qd, po

32/26
Mei T 2014 | NS; 2 6w; 6m Total: 6mi | I: 30/30; O Total: 2058y; | Yu ping feng jiao nang | Mizolastine: 10mg
(186) ly C:30/30; 0 |32/28 (capsule)two capsules | qd, po
bid, po

Mou Y 2011 | NS; 2 NS; 4w I: 3.3 (1.76) | I: 30/30; O I: 30.6 (10.5) | Total glycosides of Mizolastine: 10mg
(168) y y; 13/17 paeony(capsules): 0.6 g| qd, po

C:.31 C:30/30; 0 | C:31.8(10.2) |tid, po

(1.56)y y; 10/20
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Mi L2008 | NS; 2 4w;6m l: 2.92 I: 35/35; 0 I: 35.16 (1.21) | Jia wei yang he tang Cetirizine: 10mg
(204) (0.81)y y; 19/16 (decociton): bid, po qd, po
C:2.74 C:35/35;0 |C:32.11(2.23
(0.69)y y; 18/17
Qian M NS; 6 4w; 4w Total: 6.62 | 11: 62/62, 0; | Total: 35.6 I1: Tripterygium C1: loratadine: 10
2011 (3.66)m 12: 61/61, 0; | (9.7)y; glycosides (tablets): 60 | mg qd, po
(140¢C 13: 57/61,0 |192/168 mg qd, po; loratadine:
C1:61/60, O; used agpercontrol group
C2:60/57, O; 1
C3:59/59, 0 12: Tripterygium C2: mizolastine:

glycosides (tablets): 60
mg qd, po; mizolastine:
used apercontrol group
2

10mg qd, po

I3: Tripterygium
glycosides(tablets): 60
mg qd, po; cetirizine:
used agpercontrol group
3

C3: cetirizine:10
mg qd, po
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Shi CR 2013 NS; 3 28d;3m, 6 | I: 1.80 I: 25/22; 3 I: 35.37 Dang gui yin zi C1.: Cetirizine: 10
(99)C m (0.45)y (13.54)y; (decoction): bid, po; mg qd, po
11/14 cetirizine: used as contr¢ C2: Dang gui yin
C1l:1.50 C1: 25/24;1 | C1: 36.63 group 1 zi (decoction): bid,
(0.62)y (13.98)y; po
12/13
C2:1.60 C2:25/21;4 | C2:34.14
(0.56)y (12.64)y;
13/12
Song SH NS; 3 30d; 6m I: 3.4 (1.5) |1:52/52;0 I: 36.5 (13.9) | Xiao yin fang C1: Ebastine: 10
2015 y y; 27125 (decoction): bid, po; mg qd, po
(144)C Cl:3.6 C1:43/42; 1 | C1: 34.6 (12.7) ebastine: used qer C2: Xiao yin fang
(1.2)y y; 23/20 control group 1 (decoction): bid,
C2:35 C2:38/38;0 | C2:35.8 (13.2 po
(1.4)y y; 20/18
Sun H 2015 | NS; 2 8w; 4w l: 1.45 I: 118/118; 0 | I: 35.80 (9.67) | Qu feng kang min jian | Ebastine: 10ng
(196) (1.01)y y; 56/62 (decoction): bid, po qd, po
C:1.39 C:116/116; 0| C: 36.53
(1.45)y (10.25)y;
54/62
Sun RF NS; 2 28d; 2m I: 10.2m I: 36/36; 0 I: 34y; 14/22 | Unnamed formula Levocetirizine: 10
2007(203) C:9.9m C: 32/32;0 | C: 33.6y; (decoction): bid, po mg qd, po (week
12/20 1i 2); 10mg qod,

po (week 3); 10mg
every two dayspo
(week 4);
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Sun RH NS; 2 4 w; NS I: 27 m I: 42/42; 0 I: 29.7y; 28/14| Run zao zhi yang jiao | Desloratadine: 8.8
2014(187) C.22m C:39/39; 0 |C:28.1y; nang(capsule)four mg qd, po
21/18 capsules tid, po
Sun RL NS; 2 8w; NS [: 19.6m I: 88/88; 0 I: 38.5y; 36/52| Total glycosides of Fexofenadine: 60
2014(188) C:.17.8m C:80/80; 0 | C: 39.8y; paeony (capsule): 600 | mg bid, po
31/49 mg tid, po
Tian AP NS; 2 14d; 6m I: 3.6y I: 45/45; 0 I: 36y; 24/21 | Fang ci yin hua fang Levocetirizine:
2011(202) C: 3.5y C:45/45;0 | C: 36.5y; (decoction): bid, po five mg qd, po
27/18
Tian J 2015 | NS; 2 4w; 4w I: 13.5m I: 53/53; 0 I: 36.5y; 26/27 | Compound glycyrrhizin | Mizolastine: 10mg
(197) C:15m C:53/53;0 |C:1863y; (capsule): 50ngtid, po | qd, po
25/28
Wang N NS; 2 4w;1m I: 13.5m I: 23/23; 0 I: 9.2y; 11/12 | Si wu xiao feng san Setastineonemg
2011(167) C:14.4m C:17/17;0 | C:9.8y; 10/7 | (decoction): 50nl bid, qd, po (age: <§);
po 1mgbid, po (age:
8i 14y)
Wang NL NS; 2 4w; NS I: 5mi18y |I: 32/32; 0 I: 38.6y; 14/18| Kang min ling he ji Ebastine: 10ng
2010(201) C:6mil7y | C: 28/28;0 | C: 39.2y; (mixture): 30ml tid, po | qd, po
12/16
Wang YF NS; 2 28d; NS Total: 1.8y | I: 60/60; O Total: 37y; Fu yang ke l(granules): | Epinastine: 20ng
2011(166) C:60/60; 0 |62/58 nineg tid, po qd, po
Wang YJ NS; 2 4w;1m I: 3.8 (1.73) | I: 60/60; O I: 34.7 (11.3) | Totalglycosides of Fexofenadine: 60
2011(165) y y; 27/33 paeony (capsule): 0 | mg bid, po
C:31 C: 56/56; 0 | C:31.8(10.5) | tid, po
(1.56)y y; 25/31
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Wei X 2013 | NS; 2 4w; 4w NS I: 41/41; 0 I: 34.5 (10.7) | Yu ping feng jiao nang | Desloratadine: 8.8
(164) y; 20/21 (capsules): 100fng, tid | mg qd, po
C:40/40;0 | C:37.2(12.9) | po
y; 20/20
Wu CY NS; 2 4w; NS I: 8.25 I: 60/60; 0 I: 36.25 Ma huang xi xin fu zi Desloratadine: 10
2014(189) (2.11)m (18.35)y; tang(decoction): bid or | mg qd, po
29/31 tid, po
C:8.45 C: 60/60; 0 | C:37.15
(2.38)m (18.33)y;
28/32
Wu GZ NS; 2 4w; 4w I: 2.1y I: 80/80; 0 I: 33.94y; Unnamed formula Levocetirizine: 10
2012(200) 51/29 (decoction): bid, po mg qd, po
C: 2.3y C:74/74;0 | C: 34.14y;,
48/26
Wu YX NS; 2 28d; NS I:12.5 I: 33/33; 0 I: 44.7 (10.4); | Xiao feng zhi yang ke li | Loratadine: 1Gng
2007(163) (13.2)m 12/21 (granules): 3@ bid, po | qd, po
C:131 C:30/30; 0 | C:42.09 (11.6);
(14.3)m 13/17
Wu YX NS; 2 15d;1m Total: 6.26 | 1: 93/93; 0 Total: 43.62 Compound glycyrrhizin | Mizolastine: 10mg
2015(198) (0.85)y C:93/93;0 | (3.05)y; (capsule): 50ng tid, po | qd, po
102/84
Xiao HW NS; 2 4w;3m I: 2.5y I: 49/49; 0 I: 30.3y; 28/21]| Yu ping feng ke li Epinastine: 10ng
2010(162) C. 24y C:32/32;0 | C:32.8y; (granules): 9 tid, po qd, po
19/13
XuJJ 2014 | NS; 2 8w;1m 1.2y I: 45/45; 0 I: 8.33 (2.27) | Fu yang ke l(granule): | Loratadine: Gng
(190) y; 24/21 6i 12 g tid, po gd, plkg); 10¢
C:. 1.3y C.41/41;,0 | C:7.75(2.80) mg qgqd, kg)c
y; 23/18
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Xue CL NS; 3 30d; NS I: 5.24y I: 51/51; 0 I: 23.74y; Kang man min jian C1:Kang man min
2009 23/28 (decoction): 150nl tid, | jian (decoction):
(100)C C1l:4.58y | C1:43/43;0 | Cl: 24.25y; po; cetirizine: used as | 150ml tid, po;
20/23 control groupper2 C2: cetirizine: 10
C2:3.36y | C2:45/45;0 | C2: 22.16y; mg tid, po
23/22
Yang L NS; 2 4w;3m NS I: 48/48; 0 Total: NS; NS | Tripterygium glycosides | Desloratadinefive
2011(161) C: 48/48; 0 (tablets): 20mg tid, po | mg qd, po
Yang MF NS; 3 4 w; 4w I: 0.88 I: 45/45; 0 I: 38.41 (4.05) | Zhen qi fu zheng ke li | C1: Levocetirizine:
2014 (0.26)y y; 20/25 (granule): 15 bid, po; | five mg qd, po
(143)C Cl.1.01 C1:45/45;0 | C1:41.65 levocetirizine: used as | C2:Zhen qi fu
(0.17)y (3.01)y; 23/22 | percontrol group zheng ke li
C2:0.98 C2: 45/45; 0 | C2: 40.51 (granule): 159 bid,
(0.32)y (3.89)y; 20/25 po
Yang YS NS; 2 12w; NS L6wily I: 65/65; 0 I: 48.2 (10.2) | Total glycosides of Desloratadinefive
2014(150) y; 27/38 paeony (capsule): 600 | mg qd, po
C:6wily |C:65/65;0 |C:44.5(12.5) | mg bid, po
y; 25/40
Ye WW NS; 2 6w;3m l: 7.6y I: 60/60; 0 I: 45.6y; 37/23| Di huang yin zi Cetirizine:10mg
2009(160) C: 7.2y C: 56/56; 0 | C: 44.4y; (decoction): bid, po qd, po
30/26
Yuan JQ NS; 2 4w; NS L2mi2y I: 32/32; 0 [: 11 13y; Xiao feng san Desloratadine:
2013(146) 18/14 (decotion): bid, po 1.25mg qd, po
C:3mi2y |C:32/32;0 |C:1i12y; (age: 15vy);
20/12 2.5mg qd, po (age

