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Objective. To evaluate the beneficial effects and safety of corticosteroids combined with traditional Chinese medicine (TCM) for
pemphigus. Methods. Seven electronic databases were searched to identify any potential randomized controlled trials (RCTs) or
clinical controlled trials (CCTs) that compared corticosteroids with and without TCM for the treatment of pemphigus, published
in any language. Remission of the mucocutaneous lesions, therapeutic duration, dosage of corticosteroids, and specific antibody
titers were employed as the main outcome measures. The methodological quality of the included studies was assessed using the
Cochrane Handbook for Systematic Review of Interventions and Rev Man 5.1.0 software. Results. Four RCTs with a total of 199
patients were included in the present review. Management with corticosteroids combined with TCM seemed to benefit pemphigus
patients in terms of healing of lesions, prevention of complications and relapse, and reduced interferon-gamma (IFN-y) level. The
trials were not of high methodological quality. No study mentioned allocation concealment and blinding. Only one trial reported
adverse events, and it indicated that the safety of corticosteroids combined with TCM was uncertain. Conclusion. There is some,
albeit weak, evidence to show that combined treatment with corticosteroids with TCM could be of benefit for some patients with
pemphigus. The efficacy and safety of this combined treatment should be evaluated further in better designed, fully powered, and

confirmatory RCTs.

1. Introduction

Pemphigus is a rare group of autoimmune bullous diseases
characterized by widespread blistering and erosions on the
skin and mucous membranes. The incidence of pemphigus
has been estimated to be 1 to 16 new cases per million
people per year [1]. Antibodies against desmoglein-1 and/or
desmoglein-3 are the main cause of these diseases [2].
Pemphigus is a chronic and potentially life-threatening
condition [3]. With the introduction of corticosteroids in the
1950s, the mortality rate of pemphigus patients decreased
from 75% to 30% [4]. To date, systemic treatment with corti-
costeroids is recommended clinically as the first-line remedy.
However, high doses of and prolonged exposure to systemic
corticosteroids, together with the use of adjuvant immu-
nosuppressive and anti-inflammatory agents, cause severe
adverse effects in PV patients [5], such as Cushing syn-
drome, necrosis of the femoral head, and digestive bleeding.

To minimize the side effects of corticosteroids, traditional
Chinese medicine (TCM) has been used as an adjuvant
in China since the 1980s [6]. Many clinical studies have
shown that it can effectively improve patients’ conditions
and therapeutic efficacy and reduce corticosteroid dosage,
complications, and the risk of recurrence [7-10]. However,
no evidence-based studies using corticosteroids combined
with TCM for treatment of pemphigus have appeared in
the literature. In this analysis, randomized controlled trials
(RCTs) and clinical controlled trials (CCTs) were collected
to evaluate the beneficial effects and safety of corticosteroids
combined with TCM for pemphigus.

2. Materials and Methods

2.1. Database and Search Strategies. We selected all clinical
trials that compared corticosteroid treatment with combined
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treatment of corticosteroids and TCM for treatment of pem-
phigus in the Chinese National Knowledge Infrastructure
(CNKI), the Chinese Biomedical Literature Database (CBM),
the Chinese Scientific Journal Database (VIP), WANFANG,
PubMed, EMBASE, SCI, Current Controlled Trials, and
the Cochrane Central Register of Controlled Trials in the
Cochrane Library (March 2014). No restrictions were placed
on language. The following search terms were used individu-
ally or combined: “Chinese patent medicine,” “Chinese patent
drugs,” “traditional Chinese medicine,” “Chinese herbology,”
“Chinese medicine,” “Chinese material medical,” “Chinese
herbs,” “Chinese herbal medicine,” “herbal medicine;,” “Chin
Tradit Pat Med,” corticoid, corticosteroids, “rat ATH,” gluco-
corticoid, “cortical hormone,” pemphigus, “controlled clinical

» «

trial,” “clinical trial,” and “randomized controlled trials”

2.2. Inclusion and Exclusion Criteria and Process

Inclusion Criteria. RCTs and CCTs that compared corticos-
teroids with and without TCM for pemphigus were collected.
Based on the “Diagnosis and classification of pemphigus and
bullous pemphigoid” [11], patients fulfilling the diagnostic
criteria for pemphigus were enrolled, without restrictions
on age, gender, or race. Outcome measures included clinical
outcome (e.g., remission of the lesions, dosage of the corti-
costeroid, and complications) and laboratory outcome (e.g.,
titers of Dsgl and 3 and IIF).

