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Background: Atopic eczema is the most common type of skin disorder in both children and adults. It
is characterized by erythema, pruritus, papules, xeransis, and lichenification. Qinzhuliangxue decoction
(QZLXD), a Chinese herbal medicine (CHM) prepared with several ingredients that are used to treat
eczema, was formulated according to the traditional Chinese medicine (TCM) theory. This study aimed to
investigate the efficacy and safety of QZLXD administration for treating atopic eczema compared to those of
Runzaozhiyang capsules (RZZYC).

Methods: A total of 176 patients were enrolled at the Shanghai Yueyang Hospital and were randomly
assigned to the QZLXD treatment group (n=82) or the RZZYC control group (n=86). The differences in
Eczema Area and Severity Index (EASI), Dermatology Life Quality Index, itching score, recurrence rate, and
adverse events (AEs) were compared between the groups.

Results: The EASI score (x’=14.181, P=0.003), recurrence rate (x’=7.398, P=0.007), and itching score
(F=-3.427, P=0.001) were lower in the QZLXD group than in the RZZYC group. Incidence of AEs was
similar between the RZZYC and QZLXD groups (P=0.434).

Conclusions: QZLXD is recommended for the treatment of subacute atopic eczema because QZLXD

showed good efficiency with low recurrence rate and tolerable AEs.
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Introduction

Eczema refers to a group of skin disorders, including atopic
eczema, contact eczema, and stasis dermatitis, of which
atopic eczema is the most common type (more than 50%
cases) (1). It develops in both children and adults and is
characterized by erythema, pruritus, papules, xeransis,
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and lichenification (2). The incidence of eczema is 4.6%
in China (3), whereas in the United States, morbidity due
to eczema among adults is 7.2% (4), resulting in annual
treatment costs of $5.297 billion USD (in 2015) (5).
Currently, there is no cure for eczema, and treatment
involves the use of basic emollient formulations; topical
anti-inflammatory, photo, and antipruritic therapies;
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Table 1 Composition of RZZYC
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Chinese Pinyin Pharmaceutical name Genus Species
He Shouwu Polygonum multijiorum Thunb. Polygonum Thunb
Zhi Heshouwu Fallopia multiflora (Thunb.) Harald. Fallopia PRAEPARATA Harald
Sheng Dihuang Rehmannia glutinosa Libosch. Rehmannia Libosch
Sang Ye Morus alba L. Morus Alba

Ku Shen Sophora flavescens Ait. Sophora Ait

Hong Huoma Bredia tuberculata (Guill.) Diels Bredia Diels
RZZzYC, Runzaozhiyang capsule.

Table 2 Composition of QZLXD

Chinese Pinyin Pharmaceutical name Genus Species
Fang Feng Saposhnikovia divaricata (Turcz) Schischk. Saposhnikovia Schischk
Gan Cao Glycyrrhiza uralensis Fisch. Glycyrrhiza Fisch
Huang Qin Scutellaria baicalensis Georgi Scutellaria Georgi
Mu Danpi Paeonia suffruticosa Andr. Paeonia Andr

Yi Yiren Coix lacryma-jobi L. var. mayuen (Roman) Stapf Coix Stapf
Mu Li Ostrea gigas Thimberg Ostrea Thimberg
Zhen Zhumu Hyriopsis cumingii (Lea) Hyriopsis Cumingii
Ci Shi Magnetite Magnetitum Mineral
Zi Cao Arnebia euchroma (Royle) Johnst Arnebia Johnst

QZLXD, Qinzhuliangxue decoction.

frequent cleaning; and dietary interventions, which are
prescribed based on the individual’s clinical condition
during the long course of treatment (6). Additionally,
western treatment strategies for mild-to-moderate atopic
dermatitis include topical administration of corticosteroids,
which have limited efficacy toward moderate-to-severe
atopic dermatitis (7). Besides, systemic ciclosporin and
corticosteroids are restricted for long-term use because of
their limited efficacy and potential toxic and side effects,
such as allergies, skin thinning, growth retardation, relapse,
and adrenal gland suppression (8). Almost half of the
atopic eczema patients use complementary and alternative
therapies, such as traditional Chinese medicine (TCM) (9).
TCM may be a supplement or replacement for western
medicine for the long-term treatment of eczema.