6i 11vy); five mg
gd, po(age: over
12y)
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First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Zhang HB | NS; 2 4w;1m NS I: 43/43; 0 I: 34.6 (10.9) | Qing feng tang Setastineonemg
2011(159) y; 24/19 (decoction): qd, po bid, po
C:43/43;0 |C:37.1(13.1)
y; 18/25
Zhang HX | NS; 2 8w; 4w I: 22.6m I: 30/30; 0 I: 36.8y; 14/16| Total glycosides of Ebastine: 10ng
2014(191) C: 25.2m C:30/30; 0 | C: 38.3y; paeony (capsule): 600 | qd, po
13/17 mg tid, po
Zhang L NS; 2 4w; NS Total: 3mi | I: 56/56; 0 Total: 12 70y; | Total glycosides of Mizolastine: 10mg
2014(137) S5y C:56/54;2 | 54/58 paeony (capsule): 600 | qd, po
mg tid, po
Zhang Q NS; 2 7d;1m [: 6m I: 50/50; 0 l: 9yor412 | Jiaweiyu ping feng tan¢ Desloratadine:
2011(148) y; 25/25 (decoction): tid, po 1.255mg qd, po
C: NS C:50/50; 0 | NS
Zhang TL NS; 2 4w; 8w I: 15m I: 44/44; 0 I: 26.8y; 21/23| Dang gui yin zi Levocetirizine:
2011(158) C:14m C:44/44;0 | C:27.1y; (decoction): qd, po five mg qd, po
22/22
Zhao HW NS; 2 28d; 1m I: 16.3m I: 80/80; 0 I: 35.8y; 52/28| Man xun tang Ebastine: 10ng
2010(157) C: 16.3m C:40/40; 0 | C: 36.2y; (decoction): 100nl bid, | qd, po
26/14 po
Zhao JH NS; 2 28d; 2w I: 3m-5y I: 88/88; 0 I: 35.1y; 48/40| Yu ping fenddripping Mizolastine: 10mg
2010(156) C:3mi4.5 | C:84/84;0 |C: 34.3y, pills): 2.4g tid, po qd, po
y 46/38
Zhao YY NS; 2 4w;2m I: 1(0.3)y |I:44/44;0 I: 36.4 (9.5)y; | Total glycosides of Fexofenadine: 120
2014(192) 20/24 paeony (capsule): 600 | mg qd, po
C:1.2 C:47/47,0 | C:35.3(8.7); | mgtid, po
(0.45)y 21/26

125




First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Zhao ZY NS; 2 3w;3m I: 2.6y I: 42/42; 0 I: 44.5y; 23/19| Yong an zhi yang ke li | Mizolastine: 10mg
2004(152) C: 2.8y C:40/40; 0 | C:45.6y; (granule): 3 bid or tid, | qd, po
21/19 po
Zheng Y NS; 2 28d; 4w Total: 4.3y |I: 51/51;0 Total: 27.4y; | Urticaria basic formula | Cetirizine: 10mg
2008(155) C:47/47;0 | 40/58 (modified decoction): qd, po
bid, po
Zheng ZY |NS; 2 2w; NS I: 6wi2.5y |1:41/41; 0 I: 30.5y; 24/17| Compound glycyrrhizin | Fexofenadine: 60
2014(193) C:6wi2.3 | C:38/38;0 |C:31.2y; (capsule): 50ng tid, po | mg bid, po
y 23/15
ZhongJQ |[PRAB;2 [4w;20w |I:67 (13 I: 40/37; 3 I: 36 (211 58); | Tripterygium Placdo: used as
2011(138) 361) w 19/21 hypoglaucunHutch intervention group;
C: 65 (9 C:38/32;6 | C:35(2356); | (tablet):threetablets tid, | cetirizine: 10mg
312) w 20/18 po; cetirizine: used as | qd, po
control group
Zhong X NS; 2 14d; 3m I:2.3(1.4) |I1:51/51;0 I: 27.4 (12.5) | Yiqgi yang xue huo xue | Mizolastine: 10mg
2005(153) y y; 27124 gu feng tanddecoction): | qd, po
C:2.5(1.6) | C:48/48;0 | C:26.7 (11.4) | bid, po
y y; 26/22
Zhou JW NS; 2 15d; NS Total: NS | I: 35/35; 0 I: 34.64 (3.31) | Ma huang fu zi xi xin Loratadine: 1Gng
2011(199) y; 20/15 tang(decoction): tid, po | qd, po
C:35/35;0 |C:34.74 (2.24
yor1364y;,
21/14
Zhou L NS; 2 30d; 3w I: 3.5y I: 30/30; 0 I: 38y; 16/14 | Yi qi huo xue qu feng Mizolastine: 10mg
2012(147) C: 3.6y C:30/30; 0 | C: 37.5y; tang(decoction): bid, po| qd, po
18/12
Zhu JF 2012 NS; 2 4w;3m 1.79 (0.62) | I: 82/82; 0 Total: 35.87 Compound glycyrrhizin | Cetirizine: 10mg
(154) y C:82/82; 0 | (8.38)y; 87/77 | (capsule): 50ng tid, po | qd,po

126




First Blinding; | Treatment | Duration of | No. of Age (mean Intervention Control
author, number duration; condition participants | [SD] or
publication | of arms follow-up (mean [SD] | randomised/ | range);
year duration or range) assessed; gender (M/F)
dropouts
Zhuang Q |[NS; 2 8w;2m l: 15.91 I: 36/30; 7 I: 36.82 Xiao chai hu tang Mizolastine: 10mg
2011(179) (3.23)m (13.26)y; (decoction): bid, po qd, po
15/15
C:13.49 C:36/30;5 | C:34.58
(4.59)m (14.97); 16/14

Notes: * Formula name not stated, formula based on Chinese medicine treatment pahapldy with three or more arm€;: Control; I: Intervention; m:
months; mg:milligram; ml: milliliter; NS: not stated; po: administrated orally; PHRA all blinded; @l: once daily; gn: once per night; tid: three times daily; w:
weeks, y: years;
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Chrobrntci cari a

First author
publication year

Ingredients of CHM

Bai WJ 2011(177)

Xiao feng san: huang qi, fang feng, bai zhu, dan shen, dang gui, mu dan pi, sheng di huang, shu di h
chan yi, ku shen, gan cao

Bao LX 2008(176)

Tripterygium glycosided\NS

Chen CS 2015194)

Yu ping feng ke ligranule) huang qi, bai zhu, fang feng

Chen JY 2014181)

Xiao yin ke li(granule):NS

Chen XB 2011(145)

Unnamed formulasheng di huang, gin jiao, xu chang ging, fu ping, yi yi ren, chan tui, gan cao

Cheng Y 201({175)

Ba zhen san plus si wu xi&ng san: fu ling, bai zhu, jing jie, fang feng, chan tui, niu bang zi, cang zhu
shen, dang gui, sheng di, chi shao, chuan xiong, bo he, sheng gan cao

Deng D 2014174)

Pi min xiao jiao nandcapsule)ku shen, cang zhu, fang feng, jing jie, ji lij B&n pi, she chuang zi, cang ¢
Zi, wu gong, qing dai, pu gong ying, zi hua di ding, huang gin, hb@nguang lian, di huang, mu dan pi,
chan tui, xi he liu, zi cao, di gu pi

Ding QY 2007(173)

Run zao zhi yang jiao narfgapsule)sheng di huang, h&hou wu, zhi he shou wu, sargg ku shen, hong
huo ma/etc.)

Feng S 201%195)

Qu feng ging re wei ling tang: huang qin, lian giao, chen pi, fa ban xia, bai zhu, jing jie, fang feng, ku
bai xian pi, huandpo, zhi zi, fu ling, zhu ling, cang shgan cao, sheng ma

Fu YH 2011(141)

1. Fortifying theSpleenand nourishinddlood: huang qi, da zao, shan yao, fu ling, dang gui, zhi shou wu
2. Dispelling windjing jie, fang feng, chan tui, niu bang zi, hu ma ren, ciji li

Guo XY 2014(182)

Compoumn glycyrrhizin: NS

Huang SY 2012206)

Guo min jian: yin chai hu, fang feng, wu mei, wu wei zi, gan cao

Jiang YP 2009172)

Qi feng ke ligranules) huang qi, fang feng, bai zhu, fu ling, chen pi, gui zhi, da fu pi, sang bai pi, (etc.

Jiang YP 2011151)

Compound glycyrrhizin: NS

Jie SH 2014135)

Total glycosides of paeony: NS

Leng J 2014136)

Run zao zhi yang jiao narfgapsule) sheng di huang, he shou wu, zhi he shou wu, sang ye, ku shen, h
hong mafetc.)

Li CH 2014(183)

Yu ping feng ka [granule): huang qi, bai zhu, fang feng

Li ZL 2013 (171)

Qing re xiao feng san: jing jie, niu bang zi, chan tui, fang feng, sheng di huang, dang gui, hong hua, n
pi, zi cao, jiang can, dan zhu ye, gan cao

Liao C 2014(184)

Yu ping feng ke ligranule): huang gi, bai zhu, fang feng
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First author
publication year

Ingredients of CHM

Lin YP 2012(149)

Total glycosides of paeony: NS

Lin ZF 2014(142)

Yu ping feng ke ligranule):huang qi, bai zhu, fang feng

Liu Y 2014 (185)

Fu fang di fu zi tang: di fu zi, huai pgang bai pi, chan tuigtc.)