Exclusion Criteria. Exclusion criteria were as follows: dupli-
cate publications reporting the same groups of participants;
case reports, reviews, workshop summaries, and studies
about clinical observations; studies that included pemphigoid
or other autoimmune bullous diseases; research reports with-
out relevant information on patients and interventions; stud-
ies that included any adjuvant (i.e., azathioprine, methotrex-
ate, or steroid sparing agents) before starting TCM.

2.3. Data Extraction and Quality Assessment. Two authors
(Tingting Zhou and Peiru Zhou) were responsible for search-
ing the literature, selecting studies, and extracting data
independently. Various data were extracted including the title
of the study, author, year of publication, article source, study
size, sample size, diagnostic criteria, methodological details,
therapeutic duration, and clinical standards, as well as inter-
ventional details of controls, outcomes, and adverse effects
for each study. Disagreements were resolved by discussion,
and consensus was achieved through a third party (Hong
Hua, Xiaosong Liu). The quality of the enrolled trials was
assessed according to the Cochrane Handbook for Systematic
Review of Interventions, Version 5.1.0, and Rev Man 5.1.0
software [12]. The assessment criteria used were random
sequence generation (selection bias), allocation concealment
(selection bias), blinding of participants and personnel (per-
formance bias), blinding of outcome assessment (detection
bias), incomplete outcome data (attrition bias), selective
reporting (reporting bias), and other bias.
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2.4. Data Synthesis. A descriptive analysis of the data was
conducted in this systematic review because of statistical
heterogeneity and the limited number of patients enrolled.

3. Results

3.1. Description of the Included Studies. A total of 450
abstracts (431 in Chinese and 19 in English) were obtained
from 9 databases and were evaluated on the basis of the
inclusion criteria of the present analysis. Figurel shows
details regarding the full flow of information, presented
according to the PRISMA format [13]. A total of 193 studies
were excluded for duplication. Among the 257 remaining
abstracts, 106 abstracts were not relevant, and 42 described
bullous disorders other than pemphigus. Therefore, 10 full-
text articles were reviewed. Further examination showed that
only four trials met the inclusion criteria; they were included
in the present analysis [6, 14-16].

3.2. Characteristics of Studies. Table1 shows the character-
istics of the four clinical trials included in this review. A
total of 199 pemphigus patients were studied in these trials.
Of these patients, 103 were prescribed a combination of oral
corticosteroids and TCM, while 96 patients were treated with
corticosteroids only. The sample size in each trial ranged from
20 to 32.

3.3. Risk of Bias and Quality Assessment of Studies. The
quality of most trials was poor according to the Cochrane
quality assessment criteria (as shown in Table 2). Figure 2
shows the risk of bias. No information about allocation
concealment, blindness, or withdrawals and dropouts was
recorded in any trial. Only one trial reported the randomized
allocation of participants, follow-up, and adverse reactions.

3.4. Effects of the Interventions. To summarize the data, a
descriptive analysis was conducted due to the limitations
of both statistical heterogeneity and the number of articles
analyzed.

3.5. Main Outcome Measure. The remission of mucocu-
taneous lesions, therapeutic duration, dosage of corticos-
teroids, complications, and relapse were evaluated as main
outcome measures.

3.5.1. Remission of Lesions. Three out of four trials reported
the remission of lesions. In Li’s study, the improvement of
blisters was significant (¢-test, P < 0.05) in the group
with TCM, while no significant difference was demonstrated
between groups in fever or causalgia [14]. The response of the
pemphigus patients in the active condition was documented
by Peng and Jie [15]. After 2 months of treatment, only 6.25%
(2/32) and 24.14% (7/29) of the patients remained unchanged
in the groups with and without TCM, respectively. The ratio
of improvement in the group with TCM was significantly
higher than that in the group without TCM (P < 0.05). In
the third trial [13], 4.5% (1/22) and 35% (7/20) of the patients
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Articles identified in Chinese

databases: n = 431

CNKI: n = 115
VIP:n =63
CBM:n = 129

WANFANG: n = 124
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Articles identified in English
databases: n = 19
PubMed: n = 8
EMBASE: n =0
Cochrane:n =1
SCLl:n=5
Current controlled trials: n = 5

Results of the primary search: n = 450 ]

L Duplicates excluded: n = 193 ]

Titles and abstracts
screened: n = 257

ﬂﬂ articles were excluded f(h

the following reasons:

Observational studies without
controls:n =3

Review articles: n = 12

Studies including other
disorders: n = 42

Irrelevant articles: n = 106

Full-text articles
remaining: n = 10

’ \Case reports: n = 52 /

~
Articles with unclear diagnosis:

n==6

RCTs and CCTs
remaining: n = 4

|

FIGURE 1: Study selection process.

relapsed during the follow-up period (2 years) in the group
with and without TCM respectively (y* test, P < 0.05).

