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Article history: Background: Henoch-Schonlein Purpura (HSP) is the most common necrotizing vasculitis affecting chil-
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Received in revised form 21 July 2015
Accepted 29 July 2015
Available online 31 July 2015

effectiveness and safety of CHM for HSP in children without renal damage.

Methods: Randomized controlled trials (RCTs) comparing CHM with conventional medications were
searched from five databases. Eligible data were pooled using random-effects model using RevMan 5.2
Subgroup analysis for different co-interventions and sensitivity analysis for reducing heterogeneity were
implemented. GRADE approach was adopted.

Results: We included 15 trials with 1112HSP children (age 1-16 years old), disease duration one day to

Keywords:
Henoch-Schénlein purpura
Chinese herbal medicine

Systematic review three months. The overall methodological quality of included trials is relatively low. Adjunctive oral CHM
Children treatments reduced renal damage (6 trials, RR 0.47, 95%CI 0.31-0.72, I> =0%), and subsiding time (days)
Renal damage of purpura (5 trials, mean difference (MD) —3.60, 95%Cl —4.21 to —2.99, I* =23%), joint pain (5 trials,

MD —1.04, 95%CI —1.33 to —0.74, I> =1%) and abdomen pain (5 trials, MD —1.69, 95%CI —2.51 to —0.86,
12 =74%). Subgroup and sensitivity analysis did not change the direction of results. No severe adverse
events reported.
Conclusions: Orally taken adjunctive CHM treatments are effective for children suffering HSP in terms
of reducing renal damage and subsiding time of purpura, and could possibly reduce subsiding pain of
joint and abdomen. No reliable conclusion regarding safety is possible based on the safety data retrieved.
Further rigorous trials are warranted.

© 2015 Published by Elsevier Ltd.

Contents

B R {1 oY LTt () o
B VU » T T
B2 B 21 (=4 1 0) w1 c) T
2.2. Information sources.............
2.3. Selectionof trials................
2.4. Outcome measurements
B T D 1 = T ¢ =Ll ) o

* Corresponding author at: Centre for Evidence-based Chinese Medicine, Beijing University of Chinese Medicine, No. 11, North Third Ring Road, Chaoyang District, 100029
Beijing, PR China.
E-mail address: yutong_fei@163.com (Y. Fei).

http://dx.doi.org/10.1016/j.ctim.2015.07.010
0965-2299/© 2015 Published by Elsevier Ltd.


dx.doi.org/10.1016/j.ctim.2015.07.010
http://www.sciencedirect.com/science/journal/09652299
http://www.elsevierhealth.com/journals/ctim
http://crossmark.crossref.org/dialog/?doi=10.1016/j.ctim.2015.07.010&domain=pdf
mailto:yutong_fei@163.com
dx.doi.org/10.1016/j.ctim.2015.07.010

742 Y. Yang et al./ 23 (2015) 741-750

2.6. Riskof biasassessment............cooeeeiiiieeiiiiieeenninennnnn.
2.7. Synthesis of results ........coeeiiiiieiiiiie it iiiie it
0 TR 1) 1
3.1, Study selection...........oeeeiiiiiiiiie i i
3.2. Characteristics of included trials .................cooooviiiin..
3.3, RiSKOfbias ....couiiieiiiii i e

3.4. Effectiveness

3.4.1. DiSease ProgresSiOn ......e.eeeeereeueeenneeneennnenns
3.4.2. Subsiding time of symptoms..............cooeeeiiinn..

