MR SHERMAN X. GU (Orcid ID : 0000-0003-1096-0761)

Article type  :Research Letter

A Chinese herbal medicine preparation (PTQX) for children with
moderate to severe atopic eczema: a pilot RCT

S.X. Gu,* X. Mo,> A.L. Zhang,' J. Liu,>M.E. Coyle,* S. Ye, 2Z. Wen,® N.E. Cranswick,’ C.C.
Xue,'*D. Chen %*

-

School of Health and Biomedical Sciences, RMIT University, Victoria, Australia

2 Department of Dermatology, Guangdong Provincial Hospital of Chinese Medicine,
Guangdong, China

3 Key Unit of Methodology in Clinical Research, Guangdong Provincial Hospital of
Chinese Medicine, Guangdong, China

4 The Guangdong Provincial Academy of Chinese Medical Sciences, Guangdong, China

The Royal Children's Hospital, Murdoch Children's Research Institute, The University of

Melbourne, Victoria, Australia

o1

*Corresponding author:

Professor Dacan CHEN, BMed, MMed.

President, Guangdong Provincial Academy of Chinese Medical Sciences
Dermatologist, Guangdong Provincial Hospital of Chinese Medicine
111 Dade Road, Guangzhou, Guangdong 510120 China

Email: cdc@gzucm.edu.cn

Funding sources: This project was supported by the Australian Government Research
Training Program Scholarship and research funding through the China-Australia International
Research Centre for Chinese Medicine, a joint initiative of Royal Melbourne Institute of
Technology (RMIT) University, Australia and Guangdong Provincial Hospital of Chinese
Medicine (GPHCM), China. The project was also co-funded by the Traditional Chinese
This article has been accepted for publication and undergone full peer review but has not
been through the copyediting, typesetting, pagination and proofreading process, which may
lead to differences between this version and the Version of Record. Please cite this article as

doi: 10.1111/bjd.16988
This article is protected by copyright. All rights reserved.



Medicine Bureau, Guangdong Provincial Government, China (Grant number: [2014] 539).

Conflict of interest: D. Chen developed the CHM formula PTQX which has been patented.

All other authors have declared no competing interests.

To the editor: Atopic eczema (AE) or atopic dermatitis is a chronic and relapsing
inflammatory skin disease. The prevalence and burden of AE are increasing globally.
Systemic immunomodulating medications including corticosteroids or immunosuppressive
drugs are efficacious agents for difficult-to-treat or refractory moderate or severe AE, but are
not used routinely due to safety concerns.! Some AE patients reported using complementary
and alternative medicines including Chinese herbal medicine (CHM). A Cochrane systematic
review of 28 studies involving 2,306 AE participants found an oral CHM formula could
improve quality of life in AE children.? However, the current state of evidence is limited to
support routine use of CHM for AE, further rigorous randomised controlled trials (RCTs) are
needed to determine if CHM is beneficial.

A double-blind, randomised, placebo-controlled pilot trial of the nine-herb CHM
preparation Pei Tu Qing Xin granules (PTQX) involving 30 children with moderate to severe
AE was undertaken (between August 2016 and September 2017) in Guangzhou, China.
PTQX was composed of Baizhu (Atractylodes macrocephala), Taizishen (Pseudostellaria
heterophylla), Shanyao (Dioscorea opposite), Yiyiren (Coix lachryma-jobi), Baimiaogen
(Imperata cylindrical), Liangiao (Forsythia suspense), Gancao (Glycyrrhiza glabra),
Baixianpi (Dictamnus desycarpus) and Zhenzhufen (Pteria martensii (Dunker)). PTQX is
currently used at the Dermatology Department of GPHCM based on expert consensus.® An in
vivo study reported that PTQX reduced histamine-induced itch in guinea pigs, and 4-
aminopyridine- or dextrane-induced itch in mice.* This pilot RCT aimed to determine
protocol feasibility and compliance, to gather preliminary data and to monitor safety.
Findings from this pilot RCT will inform planning of a full-scale RCT.

After obtaining written informed consent forms signed by the parents or guardians,
participants were randomised to receive either oral PTQX or identical placebo twice daily for
12 weeks, with follow-up assessment conducted at 16 weeks (4 weeks after the treatment

phase). The primary outcome was change in Eczema Area and Severity Index (EASI), ° with
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the secondary outcomes being change in Patient-Oriented Eczema Measure (POEM), ° the
Children’s Dermatology Life Quality Index (CDLQI), " use of concomitant medications and
adverse events. The trial protocol was approved by the GPHCM Ethics Committee and the
RMIT University Human Research Ethics Committee. The trial was registered with the
ANZCTR (ACTRN12614001172695) prior to recruiting participants. Block randomisation
codes were generated by the SAS 9.2 software. and allocated to the participants with a central
allocation system developed by the Department of Research Methodology of GPHCM.
Neither the trial participants nor investigators knew the participant allocation to real treatment
or placebo group. Data were analysed by using IBM SPSS version 22. Intention-to-treat
analysis was performed using the data imputation method of last observation carried forward.
All comparisons were 2-tailed with p-values <0.05 considered to be statistically significant.
The full clinical trial design including inclusion and exclusion criteria, and trial medication
details can be found in the published study protocol. ®

Screened from 121 potential eligible participants, nine boys and 21 girls aged six to
16 years were recruited from the Dermatology Out-patient Department of GPHCM (n=16,
PTQX group). The participants in both groups were highly compliant with the protocol in
terms of taking the trial medications and completing all case record forms. The withdrawal or
dropout rate was within an acceptable 10% rate (n=1 withdrawal, n=1 dropout, PTQX group;
n=1 dropout, placebo group).