3.5.2. Time of Treatment. Two trials described the therapeutic
duration. The size of lesions was measured at different time
points of treatment in one trial [14]. In this trial, therapeutic
effects were classified into three grades: cured: all previous
rashes faded without any new eruption; improved: more than
30% of rashes faded and new rashes appeared occasionally;
and not improved: less than 30% of rashes faded and new
rashes appeared all the time [17, 18]. Significant differences
in the percentage of cured patients at various time points of
treatment (2 months, 4 months, and 6 months) were observed
between groups (¢-test, P < 0.01). The other trial [6] just
mentioned that there was a significant difference between
groups in healing time of the lesions (P < 0.05), but no
detailed times were presented.

3.5.3. Dosage of Corticosteroids. Dosage of corticosteroids
was reported in only two trials. In Chen’s study [15], no
significant difference between the groups was found in

the percentage of patients taking less than 30 mg of pred-
nisone per day at the end of 2 months’ treatment, although
the ratio was higher in the TCM group than in the non-TCM
group. However, the difference was significant (P < 0.01)
when the dosage was more than 30 mg per day. The other
trial [6] only mentioned that there was a significant difference
(P < 0.05) in corticosteroid dosage when the lesions could be
controlled well, but no exact figure was given.

3.5.4. Complications. Two trials reported complications. In
one study, during treatment, gastric ulcer occurred in two
patients, and fungal infection and osteoporosis developed in
one and three patients, respectively, in the TCM group. In the
group without TCM, 5 patients suffered from gastric ulcer,
7 patients suffered from fungal infection, and 10 patients
suffered from osteoporosis. A t-test demonstrated a highly
significant difference between groups (P < 0.01) [14]. In the
other study, osteoporosis and hypertension were observed
in one patient receiving TCM, while in the group receiv-
ing corticosteroids alone, two patients with osteoporosis,



Evidence-Based Complementary and Alternative Medicine

Random sequence generation (selection bias) -:l

Allocation concealment (selection bias) [

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _

Incomplete outcome data (attrition bias) [

Selective reporting (reporting bias) | |

B Low risk of bias

Other bias | ]
100

50
(%)

0 25 75

B High risk of bias

[0 Unclear risk of bias

Random sequence generation (selection bias)
Allocation concealment (selection bias)

Selective reporting (reporting bias)

® | ® | ® | @ | Blinding of participants and personnel (performance bias)
@ @ | @ | @ | Blinding of outcome assessment (detection bias)

g

0

g

=

o

Chen and Xu 2007 | (2 | (? ?
Liand Liang 2009 | (2 | (2 2|2
Luoetal. 2003 | @ | @ 2|2
Wang et al. 2009 | (2 | (2 2 |2

® e e Incomplete outcome data (attrition bias)

FIGURE 2: The Cochrane Collaboration’s tool for assessing risk of bias.

three patients with hypertension, two patients with diabetes
mellitus, and one patient with digestive tract ulcer were
observed (chi-square test, P < 0.05). The chi-square test
demonstrated a significant difference between the two groups
(P < 0.05) [16].

3.5.5. Relapse Rate. Only one trial reported the relapse rate
[14]. Two patients receiving TCM and six patients receiving
corticosteroid alone experienced relapse. A t-test demon-
strated a highly significant difference between the two groups
(P < 0.01).

3.6. Secondary Outcome Measure. Antibody titer in circu-
lation was set as a secondary outcome measure. One [6]
of the four studies compared the titer of specific antibodies
for pemphigus between groups, as well as the levels of
interleukin-10 (IL-10), interferon-gamma (IFN-y), and sol-
uble interleukin-2 receptor (sIL-2R). Prior to treatment, no
differences were detected between groups in circulating levels
of these markers. However, the levels of IFN-y decreased
remarkably in both groups after treatment. The reduction in

the group with TCM was much more remarkable than that
in the group without TCM (P < 0.05). In addition, the level
of IL-10 increased in the combined TCM group more than
that in the corticosteroid group, but there were no significant
differences (P > 0.05).

3.7 Adverse Events. One case of diarrhea was observed in the
combined group by Luo et al. [6]. No other adverse events
were reported.

3.8. Subgroup Analysis and Publication Bias. The number of
trials in the present review was too small to conduct analyses
of subgroups and publication bias.