Long JW 201(139)

Total glycosides of paeony: NS

Lu JM 2007(180)

Qu feng xiao zhen tang: fang feng, chan tui, jiang can, xu chang ging, dan shen, dang gui, bai xian pi
li, di fu zi

Lu XY 2010(205)

Yu ping feng satmodified) fang feng, huang qi, bai zhu, jing jie, chai hu, bai shao, dang gui, bai xian |
chan tui, tu fu ling, mu dan pi, lian giao, gan cao

Ma LB 2012(170)

Qi feng ke ligranules)huang qi, fang feng, bai zhu, fu ling, chen pi, gui zhi, da fu pi, sang,l{atc.)

Ma WH 2010(169)

Wu she zhi yang wapills): wu giao she, fang feng, she chuang zi, huangéng zhu, ren shen xu, mu da
pi, she dan juice, ku shen, marade niu huang, dang gui

Ma XM 2013(178)

Yu ping feng san: huang qi, fang feng, biai

Mei T 2014(186)

Yu ping feng jiao nanfrapsule): NS

Mi L 2008 (204)

Jia wei yang he tang: shu di huang, ma huang, lu jiao jiao, bai jie zi, rou gui, sheng gan caan pand,
bai shao, bai xian pi

Mou Y 2011(168)

Total glycosides of paeoniiS

Qian M 2011(140)

Tripterygium glycosides: NS

Shi CR 201399)

Dang gui yin zi: dang gui, bai shao, chuan xiong, sheng di huang, bai ji li, fang feng, jing jie, he shou
huang qi, zhi gan cao

Song SH 201%144)

Xiao yin fang: fang feng, chan tai xian pi, di fu zi, ye jiao teng, huang gi, dang gui, mu dan pi, ci ji li,
shen, shan yao, sheng gan cao

Sun H 2015196)

Qu feng kang min jian: huang qi, dang gui, bai zhu, bai shao, fang feng, yin chai hu, wu mei, jing jie,
Zi, gan cao

Sun RF 2007203)

Unnamed formulasheng di huang, bai shao, dang gui, chuan xiong, huang qi, fu ling pi, jing jie, fang f
bai zhu, dang shen, ci ji li, sheng gan cao

Sun RH 2014187)

Run zao zhi yang jiao narfgapsule)sheng di huang, he showwzhi he shou wu, sang ye, ku shen, hong
huo ma (etc.)

Sun RL 2014188)

Total glycosides of paeony: NS

Tian AP 2011(202)

Fang ci yin hua fang: fang feng, ci ji li, jin yin hua, shou wu teng, bai xian pi, dang gui, mu dan pi, fu p
chan tui,gancao

Tian J 2015197)

Compound glycyrrhizin: NS
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First author
publication year

Ingredients of CHM

Wang N 2011167)

Si wu xiao feng san: jing jie, fang feng, chi shao, chuan xiong, dang gui, sheng di huang, cang zhu, b
pi, di fu zi

Wang NL 2010201)

Kang min ling he j{imixture} dang gui, da zao, dang shen, huang qi, gui zhi, ma huang, jing jie, gan cg
(etc.)

Wang YF 2011(166)

Fu yang ke l{granules)cang er zi, di fu zi, hong hyahuan xiong, bai yindgetc.)

Wang YJ 2011165)

Total glycosides of paeony: NS

Wei X 2013(164)

Yu ping feng jiao nanfcapsules): NS

Wu CY 2014(189)

Ma huang xi xin fu zi tang: ma huang, xi xin, chan tui, lu jiao shuang, dang gui, huang qi, he shou wu

Wu GZ 2012(200)

Unnamed formulahuang qi, chi shao, dang shen, dang gui, lian gra@ng o, jing jie, di fu zi, chen pi,
gan cao

Wu YX 2007(163)

Xiao feng zhi yang ke li (granules): fang feng, jing jie, sheng di huang, di gu pi, dang gui, chan tui, ca
shi gao, mu tong, gan cao

Wu YX 2015(198)

Compound glycyrrhizin: NS

Xiao HW 2010(162)

Yu ping feng ke ligranules): NS

Xu JJ 2014190)

Fu yang ke l{granule):di fu zi, cang er zi, chuan xiong, hong hua, bai Yiig.)

Xue CL 2009(100)

Kang man min jian: chai hu, bai shao, fang feng, chan tui, di long, bai xian pi, tu fu ling, lian giao, mu
pi, huang qi, dang shen, bai zhu, dang gui, gan cao

Yang L 2011(161)

Tripterygium glycosides: NS

Yang MF 2014143)

Zhen qi fu zheng ke(lgranule):huang qi, nv zhen zi

Yang YS 2014150)

Total glycosides of paeony: NS

Ye WW 2009(160)

Di huang yin zi: shu di huang, ba ji tian, shan zhu yu, shi hu, rou cong rong, fu zi, wu wei zi, rou gui, k
ling, mai men dong, shi chang pu, yuan zhi, sheng jiang, da zao, bo he, (etc.)

Yuan JQ 2013146)

Xiao feng san: jing jie, fang feng, niu lgari, chan tui, cang shu, ku shen, duan shi gao, zhi mu, dang g
ma ren, sheng di huang, gan cao

Zhang HB 2011159)

Qing feng tang: sheng huang qi, jing jie, fang feng, chan tui, zi bei fu ping, bai ji li, bai shu, bai shao, ¢
cao, dang gui, shendj huang, chuan xiong, wu wei zi

Zhang HX 2014191)

Total glycosides of paeony: NS

Zhang L 2014137)

Total glycosides of paeony: NS

Zhang Q 2011148)

Jia wei yu ping feng tang: huang qi, bai zhu, fang feng, jing jie, gan cao, di fu zi, huangliqig, $han zha,
chen pi
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First author
publication year

Ingredients of CHM

Zhang TL 2011158)

Dang gui yin zi: dang gui, chuan xiong, bai shao, sheng di huang, fang feng, bai ji li, jing jie, he shou
huang gi, gan cao

Zhao HW 201Q157)

Man xun tang: huang qi, bai shu, fang feng, jing jie, shéirfgiang, dang gui, dan shen, chuan xiong, chi
shao, ma huang, gui zhi, ye jiao teng, bai ji li, bai jiang can, gan cao, fu ping, ma chi xian

Zhao JH 201Q156)

Yu ping fenddripping pills} fang feng, huang qi, bai shu

Zhao YY 2014(192)

Total glycosdes of paeony: NS

Zhao ZY 2004(152)

Yong an zhi yang ke (igranule) ma huang, jing jie, fang feng, cang zhu, jiang can, tao ren, hong hua, c
shao, dang gui

Zheng Y 200§155)

Urticaria basic formula(modified decoction)huang qgi, bai shu, dang guhi shao, jing jie, fang feng, chat
tui, bai xian pi, zi cao, mu dan pi, huang gin, gan cao

Zheng ZY 2014193)

Compound glycyrrhizin: NS

Zhong JQ 2011138)

Tripterygium hypoglaucurHutch: NS

Zhong X 2005153)

Yi qi yang xue huo xue qu feng tahgang qi, bai zhu, chuan xiong, dang gui, zhi he shou wu, sheng di
huang, chi shao, jing jie, fang feng, di fu zi, bai xian pi, chan tui, mu dan pi

Zhou JW 2011199)

Ma huang fu zi xi xin tang: ma huang, shu fu zi, xi xin, gui zhi, bai shao, gan cag,jsmy, da zao

Zhou L 2012(147)

Yi gi huo xue qu feng tang: huang qi, dang gui, chuan xiong, sheng di huang, chi shao, shou wu, jing
feng, ji xue teng, chan tui

Zhu JF 2017154)

Compound glycyrrhizin: NS

Zhuang Q 2011179)

Xiao chai hutang: chai hu, ban xia, dang shen, huang qin, sheng jiang, da zao, gan cao

* Formula name not stated, formula based on Chinese medicine treatment principle; NS not stated
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7.3.2 OutcomaVeasures

UAS was used (99n140f1818Htst uds eess di sease actiyv
study r epor s(@d)0Tahcet uoatl h repartesrV&s gpgrcentage score change

from baseling99), and two studies reported the number of participants who achié&&d

changes 080% or moreafter receiving treatmen{d81, 184). This is not consistent with the

prescribed use of the outcome measure UAE.l st udi eSRandpowbedppnoac!t
were used to calculate this (sedqlOCHaP8 er 5) .
152,153 199206 and S SRI 30 was wused in t,hhasedmainnin
ER ,3v@s reported (1%52n53t QI wsatsu du eesd i n one stud)
parti diRRabtABs wer e r epor t(206 146 h48 &5 154 b6d,t 22 st

167,171, 174 179 184 189 194 196, 198 200, 201, 204, 206).