3.4.3. Global assessment by pediatricians
3.4.4. Symptom recurrence in follow-ups

3.4.5.  AdVerse eVeNLS .....oveiirieeeiiiaeeeiineeiiiaeeeennnns

3.4.6. Sensitivity analysiS........c.ccoviiiiiiiiiiiiii i

3.4.7. Publicationbias ..........cooiiiiiiiiiiiiiiiiiiiie,

3.4.8. GRADE evidence profile...............cooiviiiiin....

LS B ) Y 1 13 (o o
41. Main findings .......oviiiiiiii i
4.2, Strength and limitations..........oovviiieiiiiiiiiiiiinenniaans

4.3. Relation to prior Work .......covvviiiiiniiiiiin e

52 SN 014115 1o U o) o -3

LS T €0 ) Uad L T ) L3

FUNAING . ..ottt as
Authors’ contribution ..........cooviiiiii i
Appendix A.  Supplementary data...........ooeiiiiiiiiiinieiiiiaa.s
2] (5 )3 o =

1. Introduction

Henoch-Schonlein purpura (HSP, also known as anaphylactoid
purpura or allergic purpura) is a systemic vasculitis, characterized
by deposition of immune complexes, and most commonly affects
children.! The primary symptom is a rash that looks like many small
raised bruises, many with painful joints and abdomen, sometimes
signs of renal damage.? HSP can occur any time in life, but it is most
common in children between 2 and 6 years of age.> And previous
study found that the incidence is about 10-20 per 100,000 children
per year, and the highest is 70.3 per 100,000 between the ages of 4
years and 6 years.*

Renal involvement and its severity directly affect the prognosis
of HSP.>6 Clinical data from China showed that 50-88% HSP chil-
dren would develop renal damage in the first month after diagnosis,
and 89-95% within 3 months’® Also data from other countries
found that 18-81% HSP children manifested kidney related symp-
toms, such as hematuria and proteinuria.®'?

HSP is usually self-limiting, and treatments for most patients
remain primarily supportive. Symptom control and preventing HSP
nephritis is the main purpose of treatments. Treatments focus on
the maintenance of hydration, nutrition, and electrolyte balance.
Conventional drugs include i) vitamin C, vitamin E, rutin (violaque-
reitrin), carbazochrome (adrenosin) and so on, aiming to improve
the permeability of capillaries, ii) general anti-allergy treatment,
such as anti histamine H; receptor antagonist, H, receptor antag-
onist (cimetidine) and allergic media release retarding agent, iii)
medications for anticoagulation, expanding blood vessel and pro-
mote blood circulation, such as dipyridamole, Urokinase, Heparin
and Calcium antagonist, iv) Glucocorticoids, immunosuppressants
and immunoglobulin G in sever conditions. In patients with abnor-
mal kidney function, the treatment will refer to management of
nephritis.

According to traditional Chinese medicine (TCM), HSP in chil-
dren belongs to blood syndrome, caused mainly by wind, heat,
toxin, stasis and deficiency. TCM physicians give treatments (usu-
ally orally taken herbal medicines) according to symptoms and
signs.

By previous literature review, we identified a number of clini-
cal studies on Chinese herbal medicine (CHM) for HSP in children.
However, there is no systematic review to present evidence.

The objective of the present systematic review is to explore the
effectiveness and safety of CHM for treatment of HSP in children
without renal damage.

2. Methods
2.1. Eligibility criteria

Trials were included when they met the following criteria: i)
randomized controlled trials (RCTs) without limits on blinding or
publishing language, ii) children with specified diagnosis criteria
of HSP, no limits on the gender or nation, and iii) interventional
therapies include orally taken CHM or plus supportively conven-
tional drugs including medications to improve the permeability
of capillaries, anti allergy, anticoagulation, expanding blood ves-
sel and improving microcirculation. Trials with patients with renal
damage and those included adult patients (aged over 18 years
old) were excluded. Trials using CHM extract injections or other
TCM treatments were excluded. Orally taken CHM was defined
as CHM in any kinds of orally taken forms, including decoctions,
pills, powders, tablets and capsules, et al. that having all or main
ingredients of herbs or extracts of herbs that belong to the TCM
system.

2.2. Information sources

PubMed (1950-April, 2015), Cochrane Library (April, 2015),
China National Knowledge Infrastructure, CNKI (1979-April,
2015), VIP Database for Chinese Technical Periodicals
(1989-April,2015), Wanfang Database on Academic Institu-
tions in China (1990-April,2015) were searched. Search strategies
for different databases were designed according to their different
searching characteristics (Supplement filel). We also screened
references lists of retrieved articles.
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