4. Discussion

Pemphigus is an acquired autoimmune blistering disease,
in which the immune system becomes dysregulated and
produces antibodies against normal mucocutaneous compo-
nents. The use of systemic corticosteroids has dramatically
reduced mortality from this disease, but treatment outcome



is still associated with profound corticosteroid-related mor-
bidities. To minimize the side effects of these medicines,
TCM has been used in China since the 1980s. Yu et al. [7]
reported that a combination of corticosteroids and TCM
can effectively improve patients’ conditions and therapeutic
efficacy and reduce corticosteroid dosage and complications.
Wu et al. [10] found that this therapeutic strategy could
reduce the toxicity of corticosteroids and promote drug
absorption. Based on traditional Chinese medicine, pem-
phigus is attributed to damp, heat, and toxin, which result
in the holistic Yin-yang imbalance and dysfunction in the
visceral organs of the patient and consequently cause various
clinical manifestations [19]. Unlike Western medicine, the
core idea of traditional Chinese herbal medicines is to
correct the holistic condition, such as with Coptidis Rhizoma,
Radix Scutellariae, and Cortex Phellodendri, which are most
commonly used for heat-clearing and detoxicating. Modern
clinical trials have demonstrated that some herbal medicines
have immunosuppressive and anti-inflammatory properties
[20].

In the present analysis, four clinical trials consisting of
199 patients were evaluated. Compared to corticosteroids
alone, management with corticosteroids combined with
TCM seemed to benefit pemphigus patients in terms of
healing of lesions, prevention of complications and relapse,
and reducing levels of IFN-y. However, conclusions could
not be drawn because of several limitations in the present
analysis. First, only a few clinical trials were available, and
they were small in size and poor in quality of study design.
Second, publication bias resulting from the difficulty in
publishing negative results may have occurred. Third, a
meta-analysis could not be performed because of the small
number of available studies and statistical heterogeneity.
Nevertheless, the alternative strategy of using corticosteroids
combined with TCM for pemphigus may be considered one
option to prevent complications, especially when patients are
experiencing side effects from corticosteroid treatment.

However, to date, no well-designed or high-quality RCT
on the safety and efficacy of combining steroid and TCM
treatment for pemphigus has been reported. This analysis
suggests that high-quality RCTs are essential to demon-
strate the beneficial effects of Chinese herbs for patients
with pemphigus. To achieve a strong clinical trial, clinical
practitioners should follow the international standards of
CONSORT in assessing TCM [21]. Furthermore, this analysis
suggests that high-quality RCTs are essential to TCM clinical
investigation. In order to achieve an ideal clinical trial, clinical
practitioners should follow the international standards of
CONSORT for TCM [19]. To make sure that the rationale
of the study design is the first step. The study design model,
such as the TCM syndrome-oriental model and the integrated
syndrome and disease-oriental model, could have effect on
the inclusion and exclusion criteria, the treatment protocols,
and the outcomes. Secondly, the information of the TCM
which included the TCM formula, dosage, treatment course,
control intervention, outcome measurement method, and
index should be defined clearly. Thirdly, the primary and
secondary outcomes and selecting the rationale ones which
could improve the reliability of the assessment also should
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be defined clearly. In addition, statisticians should participate
throughout the research process and be responsible for
calculating sample size, monitoring the performance of the
research, and analyzing data.

5. Conclusion

There is some evidence on the use of corticosteroids com-
bined with TCM in promoting healing of lesions, reducing
circulating specific antibody levels, and decreasing adverse
events and relapse. However, considering the quality of
experimental designs and methodologies in existing studies,
the evidence remains weak. More rigorous RCTs with high-
quality study designs are needed to assess whether corti-
costeroids combined with TCM are an effective and safe
treatment of pemphigus.

Conflict of Interests

The authors declare that there is no conflict of interests
regarding the publication of this paper.

Authors’ Contribution

Hong Hua selected the topic, designed the study, and mod-
ified the paper. Xiaosong Liu modified the paper. Tingting
Zhou and Peiru Zhou searched the literature and wrote the
paper. Tingting Zhou and Peiru Zhou equally contributed to
this paper.

Acknowledgment

The English in this document has been checked by at least
two professional editors, both native speakers of English. For
a certificate, please see http://www.textcheck.com/certificate/
DITMZT. This work was supported by the National Key
Clinic Program (2013) and Beijing Natural Science Founda-
tion (7142168).

References

[1] C. Chams-Davatchi, M. Valikhani, M. Daneshpazhooh et al,,
“Pemphigus: analysis of 1209 cases,” International Journal of
Dermatology, vol. 44, no. 6, pp. 470-476, 2005.

[2] L. K. Martin, V. Werth, E. Villanueva, J. Segall, and D. E
Murrell, “Interventions for pemphigus vulgaris and pemphigus
foliaceus,” The Cochrane Database of Systematic Reviews, no. 1,
Article ID CD006263, 2009.