7.3.3 Risk ofBias Assessment

While dl studies claimed that participants were randomly allocated, only 12 stiediesbed
the appropriate methods of random sequence genef89oa38 139, 141, 157, 178 186,
189 190 192 195 197) (seeTable7.3). Threestudiesused a computer to generate random
numbers(99, 138 141), eight studies used random number table to allocate participants
(157, 178 186, 189 190, 192 195 197) while lottery was used in one stud¥39. These 12
studies were judged as low risk for sequence generateaT éble7.3). Eleven studies were
assessed as high risk for generation of allocation seq(bhtel 517 153 156 161, 166, 171,
173 179 206), while six studiesallocated participants based on the order of visi{iy,
156, 166 171, 173 179. Participants could select their group allocation in two studiga

153 and randomisation was only mentioned in the abstracts of three Hfiftlie461, 206).
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The remaining studies did not provide detailed prescriptfon sequence generation and
were judgedo pose arunclear risk. In relation to allocation concealment, eight studies were
assessed as high risk since research personnel or partcquaid predict the treatments

(147, 152 153 156 166, 171, 173 179. Six of these studiesdetemi ned parti ci pa
allocations based owisiting order(147, 156, 166, 171, 173 179 and two studies allowed
participants to choogd 52, 153. All remaining studies wereonsidered to carrynclear risk

for allocation concealment due to lack of information. Participants researcheiavolved

in one study(138) were blinded Therefore this study was judged as low risk for all the
blinding domains.The remaining studies did not use methods to blind participants and
personnel to group allocatiothus they were judged as high risk. In terms of blinding
outcome assessomxcept forZhong (2011 (138), all studies were assessed as unclear risk
due tolack of information. Three studig439 142 179 were deemed arunclear risk for
incomplete outcome data. Twb42 179 reported the number of withdrawals and dropouts

in both groups budid not discusseasons. Another studg39) reportedanimbalane in the
numbers and reasons for withdrawdbwever it was unable to be determined if this was
related to the true outcome. Intentitwrtreat (ITT) analysis was not usedrt@mnagehe data

in these three studi€439 142 179. The remaining studies weoensidered alow risk of

bias since all outcome dat#ere available.Protocolsandregistration information couldot

be identified for all studies. Further, three studie$r, 156, 179 did not report the results of
outcomesment i oned i n the 0metThese ftudiesgblq 15644 of t he
were judged as high risk for selective outcome reporting and the rest of studies were unclear

risk (seeTable7.3).
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Tabl e 7. Bi:aAsRsi essksReef i iCh isn HesrebMeld i @aigdddo mMher aAgt vhi st aQhirmers ¢

Urticari a

First author, Sequence | Allocation | Blinding of | Blinding of | Blinding of | Incomplete | Selective

publication year generation | concealmen| participant | personnel | outcome outcome outcome
t S assessors | data reporting

Bai WJ 2011(177) Unclear Unclear High risk High risk Unclear Low risk Unclear

Bao LX 2008(176) Unclear Unclear High risk High risk Unclear Low risk Unclear

Chen CS 201%194) Unclear Unclear High risk Unclear Unclear Low risk Unclear

Chen JY 2014181) Unclear Unclear High risk Unclear Unclear Low risk Unclear

Chen XB 2011145 Unclear Unclear High risk High risk Unclear Low risk Unclear

Cheng Y 201179 Unclear Unclear High risk High risk Unclear Low risk Unclear

Deng D 2013174 Unclear Unclear High risk High risk Unclear Low risk Unclear

Ding QY 2007(173 High risk High risk High risk High risk Unclear Low risk Unclear

Feng S 201%195 Low risk Unclear High risk Unclear Unclear Low risk Unclear

Fu YH 2011(141) Low risk Unclear High risk High risk Unclear Low risk Unclear

Guo XY 2014(182 Unclear Unclear High risk Unclear Unclear Low risk Unclear

Huang SY 2012206) | High risk Unclear High risk High risk Unclear Low risk Unclear

Jiang YP 2009172 Unclear Unclear High risk High risk Unclear Low risk Unclear

Jiang YP 2011151) High risk Unclear High risk High risk Unclear Low risk Unclear

Jie SH 2014135 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Leng J 2014136 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Li CH 2014(183 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Li ZL 2013(171) High risk High risk High risk High risk Unclear Low risk Unclear
Liao C 2014(184) Unclear Unclear High risk Unclear Unclear Low risk Unclear
Lin YP 2014149 Unclear Unclear High risk High risk Unclear Low risk Unclear
Lin ZF 2014(142) Unclear Unclear High risk Unclear Unclear Unclear Unclear
Liu Y 2014(185 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Long JW 201Q139 Low risk Unclear High risk Unclear Unclear Unclear Unclear
Lu JM 2007(180 Unclear Unclear High risk High risk Unclear Low risk Unclear
Lu XY 2010(205 Unclear Unclear High risk High risk Unclear Low risk Unclear
Ma LB 2012(170) Unclear Unclear High risk High risk Unclear Low risk Unclear
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First author, Sequence | Allocation | Blinding of | Blinding of | Blinding of | Incomplete | Selective
publication year generation | concealmen| participant | personnel | outcome outcome outcome
t S assessors | data reporting
Ma WH 2010(169 Unclear Unclear High risk High risk Unclear Low risk Unclear
Ma XM 2013(178) Low risk Unclear High risk High risk Unclear Low risk Unclear
Mei T 2014(186) Low risk Unclear High risk Unclear Unclear Low risk Unclear
Mi L 2008 (204 Unclear Unclear High risk High risk Unclear Low risk Unclear
Mou Y 2011(168 Unclear Unclear High risk High risk Unclear Low risk Unclear
Qian M 2011(140 Unclear Unclear High risk High risk Unclear Low risk Unclear
Shi CR 201399) Low risk Unclear High risk High risk Unclear Low risk Unclear
Song SH 2015%144) Unclear Unclear High risk Unclear Unclear Low risk Unclear
Sun H 2015196 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Sun RF 2007203 Unclear Unclear High risk High risk Unclear Low risk Unclear
Sun RH 2014187) Unclear Unclear High risk Unclear Unclear Low risk Unclear
Sun RL 2014188 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Tian AP 2011(202 Unclear Unclear High risk High risk Unclear Low risk Unclear
Tian J 2015197) Low risk Unclear High risk Unclear Unclear Low risk Unclear
Wang N 201X167) Unclear Unclear High risk High risk Unclear Low risk Unclear
Wang NL 2010201) | Unclear Unclear High risk High risk Unclear Low risk Unclear
Wang YF 201%166) | High risk High risk High risk High risk Unclear Low risk Unclear
Wang YJ 2011165 Unclear Unclear High risk High risk Unclear Low risk Unclear
Wei X 2013(164) Unclear Unclear High risk High risk Unclear Low risk Unclear
Wu CY 2014(189 Low risk Unclear High risk Unclear Unclear Low risk Unclear
Wu GZ 2012(200) Unclear Unclear High risk High risk Unclear Low risk Unclear
Wu YX 2007(163 Unclear Unclear High risk High risk Unclear Low risk Unclear
Wu YX 2015(198 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Xiao HW 2010(162) Unclear Unclear High risk High risk Unclear Low risk Unclear
Xu JJ 2014(190 Low risk Unclear High risk Unclear Unclear Low risk Unclear
Xue CL 2009(100 Unclear Unclear High risk High risk Unclear Low risk Unclear
Yang L 2011(161) High risk Unclear High risk High risk Unclear Low risk Unclear
Yang MF 2014143 Unclear Unclear High risk Unclear Unclear Low risk Unclear
Yang YS 2014150 Unclear Unclear High risk Unclear Unclear Low risk Unclear
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First author, Sequence | Allocation | Blinding of | Blinding of | Blinding of | Incomplete | Selective
publication year generation | concealmen| participant | personnel | outcome outcome outcome
t S assessors | data reporting
Ye WW 2009(160) Unclear Unclear High risk High risk Unclear Low risk Unclear
Yuan JQ 2013146 Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhang HB 2011159 | Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhang HX 2014191) | Unclear Unclear High risk Unclear Unclear Low risk Unclear
Zhang L 2014137) Unclear Unclear High risk Unclear Unclear Low risk Unclear
Zhang Q 2011148 Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhang TL 2011158 | Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhao HW 201Qq157) | Low risk Unclear High risk High risk Unclear Low risk Unclear
Zhao JH 201@156) High risk High risk High risk High risk Unclear Low risk High risk
Zhao YY 2014192 Low risk Unclear High risk Unclear Unclear Low risk Unclear
Zhao ZY 2004(152 High risk High risk High risk High risk Unclear Low risk Unclear
Zheng Y 2008155 Unclear Unclear High risk High risk Unclear Low risk Unclear
Zheng ZY 2014(193 | Unclear Unclear High risk Unclear Unclear Low risk Unclear
Zhong JQ 2011138 | Low risk Unclear Low risk Low risk Low risk Low risk Unclear
Zhong X 2005153 High risk High risk High risk High risk Unclear Low risk Unclear
Zhou JW 2011199 Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhou L 2012(147) High risk High risk High risk High risk Unclear Low risk High risk
Zhu JF 2017154 Unclear Unclear High risk High risk Unclear Low risk Unclear
Zhuang Q 2011179 | High risk High risk High risk High risk Unclear Unclear High risk
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7.3.4 Effects of theéntervention
Urticaria Activity Score

Four studies used UAS to assess disease ac{®¥y140 181, 184). As addon therapy to
secondgeneration antihistamine, one study indicated that CHM reduced UAS score by 0.45
points at the end of treatment when compared with segendration antihistamine aloneQ58,
-0.32]) (140). One study reported UABercentage score change from base(@®. Statistical
difference was not found between groups (MD: 0-D42b, 0.53]). The remaining two studies
(181, 184) reported the number of participants who achield&5 score changes &0% or

higher after receiung treatments. When the data were pooled, CHM asoadtierapydid not
increase the number of participants achiewigS score improvements &0% or higherwhen

compared with antihistamines (RR: 1.16 [1.00, 1.35},15%, p = 0.05).
EffectiveRate 30

The data of ER 30 from 13 studi€00, 145 148 152 153 199 206) were pooled to evaluate
the effects of CHM as adoh therapy to antihistamines. The results showed that CHM could
provide additional benegtin improving chronic urticaria symptoms by%Qr more compared

with antihistamines alone (RR: 1.19 [1.10, 1.27% 54%) (seeTable7.4).

Sensitivity and subgroup analygs were conducted to explore the substantial statistical
heterogeneity (5%) (seeTable7.4). As none of the studies reporting ER 30 were assessed as
low risk bias for sequence generation, an alternative method was used to explore statistical
heterogeneity. After excluding studies judged as high oiskias for sequence generation,

sensitivity analysis involving 11 studies still found CHM as add-on therapy favourable and
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reduced the statistical heterogeneity tad%33Subgroup analysis according to the various
antihistamine agents suggested that CHMaasaddon therapy increased the number of
participants achieving improvement in symptoms b3%20 morecompared with cetirizine (RR:

1.20 [1.08, 1.33],%= 0%), and levocetirizine (RR: 1.27 [1.09, 1.49]7163%). The statistical
heterogeneity was removed when cetirizine was usecb-@agervention and comparator, but
remained substantial when levocetirizine was applied. Statistical difference was not found in
comparison with loratadine (RR: 1.35 [0.79, 2.3%} [74%) or mizolastine(RR: 1.06 [0.99,

1.15], F = 0%).