Characteristics of both groups were balanced at baseline. The results are summarised
in Table 1. There was no between group differences in change scores for EASI, POEM and
CDLQI at the end of treatment (Week 12). While not statistically significance, the mean
scores of EASI, POEM and CDLQI in the PTQX group were lower than those in the placebo
group at the end of the follow-up period (Week 16) (Table 1).

During the trial, 21 children (n=10, PTQX group) used topical corticosteroid creams
(TCS) as concomitant medications. While differences in the volume of use of TCS were not
statistically significant between the two groups, there was a lower TCS use in the PTQX
group at end of the trial (Week 16). There were three (n=1, PTQX group) mild adverse events
(skin rashes or vomiting) and no severe adverse events during the trial period. No hepatic or
renal function abnormalities were found for all participants during the treatment period.

Findings from this pilot RCT is limited; nevertheless, these findings can be used to
calculate sample size for the full-scale RCT. The study revealed that the adverse events were

mild and the protocol is implementable, hence an appropriately powered RCT is warranted.

This article is protected by copyright. All rights reserved.



References:

1. Sidbury R, Davis DM, Cohen DE, et al. Guidelines of care for the management of
atopic dermatitis: section 3. Management and treatment with phototherapy and
systemic agents. J Am Acad of Dermatol. 2014;71(2):327-49.

2. Gu S, Yang AW, Xue CC, et al. Chinese herbal medicine for atopic eczema.
Cochrane Database Syst Rev. 2013;9:CD008642.

3. Chen D, Fu X, Fan R, et al. Expert consensus guidelines for diagnosis and treatment
of atopic dermatitis with Chinese medicine. Chin J Dermato Venerol Integ Trad W
Med 2013; 12(1):60-1.

4. Mo X, Liu C, Chen Y, et al. Pharmacodynamic research of Peitu Qingxin Keli in
relieving itching of experimental itchy skin guinea pig model. J New Chin Med.
2015;47(7):272-74.

5. Barbier N, Paul C, Luger T, et al. Validation of the Eczema Area and Severity Index
for atopic dermatitis in a cohort of 1550 patients from the pimecrolimus cream 1%
randomized controlled clinical trials programme. Br J Dermatol. 2004;150(1):96-102.

6. Charman CR, Venn AJ, Williams HC. The patient-oriented eczema measure:
development and initial validation of a new tool for measuring atopic eczema severity
from the patients' perspective. Arch Dermatol. 2004;140(12):1513-9.

7. Lewis-Jones MS, Finlay AY. The Children's Dermatology Life Quality Index
(CDLQI): initial validation and practical use. Br J Dermatol. 1995;132(6):942-9.

8. Gu SX, Zhang AL, Coyle ME, et al. Chinese herbal medicine granules (PTQX) for
children with moderate to severe atopic eczema: study protocol for a randomised
controlled trial. Trials. 2015;16:294.

This article is protected by copyright. All rights reserved.



Table 1 Primary and Secondary Outcomes: Comparisons within Groups and between Groups

Outcomes  Group Baseline End of End of follow- Change from Change from Comparison of the mean
(MeantSD)  treatment  up (Week 16) baselinetoend  baseline toend of  difference between groups
(Week 12) (MeanxSD) of treatment follow-up (95% ClI)
(MeanzSD) _(W_eek 12) _(W_eek 16) End of End of
(within g+roups) (within g+roups) treatment follow-up
Mean+SD Mean+SD (Week 12)  (Week 16)
EASI PTQX 13.666.96 6.716.32 6.236.35 -6.95+7.35 -7.43%5.79 0.08 (-4.81 to -2.95 (-9.55 to
4.99); 3.67);
Placebo 13.639.08 6.636.79 9.18+11.00 -7.01%8.16 -7.01%8.16
n=30 n=30
t=0.04 t=-091
p=0.97 p=0.37
POEM PTQX 20.0045.53 12.50+7.78 13.56+8.08 -7.5048.05 -6.4418.24 257 (-784 to -2.3 (-849 to
2.70); 3.90);
Placebo 18.07+4.94 15.07+6.04 15.868.47 -3.00£6.59 -2.21+8.39
n=30 n=30
t=-1.00 t=-0.76
p=0.33 p=0.45
CDLQI PTQX 12.4445.68 8.50+6.56 8.31+6.98 -3.9446.29 -4.13+6.34 -1.36 (-5.83 to -1.90 (-6.78 to
3.12); 2.97);
Placebo  12.79+4.84  9.86+5.20 10.21+5.90 -2.93+5.99 -2.57+6.56
n=30 n=30
t=-0.62 t=-0.80
p =0.54 p=0.43

Abbreviations: CDLQI: Children’s Dermatology Life Quality Index; CI: Confidence interval; EASI: Eczema Area and Severity Index; POEM: Patient-

Oriented Eczema Measure; PTQX: Pei Tu Qing Xin granules; SD: Standard deviation.
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