[3] L. K. Martin, V. P. Werth, E. V. Villaneuva, and D. F. Murrell, “A
systematic review of randomized controlled trials for pemphi-
gus vulgaris and pemphigus foliaceus,” Journal of the American
Academy of Dermatology, vol. 64, no. 5, pp. 903-908, 2011.

[4] J. C. Bystryn, “Adjuvant therapy of pemphigus,” Archives of
Dermatology, vol. 120, no. 7, pp. 941-951, 1984.

[5] E R. Rosenberg, S. Sanders, and C. T. Nelson, “Pemphigus:
a 20 year review of 107 patients treated with corticosteroids,”
Archives of Dermatology, vol. 112, no. 7, pp. 962-970, 1976.

[6] X.Q.Luo,L.C.Zhu, L. D. Tao et al., “The clinical and laboratory
research for Chinese traditional medicine in the treatment of



Evidence-Based Complementary and Alternative Medicine

(8]

(16]

(17]

pemphigus,” Journal of Clinical Dermatology, vol. 32, no. 1, pp.
38-41, 2003.

L. P Yu, H. Xun, and D. E Tan, “The clinical research of
the combination of corticosteroids and tripterygium glycoside
in treatment of pemphigus,” Modern Journal of Integrated
Traditional Chinese and Western Medicine, vol. 18, no. 3, p. 268,
20009.

Z.Qu, “The clinical research of the combination of tripterygium
glycoside and prednisone in treatment of pemphigus vulgaris,”
China Foreign Medical Treatment, vol. 17, p. 93, 2009.

L. Wang, L. H. Liao, Y. J. Huang, and J. Q. Deng, “The clinical
research for Chinese traditional medicine in the treatment of
pemphigus vulgaris,” Journal of Sichuan of Traditional Chinese
Medicine, vol. 24, no. 9, pp. 77-78, 2006.

M. Q. Wu, Q. Y. Han, and Z. H. Pu, “A review on treating
pemphigus in the integrative medicine,” Clinical Journal of
Chinese Medicine, vol. 4, no. 15, pp. 120-122, 2012.

R. Kershenovich, E. Hodak, and D. Mimouni, “Diagnosis and
classification of pemphigus and bullous pemphigoid,” Autoim-
munity Reviews, vol. 13, no. 4-5, pp. 477-481, 2014.

J. P. T. Higgins and S. Green, Cochrane Handbook for Systematic
Reviews of Interventions, Version 5.1.0, The Cochrane Collabo-
ration, 2011, http://handbook.cochrane.org/.

D. Moher, A. Liberati, J. Tetzlaff, and D. G. Altman, “Preferred
reporting items for systematic reviews and meta-analyses: the
PRISMA statement,” International Journal of Surgery, vol. 8, no.
5, pp. 336-341, 2010.

Y. X. Li and P. Liang, “The clinical research of the combination
of traditional Chinese and western medicine in treatment of 29
pemphigus vulgaris,” Clinical Journal of Chinese Medicine, vol.
1, pp. 21-23, 2009.

C.P.ChenandL.]J. Xu, “The clinical research of the combination
of traditional Chinese and western medicine in treatment of 32
pemphigus vulgaris,” Journal of New Chinese Medicine, vol. 39,
no. 1, pp. 75-76, 2007.

L. M. Wang, J. J. Li, J. T. Yuan, and M. H. Zhou, “The
clinical research of tonifying kidney herb combined small doses
of corticosteroids in maintenance treatment of pemphigus,’
Journal of China Traditional Chinese Medicine Information, vol.
1, no. 2, p. 65, 2009.

State Administration of Traditional Chinese Medicine, Stan-
dards for Diagnosis and Curative Effect of Chinese Medical
Symptom, Nanjing University Publishing House, 1st edition,
1994.

Hunan Provincial Department of Health, Standards for Diagno-
sis and Curative of Common Diseases, Hubei Medical University
Publishing House, Ist edition, 1999.

Y. B. Liu, “The general situation about the combination of
traditional Chinese and western medicine in treatment of
pemphigus,” Modern Journal of Integrated Traditional Chinese
and Western Medicine, vol. 14, no. 5, pp. 698-700, 2005.

X. X. Huang, “The mechanism and clinical application of
traditional Chinese immunosuppressant,” LiShiZhen Medicine
and Materia Medica Research, vol. 16, no. 12, p. 1296, 2005.

Z. Bian, B. Liu, D. Moher et al., “Consolidated standards of
reporting trials (CONSORT) for traditional Chinese medicine:
current situation and future development,” Frontiers of Medicine
in China, vol. 5, no. 2, pp. 171-177, 2011.