Tabl e 7tS4z7e Bf ¥ & 9 Hs@bMeld i @aigdddo Mher apy v
Ant i hi st aOhir mdJs tcf o a r3i0a : ER

Subgroup No. of No. of cases Effect estimate References
studies | analysed | (RR, 95% CI, I?)
(1/C)
NA 13 601/576 1.19[1.10, 1.27], | (100, 145 148 152 153 199
54 % 206)
Sensitivity 11 508/488 1.22[1.14, 1.31], | (100, 145 148 199-206)
analysis: 33%
excluding high
RoB SG
Cetirizine 3 121/115 1.20[1.08, 1.33], (100, 204, 206)
%
Loratadine 2 70/70 1.35[0.79, 2.31], | (145 199
74%
Levocetirizine | 4 235/225 1.27 [1.09, 1.49], | (200, 202 203 205
63 %
Mizolastine 2 93/88 1.06 [0.99, 1.1p | (152 153
0%

Notes: C: comparatorCHM: Chinese herbal medicine; CI: confidence interval;, ER 30: effective ratel loase
Chinese Medicinguideline I: intervention;NA: not applicable; RR: risk ratio; RoB: riskf biasassessment; SG:
sequence generation
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Symptom Severity Reduction Index 30

CHM asan addon therapy also improved the outcome SSRI 30. Metlysis of 57studies
showed that additional CHM increased the number of participants who achieved an improvement
in symptomsof 30% or morewhen compared with antihistamine alone (RR: 1.19 [1.14, 1.24], |

= 80%) (seeTable 7.5). Again, sensitivity and subgrowgmalyss were conducted due to high
statistical heterogeneity (8. Studiesdeemed alow risk of bias for sequence generation were
included to performsensitivty analysis. Although the effect size increased, the statistical

heterogeneity was still high (RR:2T.[1.12, 1.44],%4= 85%) (seeTable75).

As most of the included studieslhered to &reatment duration of four weeks, subgroup analysis
of this treatment duration was performsddTable7.5). No noteworthy change wabservedn

the amount of statisal heterogeneity (RR: 1.16 [1.10, 1.2%=180%). Subgroup analysis by
comparators found CHM amaddon therapy increased the chance of achieving SSRI 30 when
compared with cetirizine (RR: 1.27 [1.12, 1.43]=175%) and levocetirizine (RR: 1.1[4.04,
1.24], F = 41%). The statistical heterogeneity of both groups decreased, espettially
levocetirizine groupwith an acceptable level. No statistical difference was found between CHM
asanaddon therapy and loratadine groups, and heterogenaitgased (RR: 1.29 [0.97, 1.74],

12= 89%).
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Tabl e 7.S5zZ7e &f 7 &t hh Hes@bMeld i @idddo Mher aAgt vhi st aOhirmds tcf oar i a:
Subgroup No. of No. of Effect estimate (RR,95% | References
studies | cases Cl, 19

analysed

(I/C)
NA 57 2981/2781 1.19 [1.14, 1.24], 806 (99, 139 144, 146,147, 149151, 154/ 199
Sensitivity 11 493/347 | 1.27 [1.12, 1.44], 8%6 (99,139 141, 157,178 186,189, 190 192 195 197)
analysis: Low
RoB SG
Cetirizine 11 577/539 | 1.27[1.12,1.43], 7% (99, 139,141, 149 154, 155,160, 172 180, 183 184)
Loratadine 5 194/187 | 1.29[0.97, 1.74], 8% (163 175,177, 190, 195
Levocetirizine |4 202/199 |1.14[1.04, 1.24], 4% (142 143 158 173
Treatment 37 1965/1812 1.16 [1.10, 1.22], 8% (99, 139,140, 143 144, 146, 147, 154/ 159 161-167, 169,
durationfour 170,172176,178 180185 189, 192 197)
weeks/one
month

Notes:C: comparatorCHM: Chinese herbal médne; Cl. confidence interval; intervention;MD: meandifference; NA: not applicable; RR: risk ratio; RoB:

risk of bias assessment; SG: sequence generation; SSRI 30: effective rate based on Symptom Severity Reduction Index
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In addition to the consideration of comparators and treatmenti@yratibgroup analysis was
performed according to the frequently used CHM formula or compound prodeetable7.6).
Most CHM formulae or compound products provided additional benfiantihistamines in

achieving SSRI 30such asYu ping feng san (RR: 1.13 [1.06, 1.20],2I: 34%), CG

(fromgancao ) (RR: 1.11 [1.01, 1.22]%E 68%) andDanggui yin zi
(RR: 1.28 [1.05, 1.56]F 0%). No statistical difference wasbservedvhenXiao feng san
(RR: 1.05 [0.86, 1.29]2E 31%) andQi fenggranules (RR: 1.06 [0.83, 1.36],

12 = 91%), as adeon therages, were compared with antihistamines. Substantial statistical

heterogeneity was still detected in more than half of the subgroups.

Tabl e 7.S6z7e &f yscsdi Wi dHearebMEIdi Fo nmed &d do n
Ther apgt vhi st aOhirmds tcf oar i38: SSRI
CHM formula No. of | No. of Effect estimate References
studie | cases (RR, 95% ClI, I?)
s analysed
(I/C)
Compound 6 354/328 |1.11[1.011.22], (151, 154,182 193 197,
glycyrrhizin 68 % 198
capsules
Dang gui yin zi 2 66/68 1.28 [1.05, 1.56], (99, 158
0%
Qi feng granules | 2 119/105 | 1.06 [0.83, 1.36], (170 172
91 %
Total glycosides of 8 406/377 | 1.20[1.01, 1.43], (139,149 150 165 168 188
peony 84 % 191, 192
Tripterygium 3 319/304 | 1.32[1.10, 1.58], (140 161,179
glycosides 69 %
Xiao feng san 2 66/66 1.05[0.86, 1.29], (146,177
31%
Yu ping fengsan | 9 438/412 | 1.13[1.06, 1.20], (142 156,162 164,178 183
34% 184, 186, 194

Notes: CHM: Chinese herbal medicine; Cl: confidence interval; MD: mean difference; RR: risk ratio; SSRI 30:

effective rate based on Symptom Severity Reduction Index
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Relapse rate

The pooled data of two studiés52, 153) indicated that CHM aanaddon therapy reducethe

risk of relapse (relapse rate) in comparison with antihistamines (RR: 0.27 [0.14, TG=5%0)!
Dermatology Life Quality Index

The outcome related to QoL was reported in one study. Additional CHM improved the DLQI
score of participants with chronigticaria by 0.68 points when compared with antihistamines

(MD: -0.68 F0.92,-0.44]) (140.
7.3.5 Adversé&vents

Most studies reported AEs except for 22 studie30 145 148 1511 154, 161, 167, 171, 174,

179 184, 186 189 194, 196 198 200, 201, 204, 206. Among these studies, seven studies
reported no AE$158 162, 177, 183 199 202, 205 and five mentioned the nature of the events
without specifying the number of AE&35 137, 138 146 165. The frequencies of AEs were
calculated in theemaining studies. The number of AEs in participants who received CHM
combined with antihistaminevas 249 which was slightly highethan AEs reported for
antihistamineusealone (228). The most commontypservedAEs in the adebn therapy group
were somnance (96 cases)gastrointestinal events (71 cases), dry mouth (17 cases) and
dizziness ifine cases). AEs in the antihistamine group included somnolence (93 cédsgs),
mouth (45 cases), dizziness (18 casgajtrointestinal events (16 cases) and fat{ddecases).
Gastrointestinal events mainly involved diarrhoea, stomach discomfort and nausea, and were

more frequently reported in participants who received CH&&Table7.7).
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7.3.6 PublicationBias

Potential publication bias should be notedER 30 (13 studies) and SSRI 30 (57 studies) since

the funnel plots showed asymmeinythedistribution of studiesgeeFigures 7.2and7.3).

143



Tabl e

7.

Ev e Atlg e b 8 daendd oRnCosretdr dr ilsa&ld i n HesrebMeld | @idd donmfher apy Vv

Ant i hi st aOhiromds tcf oar i a

First author,
publication year

Adverse events

Bai WJ 2011(177)

None

Bao LX 2008(176)

I: Dry mouth (7), somnolence (7), fatigue (7), gastrointestinal discomfort (2), menstruation deferredl(2). C:
mouth (5), somnolence (5), fatigue (5)

Chen CS 2015194 NS
Chen JY 2014181) I: Somnolence (2), stomach discomfort (2). C: dizziness (1)
Chen XB 2011145 | NS

Cheng Y 201175

I: Somnolence (3), dry mouth (1), nausea (1), poor appetite (#n®@olence(4), dry mouth (1)

Deng D 2013174

NS

Ding QY 2007(173

I: Somnolence (3), dizziness (1). C: dizziness (2), dry mouth (5), constipation (2)

Feng S 2015195

I: Dizziness and lack of strength (1), dry mouth (1). C: somnolence (1)

Fu YH 2011(141)*

I: Diarrhoea(1), abdominal pain (1), somnolence (4), head&2henausea (1). C1: Dry mouth (2), somnolence (&
fatigue (3), headach@). C2:dry mouth (1), diarrbea(1). C3:dry mouth (2), diarrbea(2), abdominal paiifl)

Guo XY 2014(182)

Somnolence (16)

Huang SY 2012206 | NS
Jiang YP 2009172 I: Somnolence (2), dizzine¢$). C: dizzines$2), dry mouth (3)
Jiang YP 2011151) NS

Jie SH 2014135

Abdominal discomfort (NS)