In China, patients with atopic dermatitis often receive
alternative and complementary treatments as first-
line therapy. The herbal medicines used to prevent the
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development and recurrence of atopic dermatitis are
widely accepted. However, to date, only a few studies have
provided conclusive evidence regarding the efficacy of oral
ingestion or topical application of Chinese herbal medicines
(CHM) in relation to adverse events (AEs) compared with
other control interventions (10,11), due to methodological
weaknesses of randomized controlled trials (RCTs). Only
a few RCTs have demonstrated the efficacy (or lack of
efficacy) of Chinese medicinal herbs in treating atopic
eczema. Further, larger scale RCTs in this direction are
warranted (12). Some researchers have reported the benefits
of Runzaozhiyang capsules (RZZYC, component as shown
in Tible 1) in alleviating the symptoms of eczema (13).
Qinzhuliangxue decoction (QZLXD), an effective
formula developed in the 1950s by Xia’s Chinese medical
surgery (one of the most famous Shanghai styles of TCM)
for atopic dermatitis has been clinically used for over
50 years. It comprises six Chinese herbs, as shown in
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Table 2, and has been approved by the Shanghai Food
and Drug Administration (Petition Number: YZ170063).
Previous studies have reported that QZLXD had
satisfactory effects in alleviating symptoms of atopic eczema
and maintaining long-term stability, thus improving patient
quality of life (14). Although positive outcomes associated
with QZLXD have been clinically observed, strong evidence
is lacking. Therefore, we conducted an RCT on QZLXD
to investigate its safety, clinical efficacy, and influence on
adult quality of life in the treatment of atopic dermatitis in
comparison with a placebo treatment.

Methods
Participants

Patients were selected based on the following inclusion and
exclusion criteria. Inclusion criteria: (I) a diagnosis of subacute
atopic eczema (15); (II) aged between 18 and 65 years; (III)
affected body surface area between 3% and 10% (inclusive) as
assessed by the palm method; (IV) skin lesions on the trunk or
extremities, excluding the palms/soles, face/scalp, and vulvar
areas; (V) willingness for participation and follow-up with a
readiness to sign informed consent.

Exclusion criteria: (I) allergies to any medicine or
ingredients used in this study; (II) pregnancy, lactating,
or planning a pregnancy within a year; (III) clinically
meaningful laboratory findings that could affect patient
safety; (IV) history of primary cardiovascular, respiratory,
digestive, urinary, endocrinological, and hematological
diseases that cannot be controlled with ordinary treatments;
(V) topical or systematic application of corticosteroids within
the previous 1 and 2 weeks, respectively; (VI) participation
in another clinical trial within the previous 3 weeks; (VII)
non-cooperation, including language barrier and inability to
reach the Research Center for medical treatment or other
conditions or diseases that the researchers believe may cause
significant risks or obscure the research findings.

Sample size

Based on the difference between two sample rates, using the
estimation formula to calculate the required sample size (16).
The total effective rate at the end of treatment was defined
as the effect index, and the predicted effective rates were
86.3% and 75.0% for the treatment and control groups,
respectively (17). The inspection level (o) was 0.05 and
power was 0.8 (B=1; power =0.2) were assumed. Based on the
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two-sided tests, the sample size was estimated to be 146, with
73 subjects per group. Owing to possible patient withdrawal,
we increased the sample size by 20%, and a total of 176
subjects were required, with 88 participants in each group.

Study design

The randomization sequence was generated by study
investigators who are statisticians. To balance the baseline
characteristics between the two groups, subjects were
assigned in a 1:1 ratio. The enrolled subjects were randomly
assigned to receive 30 mL of QZLXD (n=82) twice daily
after meals, or 4 tablets of RZZYC three times a day (n=86)
after meals and an additional daily mizolastine sustained-
release tablet. Eligible patients were randomly assigned to
one of the two groups on the second.

The dosage used in the present study was determined
according to the Chinese Pharmacopoeia (2010 edition).
Quality control of the product was performed by detecting
baicalin and paeonol with high-performance liquid
chromatography (HPLC), as shown in Figure 1.

Ethics

The study protocol was approved by the institutional review
boards (IRBs) of Yueyang Integrated Traditional Chinese
and Western Medicine Hospital, independent National
Ethics Committee (EC), and Chinese Medicinal Agency
(Approval Number: 2016-017). All participants provided

their written informed consent before enrollment.

Study outcomes

The primary outcome was the Eczema Area and Severity
Index (EASI) score achieved with treatment. The secondary
outcome was quality of life. EASI, Dermatology Life
Quality Index (DLQI), and itching scores were measured
before treatment and during weeks 0, 2, and 4. The
condition of all participants improved after 4 weeks of
treatment, and they were monitored until disease relapse
or until 8 weeks. The recurrent time as well as the EASI,
DLQI, and itching scores after relapse were calculated at
the week 8 visits if relapse occurred. The flow chart of the
study is shown in Figure 2.