Leng J 2014136

I: Somnolence and dizziness (1). C: drgnth (4), constipation (2)

Li CH 2014(183 None
Li ZL 2013(17)) NS
Liao C 2014(184) NS

Lin YP 2012(149

I: Diarrhoea(3), somnolence (1). C: somnolence (2)

Lin ZF 2014(142)

I: Somnolence, dizziness, tttand inattention (6). Gomnolencedizziness, tird and inattention (7)

Liu Y 2014(185)

I: Dizziness (1), mild swelling of lower limbs (1). @zziness(2), mild swelling of lower limbs (1), feel hot (1)

Long JW 201(Q139

I: Drowsiness, dizziness and weakness (8), mild diarrhoea (8jo®sinessdizziness and weakness (7)

Lu JM 2007(180)

I: Abdominal discomfort (3), poor appetite (3). C: dry mouth (4), fatigue (4)

Lu XY 2010(205)

None
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First author,
publication year

Adverse events

Ma LB 2012(170)

I: Somnolenc€9), dry mouth (2). Csomnolencg6), dry mouth (4), dizzineg®), constipation (2)

Ma WH 2010(169)

I: Somnolence (2), dry mouth (2). @mnolencg?2), headach&)

Ma XM 2013(178)

I: Nausea, stomach discomfort (3). C: dry mouth (2), fatiguar(@eased appetite (1)

Mei T 2014(186)

NS

Mi L 2008 (204)

NS

Mou Y 2011(168)

Total: Somnolence (5)

Qian M 2011(140)

I: Nauseaand vomiting (4), dizziness (3), insomiig), palpitation(3), hair loss (3). C: somnolence (C3:4, C2:3),
dizziness (C3:1), bodgiscomfort(C3:1)

Shi CR 201399)

I: None C1: dizziness (1), somnolence (1). C2: Diag&(2)

Song SH 2015144

I: Somnolenceand headache (3), diao®a(2). C1: somnolence (3), headache and dizziness (2), liver function i
slightly higher (1). C2: Loose stool and abdominal discomfort (3), nausea (1)

Sun H 2015196

NS

Sun RF 2007203

I: Somnolence (3), stomach discomfort (1), dry mouth (1go@mnolenceg4), stomach discomfort (1), dry mouth (

Sun RH 2014187)

I: Dizziness (1), dry month (1), somnolence and lack of strength (2). C: dry month (3), somnolence (3),
gastrointestinal discomfort (2), constipation (3)

Sun RL 2014189

I: Diarrhoea(2). C: somnolence, lack of strength and diguth (1)

Tian AP 2011(202

None

Tian J 2015197

I: Somnolenceslow reaction, dizziness (3). Gomnolenceslow reaction, dizziness (4)

Wang N 2011167)

NS

Wang NL 201Q(201)

NS

Wang YF 2011166)

I: Somnolence (3), gastrointestinal discomfort (2)s@nnolencg?), dry mouth (4), constipation (2)

Wang YJ 2011165

Somnolence (NS), headache (NS), nausea (NS)

Wei X 2013(164)

I: Dizziness and fatigue (2), dry mouth (1). C: dizzinggssomnolence (1)

Wu CY 2014(189)

NS

Wu GZ 2012(200)

NS

Wu YX 2007(163

I: Somnolence (2), headache (3), stomach discomfort (1), dea(h). C:somnolencg3), dizziness (2), dry mouth
(2), fatigue (1)

Wu YX 2015(198)

NS

Xiao HW 2010(162

None

Xu JJ 2014190

I: Somnolence (2), drgnouth(1). C:somnolencg1), dry month (2), constipation (1)

145



First author,
publication year

Adverse events

Xue CL 2009(100)

NS

Yang L 2011(161)

NS

Yang MF 2014143

I: Somnolence (3), headache (2). &mnolencg3), hiccupg3), nausea (1). C2: NS

Yang YS 2014150

I: Diarrhoea(20), somnolence (4). C: somnolence (6)

Ye WW 2009(160)

I: Somnolence (3), abdominal distension (4)s@nnolencg4)

Yuan JQ 2013146

Somnolence (NS), dry mouth (NS), poor appetite (NS)

Zhang HB 2011159

I: Somnolence (2), headache (1), nhausea (13o@nolencg?), headache (2)

Zhang HX 2014191)

I: Somnolence (1), diardea(4). C:somnolencg?2)

Zhang L 2014137)

Somnolence, headache, gastric acid increased, nausea and vomiting (NS)

Zhang Q 2011148

NS

Zhang TL 2011158

None

Zhao HW 201Q157)

I: Somnolence (4). C: dry mouth (2)

Zhao JH 201@156)

I: Somnolence (5). C: dizziness (4)

Zhao YY 2014(192)

I: Somnolence (2), nausea (1), diarel(3). C:somnolencg4), nausea (3)

Zhao ZY 2004152)

NS

Zheng Y 2008155

I: Somnolenc€5), gastrointestinal discomfort (3). &mnolenceg4)

Zheng ZY 2014 (193

I: Somnolence (3), dizziness (2). ©&mnolencg?2)

Zhong JQ 201(138)

Gastrointestinal disturbance (NS), drowsiness ([I&jaesthesiéNS), Gand so 0d(NS)

Zhong X 2005153

NS

Zhou JW 2011199

None

Zhou L 2012(147)

I: Somnolence and dry mon(B). C:somnolenceand dry month (2)

Zhu JF 2012154)

NS

Zhuang Q 2011179

NS

Notes: C: Control; I: Intervention; N®pt stated
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Figure 7.2: FunnelPlot of ChineseHerbal MedicineasAdd-on Therapy v. Second

Generation Antihistamines for Chronic Urticaria : ER 30

Notes: CHM: Chinese herbal medicine; ER 30: effective rate based on Chinese Mgdideime
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SecondGeneration Antihistamines for Chronic Urticaria)

Notes: CHM: Chinese herbal medicine; SSRI&fective rate based on Symptom Severity Reduction Index

7.4 Discussion

7.4.1Effects oflnterventions

Metaanalysis suggested CHM as aohl therapes to secondgeneration antihistamines
improved the clinical outcomes of patients with chronic urticaria. UAS was used in four
studies but only one study used it adinated in clinical practice guidelin€s0). This single
studysuggestdthat CHM asanaddon therapy to antihistamiaémproved UAS. The usage

of UAS in the other three studies diféerfrom prescribed useTherefore the clinical

relevance is uncertain
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ER 30 and SSRI 30 were the most frequently used outcomes in the included studies. Meta
analysis suggested that CHM as -aidtherapy to antihistamines could increase the number
of participants who achieved the improvement in symptoms of chronic urtmai& or

more However, substantial statistical heterogeneity was detected for pooled data of both ER
30 and SSRI 30. Sensitivity analysis and subgroup analysis were performed to explore
heterogeneity based on sequence generation, treatment duratigayatmrs and individual

CHM formula. The statistical heterogeneity was reduced to an acceptable level for only a few

subgroups, such abe individual herbal formulayu ping feng san (12 = 34%),
Danggui yin zi (1= 0%) andXiao feng san (1% = 31%). Further the pooled
data fromnine studies ofYu ping feng san indicated a favourable effect of this

formula with low levels of statistical heterogeneity, which suggests this formula may be
useful for clinical practice. No change or increaséeaterogeneity werebservedior most
subgroups. The reasons for statistical heterogeneity remained urddsarte subgroup

analyses to account for different factors.

7.4.2 Sfety

The most commonlyeported AEs for participants whoreceivedaddon therapes were
similar to thoseexperienced by those in tlatihistaminegroup Somnolence was the most
frequently reported AE in both groups. This was surpridiegauseseconegeneration
antihistamines are believed to have fesedatng effects. Other commmdy observedAEs in

the CHM as addan therapy groups were gastrointestinal events. This might be related to
CHM and has been found in other health conditi¢t®5. Overall, CHM asan addon
therapy toseconegeneration antihistamines was wélllerated bypatients with chronic

urticaria.



7.4.3 How ChineseHerbal MedicineMight Work

Anti-allergy and antinflammation are two important pharmacological action mechanisms
targeting the pathogenesis of urticgiid). Six frequently used herbfafg feng ,huang
qi ,dang g,gancao ,j 1 ng jainda i zhuand onww for mu
ping feng (fang feng , huang qi andbai zhu J)have been show

haveahbhhergiciofl/lamehavoty actions gn weoxX per i me

Thet hanoloffangacehags been sphews tbesppoduc
i nfl ammead iocsasywoa hN Oa sapnrdo st a gl( PrigEEa mp rEon f | ammat or vy
cyt oksiuncetsuan ur neel(oTNFanlidsicnh ol i popo( yBSrchar
i nduced mur istRAWN26r49 @& e@&Hiss cel | mo dfeolr i s ¢
t he exami niantfiloanmnoaft aarnyl haecntdihvaiintmaet sofrayn ga cfteinogn o
extract may result from t hleitgndeinthiatnicenm off
activated -aB) cbl hdi fgNp&88&8t inviittoygeandacti vated
(MAPKs) phos(p880)91 awo oinmportant transcriptior
i nfl ammataiten wi th indodededeematistwies | i ng anc
werienhi byt midsefhuang a@qgqueous (2 &fKtnmratcg with 1ind
all ergi ¢ déremdteivteil s wdrs etdout caela pswa@ghmitctg Ea o g

qi et hanolAdedxiettiognp usiudpes s t he e xgBrle3s0fhen of
|l evel s of infl B@mhatho sy anmeydlie aotxoydsr y(pt ami ne) w
usidnagng guwiol atile oils in r @tlplGam thaomascut e i |
key herb used in CM and hadl|lkeegn-icaabmammant o py
propel2d8%® 1D2FI avonoigdsn fcragom such as 18&bguirit

gl ycyrrhetincoclagl copoorheeddD | y i nhi bi RBE2HBhe de
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cell s, reducahibet hiec riehfelasmmatf iacn AMBed)2anti mress
Il n ovailmdundend mi ce, the scratching behaviou
i nhibited by 118i®d yicryir tr ih gd3)ilininrcg mjdinka i zZhu
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7.4.4 Limitations andl mplicationsfor Researchand Clinical Practice

The most commonlgbservedutcomes in the included sied were ER 30 and SSRI 30. ER
30 was recommended by CM practice guiddi(@3). Despite an extensive searchy n

reference was found for SSRI 30. While these two outcomes assessed the disease activity of
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the two key urticaria symptoms (wheals and pruritus) and reflected the clinical focus, they are
not commonly used in international studidfieseoutcomes wereot validated following
internationallyrecognsedstandard. T hi s | i mi t s ion mte clihicalprddtioe g s 0
to some extent. Outcomescognsed internationally should be considered for future clinical

trials to evaluate the efficacy of CHM for chronic urticaria.

The recurrence of chronic urticaria symptoms (wheals and pruritus) bptte¥sts and has
significant impact orHR-QoL (10, 14i 17). One included study reported DLQI, with some
promising results. HR)oL should be given more focus in future trials. The challenge in the
treatment of chronic urticaria is to achieve effective ainto prevent recurrence of
symptoms. Relapse rate was mentioned in several stidloegever no consensus on the

definition of relapse rate was reached. Relapse rate needs to be specified clearly.

7.5 Conclusion

CHM as an addon therapy tosecondgeneratbn antihistamines could enhance clinical
responsg in improving symptoms of chronic urticaria by%Qr more and appears to be
well tolerated by patients. However, the certainty of the findings is limited by factors
including the methodological flaws afcluded studies, substantial statistical heterogeneity

and uncertain validity of outcomes.



Chapter 8. SystematicReview 3:

Compound Glycyrrhizin for PsoriasisVulgaris

8.1 Background

Findings from Chapters 6 and 7 have shown CHM to be effective for chronic urticaria. For
psoriasis vulgaris, several SRs have been identthatlevaluate the efficacy and safety
CHM. Four previous SRs of RCT&8i 31) evaluated topical CHM for psoriasislgaris, and

one SR(96) evaluated oral CHM. All reviews suggestdat CHM was more effectivéhan

WM. The limitation of these SRs was the inclusion of some outctima¢are notrecognsed
internationally. The evidence related to QoL was lackinthese SRs. Further, all five SRs
provided evidence from a general perspective (overall CHM) and focused on high level
evaluation of CHM as an interventioNo reviewsthatexamined the efficacy of a particular

herb formula or produatere identified

OneCHM product calleccompound glycyrrhizifCG), with its key constituenglycyrrhizin
extracted frongan cao , iIs commonly used in clinical practice in China for both chronic

urticaria and psoriasis vulgaris. CG has been evaluated for chronic urticdrishaws
promising effects aan addon therapy tesecondgeneration antihistamines (see Chapter 7).
To date, one review was identified that compared CG with acitretin for psoriasis vulgaris (see
Section 8.2, but no reviewof this producthas been identdid to determine its effectiveness
asanaddon therapy to conventional therapy. Therefore, the third SR focused on to@ add
effect of CG to conventional therapy for psoriasis vulgdrss chapter has been published

in the journalCurrentMedical Researchand Opinion (85).
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8.2 Introduction

Psoriasis is a chronic, genetic, systemic and inflammatory disorder, which affects one in 50
people globally(13). Psoriasis vulgaris is the most common type of psoriasis representing
approximately 8090% of psorasis patientg13). Patients may progress to other types of
psoriasis, such as erythrodermic or pustular typesause ofinappropriate therapies or
infection (12, 13). In addition to disfigured skin lesiethat itch research has linked psoriasis

with an increased risk of cardiovascular disease, diabetes and cancer among other morbidities

(13).

Guidelinerecommended conventional therapy for psoriasis vulgaris includes topical
therapies for example corticosteroid), phototherapy (NBJVB) and systemicagents for
example acitretin)(12, 13). Although these therapies are effectif&s associated with lorg

term use remains a major concdon patients(12, 13). There is evidence thahe risks of
conventional therapies include local and systemic sitketsf from topical corticosterasd

skin cancer with methoxsalen (psoralen) and ultraviolet A radiation (PUVA) or teratogenicity
with systemic retinoid$217, 218). In addition, patientsindividual perceptios of disability

from psoriasis, and preferenéer therapies may affect adherendéhese factorsieed be
taken into consideration for the treatment of chronic conditions such as ps(@ia%i219).

Up to 5@% of patients with skin conditions in thenlled States(US) and ULhited Kingdom

use herbal medines in conjunction with conventional therg@g 26).

Gan cao (radix glycyrrhizaeor liquorice root) isakey herb used i€M. Clinically, gan
cao has been used for a range of skin conditions including dermatitis, eczema and

psoriasis(219 220. CG is a manufactured produtitat containsglycyrrhizin and other
ingredients (aminoacetic acid, methionine), wgtiicyrrhizin (glycyrrhizic acid)asthe key

componentlt is also known asStronger Neo-MinophagenCg and was originally usetb

154



improwe liver function abnormalities in chronic liver diseaselapan(221). In recent years,
CG has also been used for immunological skin condititaorsekample psoriasis) in China

due to its antinflammatory activity and immunmodulating effec{222).

A sygematic review on concurrent use of CG with acitretin for psoriasis vulgaris concluded
that combining CG with acitretin was more effective th@amg acitretin alone, with fewer
AEs (223). This review evaluated the additional benefit and safety of addBgpGll kinds

of conventional therapies for psoriasis vulgaris.

8.3 Methods

Five English databases (PubMed, Embase, CINAHL, CENTRAL and AMED), one Japanese
database (CiNii) and four Chinese databases (CBM, CNKI, CQVIP and Wanfang Data) were
searched fronnceptions to July 2015. Search terms were grouped according to intervention
(glycyrrhizin and variants), condition (psoriasis and variants), and study deaigionly,
randomsed and variants), with adjustments for each database. Identified citatioms wer

exported to Endnote reference management software for further screening.

RCTs comparingCG plus guidelinerecommended conventional therapy with the same
conventional therapy alone for psoriasis vulgaris were includ@d 13). The primary
outcome was the proportion of patients achieving PASLIE is 60% or greater reduction

in PASI scorg. PASI 60 is recommended iBonsensus otliagnosis and treatment of
psoriasisvulgarisin integrativemedicinepublished in Chin&94). PASI 50/70 are considered
treatment goals based on international guidel(t8s95). As suggested ipreviousSRs(28,

96), PASI 60 was frequently used in RCTs in Chesathe primary outcome. Secondary
outcomes include®ASI 90 (clinically cured)measures of HRoL (such as DLQ), relapse

rate andAEs.
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Data were extracteshdependenthby two reviewers Jingjie Yu and Claire ZhangThese
reviewers evaluated methodological quality using the risk of bias tool developed by the
CochraneCollaboration(89). Disagreement was resolved through discussion or consultation

with a third reviewer (MagharCoyle).

Outcome datavere analysed using Review Manager 5.3 softwaf@7). Dichotomous data
were expressed as RR and continuous data expressed as MD,%i@1.98D was presented
as the actual difference in risk between the intervention and control groups. Fixed effects
analysis was used. Statistical heterogeneity was evaluated using dtagistic. Subgroup
analysis was planned according to conventionalafhe type and preparation type of CG
while publicationbias was assessed by visual inspection of funnel plots. This review protocol

was registered in PROSPERO (CRD42015027763).
8.4 Results

Electronic database seaedretrieved 724 potentially relevant citations. After removal of
duplicates, 444 records were screened. Through title and abstract screening, 413écords
not meet the inclusion criteria. Exclusions included studies of conditions other than psoriasis
vulgaris, noARCTs and irrelevant outcomerurther review of full text was required for 31
articles, and 11 RCTs met the inclusion critesi@efigure8.1). All trials were conducted in
China and published in Chinese language journals between 2006 andA2®did-arm
parallel design was applied for all included studies except one, which used-arthréesign

(224). The sample size of the largest study was (228 and the smallest was §B26) (see

Table 8.1)

In total, 1,200 patients with psoriasis vuigacompleted these trials in hospital outpatient or

inpatient departments. Seven stud({@24 230 stated the disease stages of participants,
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including progressive and stationary stages. The severity of psoriasis vulgaris was mentioned
as mild to severenithree studieg225 227). Participants suffered from psoriasis vulgaris
from one month{224) to 39 yearg230). The mean age qharticipantganged from 30.%5231)

to 40.3 yearqg232). Participants received treatment for fq@e4, 227, 230, 233 or eight
weeks(225 226, 228, 229, 232), with one study providing treatment for up to 12 we@a).

Follow-up after two months was conducted in one s(@3y).

8.4.1 Intervention andCo-interventionComparator

The intervention group used CG and specific conventional thevelpile the comparison
group used corresponding conventional therapy alseeT@ble8.2). CG wasadminisered
oraly or intravenouly. Capsule or tables were given orally three times peragl in seven
studies(226, 229-234), with the dosage being prescribed as 50 om@5n four studieg229,

231, 232 234). The remaining three studies described administration of C&a@sr three
capsules/tablets each tinf@26, 230, 233). Infusion wasused with 4060 ml or 80mg of CG

in four studieq224, 225 227, 228). All studies administered CG within the suggested daily

dosagg235, 236).

Five studies used CGSifongerNeo-MinophagenC) imported from Japa225 228 230,

232, 234), while two studies used CG products manufactured in China with the same
chemical compositiof229 233). No information relating to themanufacturingsource of CG

was mentioned in the remaining studies. Conventional therapy included topical
corticosteroi@ (230, 231, 233, NB-UVB (224, 227, 232), acitretin (225 226, 234 and a
combination of the above ager(®28 229. Dosing scheme of conventional therapy was

consistent with guidelines (12, 13).
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Figure 8.1: PRISMA Flow Chart of Study SelectionProcess Compound Glycyrrhizin

asAdd-on Therapy v. Conventional Therapy for PsoriasisVulgaris

Notes: CG: Compound Glycyrrhizin; RCT: randeeicontrolled trial
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Tabl e 8. 1:

ChHraca lacRhendd io snCasretsir dxifilsa€dd mpound

Gl y Adyed

Ther dmRs or iVaspgari s

MheeaLygasenti onal

First Country; | Blinding; | Treatment | Stage; Duration of | No. of Age: mean Intervention | Control
author, setting number duration; severity | psoriasis participants | (SD) (or
publication of arms follow-up randomised | range);
year duration assessed, gender M/F
dropouts
Du, 2014 China; NS; 2 8w; 0 I: PS and| 17.5 (4.13) | I: 60/60; O I: 31.24 (9.45);| CG, acitretin, | Acitretin, NB-
(229 hospital SS;NS |y 39/21 NB-UVB uvB
outpatients C:PS 18.4 (4.4)y | C:58/58;0 |C:32.93
and SS; (11.72); 37/21
NS
Huang, China; NS; 2 8w; 0 I: PS; NS| 8.6 (1.8)y | I:45/45; 0 I: 43.5 (3.6); | CG, Mometasone
2014(228 | hospital 25/20 mometasone | furoate cream,
patients C:PS; |8.2(23)y |C:45/45;0 |C:45.3(5.8); |furoate 0.1% tretinoin
(NS) NS 23/22 cream, 0.26 | cream, NB
tretinoin uvB
cream, NB
UVB
Jiang, 2014 | China; NS; 2 8w; 0 I: PS; 6.5y I: 34/34; 0 I: 33.5; 18/16 | CG, acitretin | Acitretin
(226) hospital psoriasis
out/inpatie lesion
nts areaO
40 %
BSA
C: PS; 5.7y C:32/32;0 |C:37.5;17/15
psoriasis
lesion
areaO
40 %

BSA




First Country; | Blinding; | Treatment | Stage; Duration of | No. of Age: mean Intervention | Control
author, setting number duration; severity | psoriasis participants | (SD) (or
publication of arms follow-up randomised | range);
year duration assessed; gender M/F
dropouts
Luo, 2006 | China, NS; 2 8w; 0 I: NS; 1.47y I: 51/51; 0 I: 38.15 (20 CG, NB- NB-UVB,
(232 outpatients NS 61); 27/24 UVB, moisture cream
C: NS; 1.31y C:46/46;3 | C:40.22 (19 | moisture
NS 63); 24/22 cream
Liu, 2008 China; NS; 2 8w; 0 I: NS; 3.36 (5.72) | 1: 100/100; 0 | I: 37.00 CG, acitretin | Acitretin
(225 hospital psoriasis | y (10.50); 71/29
patients lesion
(NS) area
30%
BSA
C:NS; |3.42(5.46) | C:100/100; O C: 37.50
psoriasis | y (10.25); 70/30
lesion
area
30%
BSA
Ma, 2011 China; NS; 2 4w;2m NS; NS | 6.7y (2mi | I:47/47;0 Total: 30.5 CG, mometasone
(231 hospital 30y) C: 43/43: 0 (19-66); 46/44 | mometasone | furoate cream
out/inpatie furoate cream
nts
Wu, 2010 China; NS; 3 4w; 0 Total: PS| 8.7y (Ami | I:42/42;0 Total: 32.6 CG, NB- C1l: NB-UVB
(224) hospital and SS | 20y) C1: 40/40; 0 (21-59); 66/54 | UVB C2: CG
inpatients NS C2: 38/38: 0
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First Country; | Blinding; | Treatment | Stage; Duration of | No. of Age: mean Intervention | Control
author, setting number duration; severity | psoriasis participants | (SD) (or
publication of arms follow-up randomised/ | range);
year duration assessed; gender M/F
dropouts
Wang, 2014 | China; NS; 2 4w; 0 I: NS; 5.8 (1.2)y |I:60/60;0 I: 37.4 (2.9); | CG, desonide| desonide cream
(233) hospital NS 39/21 cream
outpatients C: NS; 5.6 (1.5)y | C:60/60;0 |C:38.6(3.1);
NS 31/29
Yao, 2010 | China; NS; 2 4w; 0 Total: PS| 1i 39y I: 48/48; 0 I: 42.3; 27/21 | CG, compound
(230) hospital and SS; C: 44/44:0 | C:38.9: 25/19| compound | flumetasone
patients NS flumetasone | ointment
(NS) ointment
Yang, 2014 | China, NS; 2 4w; 0 I: PS and| 6.4 (2.5)y I: 65/65; 0 I: 37.4(6.1); CG, NB- NB-UVB
(227) hospital SS PASI 35/30 UvB
outpatients 010
/inpatients C:PS 6.2 (2.4)y | C:60/60;0 |C:35.5(6.4),
and SS; 32/28
PASI O
10
Zhang, 2014 China, NS; 2 8i12w; 0 I: NS; 6.3 (5.0)y |I:60/60;0 I: 37.1(9.6); CG, acitretin | Acitretin
(234) hospital NS 37/23
patients C:NS; 5.7(4.2)y |C:60/60;0 |C:35.6(8.9);
(NS) NS 35/25

CG: Compound Glycyrrhizin; C: Control; I: Intervention; m: months;-NBB: narrowband UVB; NS: not stated; PASI: Psoriasis Area and Severity Index; PS: progressive

stage; SSstationary stagey: weeks, y: years
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Tabl e

8 .

2. CoOmp & r & tkroat I$ uRRhehdd o mCosnetdr dd ilsa&ld mpound

ConventThendapmRs or iVasgari s

First author, Compound glycyrrhizin | Country of Conventional Dosage and administration
publication year | preparation type and compound therapy
dosage glycyrrhizin
manufacture
Du, 2014(229 Capsule, 50ng po tid China NB-UVB; Acitretin | NB-UVB, qod; acitretin, 10ng po bid
Huang, 2014228 | Injection, 60 80ml ivgtt | Japan Mometasone Mometasone furoate cream, topical use;%.fretinoin
gd for 10 days furoate cream; cream, 3050 mg topical use, qn; NBJVB, twice a
consecutively, 0.1% tretinoin week
intermittent forfour days cream; NBUVB
Jiang, 2014226) | Capsulefwo capsules po NS Acitretin 0.4 0.7mg/kgd as initialoral dosage, adjusted dosa
tid based on condition severity and medication tolerant
10i 20mg qd as maintenance dosage
Luo, 2006(232) Tablet, 75mg po tid Japan NB-UVB NB-UVB, thrice a week
Liu, 2008(225 Injection, 60ml ivgtt qd | Japan Acitretin 30 mg po qdfor 45 days consecutivel20mg po qd as
for 20 days conseculy rest dosage
Ma, 2011(231) Tablet, 50mg po tid NS Mometasone Topical use, qd
furoate cream
Wu, 2010(224) Injection, 40ml ivgtt qd | NS NB-UVB NB-UVB, god, 10sessions in total
for 10 days
Wang, 2014233 | Capsulethreecapsules | China Desonide cream | Topical usetid
po tid
Yao, 2010(230 Tablet,threetablets po | Japan Compound Topical usebid
tid flumetasone
ointment
Yang, 2014227 | Injection, 80mg ivgtt qd | NS NB-UVB Twice a week
Zhang, 2014234) | Tablet, 75mg po tid Japan Acitretin 20i 40 mgAM as initial oral dosage, adjusted dosage

based on condition severity and medication toleran
10i 20mg qd as maintenance dosage

Notes: bid: twice dailyivgtt: intraverously guttae; mg: milligram; ml: milliliter; NBJVB: narrowband UVB; NS: not statego: administrated orallyqd: once dailygod:
every other daytid: three times daily
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8.4.2 OutcoméVieasures

Clinical response was evaluated by PASI 60 in all studies and all but one used R224)90
Relapse rate was reported in one st(#81). Howeverthe definition of relapse rate was not

specified. None of the included studies reported DLQI. All but tundy$228) reported AESs.

8.4.3 Risk ofBias Assessment

Four studies used random number talbdeallocate participants and were judged as low risk

for sequence generati@q@27, 229 233 234). One study was assessed as high bstause
participants were ssigned to different groups based on visiting or{281). No clear
description of sequence generation was provided in the remaining six siuthesforethey

were deemed arunclear risk. All studies were assessedpasing anunclear risk for
allocation concealment due #olack of detailed information. Blinding was not applied to
participants or personnel in any of the included studies. Therefore, all studies were judged as
high risk for this domain. Blinding of outcome ass®s was not mentioned for the included
studies and all were assessed as unclear risk. Dropouts related to AEs causetd\¥g NB
were reported in one stud®32), and the number was balanced between the two groups
Hence it is unlikely to cause bias. No @pouts were reported for the remaining studies.
Consequently, all studies were judged as low risk for incomplete outcome data. None of the
studies reported details of trial registration or had published protocols, and all were assessed

as unclear risk foselective outcome reportinggeFigure8.2).



Figure 8.2: Risk ofBias AssessmentCompound Glycyrrhizin asAdd-on Therapy v.

Conventional Therapy for PsoriasisVulgaris
8.4.4 Effects of théntervention
Add-on Effectof CG toConventional Therapy

Metaanalysis showed that the chance of achieving PASI 60 (RR: 1.30 [1.21, 146s)
RD: 19%) or PASI 90 (RR: 1.37 [1.21, 1.56F % 0%, RD: 14%) was higher in those who
received CG plus conventional therapy than in those wheiwved conventional therapy

alone. Statistical heterogeneity was low.
SubgroupAnalysisby Therapy Type

Pooled data from three studi¢230 231, 233 showed significant improvement in the
number of people achieving PASI 60 (RR: 1.46 [1.23, 1.74]06, RD: 24%) and PASI 90

(RR: 1.44 [1.07, 1.94],°I= 0%, RD: 14%), when CG was used am addon therapy to
topical corticosteroisl In addition, the combination therapy reduced the relapse rate in one

study (RR: 0.34 [0.21, 0.54], RB68%) (231) (seeFigure8.3).