The primary efficacy endpoint for each group was
the change in EASI score after 4 weeks of treatment
compared with the baseline value. EASI 95, 60, 30 and
<30 corresponded to EASI 295% (cured), between 60%

Ann Palliat Med 2020;9(3):870-882 | http://dx.doi.org/10.21037/apm.2020.04.17



Annals of Palliative Medicine, Vol 9, No 3 May 2020

873

A
1 2 3 456 12 3 456 1. 2 3 4 56

Saposhnikovia

o Cortex Moutan
divaricata

Liquorice

B Baicalin

Positive control

*
L
)
L
]
L]
n
L]
L]
]
L]
[
[}
.
"
.
-

) *
.
..l------ll'-l

B
30 40 50 60 7.0 80 90 10.0%J1.0y12.0 130 140 1560 16.0
mig%“ 3-"

QZLX decoction
ammEEEE Ry, |

-
S"sassmmwannn"®

0.060
0.050
0.040:

2 0.030
\d

Negative control

0.020

0.010

+8.194
>B.776
$>9.618

ey,

0.000:

+
.
-
L]
L

T

6750 104

g
e

1207150140 150160 17.0 18.0 190 20.0

Scutellaria

) . Coix seed
baicalensis
Paeonol
\ X3
LAY
0.025 g
¥ .
» [}
0.020 " .
s s n
= -
§ _ oots » :
=]
22 L .
= o010 [ ] n
S » «
&
3 . [
0.005: 2 : [ ] 1]
N /‘L - L ]
P
0.000 A [ T —
050 1.00 1.50 2.00 250 3.00 3.50 4.00 4.50 5.00 5.50 6.00 6.50 7.00 W50 8.0048.50 9.00 9.50 10.00
min PN
. ar
0.035 : "
-
0.030 a3
)
5 0025 i
g _ 0020 b4 H
82 L]
= N u
x 0015 -
N . "
S o010 » -
Qe
3 »
0.005 sl e
0.0004 *

T T T T T T T
1.00 2.00 3.00 4.00 5.00 6.00 7.00 ﬁv 9.00 10.00 11.00 12.00
i 4
min

0.090
0.080
0.070
0.060
2 0.050:
0.040
0.030
0.020
0.010
0.000%

Negative control

.
1.00 2.00 3.00 4.00 5.00 6.00 7.00 G.OU: 9.00 10.00 11.00 12.00
.
.

Figure 1 The qualitative and quantitative analysis of QZLX products. (A) Different herbs and three different batches of QZLX products
were quantified using thin-layer chromatography. Samples analyzed per well: [1], [2], and [3] are test samples, [4] controlled medicinal herbs,
[5] controlled drugs, and [6] negative control. (B) Quality control of QZLXD by the HPLC method. The expression levels of baicalin and
paeonol measured by HPLC were used as quality controls for the obtained QZLX product. Baicalin acid and paeonol were detected in the
positive control and QZLX samples, but not in the negative control (B). The dashed box means QZLX products have the same positive
result with control; the dashed oval means QZLX product has the same result with positive control. QZLX, Qinzhuliangxue; QZLXD,
Qinzhuliangxue decoction; HPLC, high-performance liquid chromatography.

and 94% (significantly effective), between 30% and 59%
(effective), and <30% (invalid), respectively.

Three secondary endpoints were considered: (I) DLQI
and itching scores at week 2 compared with the baseline
scores; (II) decreased rate of DLQI and itching scores at
every visit compared to those at baseline; (III) relapse rate at
week 8 post-treatment. Recurrence was defined as an EASI
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score >10% of the EASI baseline; relapse rate = recurrent
patients/patients of followed up x100%.

Safety

Safety evaluation was performed by: (I) blood routine tests
for red blood cell, white blood cell, and platelet counts,
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Figure 2 Flowchart of the trial, enrollment, randomization, treatment,

(IT) urine routine tests for red blood cell and white blood
cell counts, and of protein and glucose levels, (III) hepatic
function tests for glutamic pyruvic transaminase, glutamic
oxalacetic transaminase, total bilirubin, and glutamyl
transpeptidase levels, and (IV) renal function tests for blood
urea nitrogen and creatinine levels.

Statistical analysis

In this study, quantitative variables (EASI, itch score, and
DLQI) with normal distribution were described as means
and standard deviation (SD); non-normal distribution
were summarized as median and interquartile range (IQR).
Comparative analysis with baseline values was performed
by F test for quantitative data such age, sex and duration of
the disease and the Mann-Whitney test for categorical data,
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follow-up, and data analysis.

such as itching score. The comparison of AEs between the
two groups was assessed by Fisher exact probability method.
The measurer was blinded to the results.

Results
Comparison of baseline characteristics between patients

Patients were recruited from July 2014 to the end of
September 2016. A total of 168 individuals were screened
at the Yueyang Integrated Traditional Chinese and Western
Medicine Hospital for eligibility (Figure 2). At the end of
the trial, 163 out of 168 patients completed the trial with
a dropout rate of 3.0% (Figure 2). Of the 5 patients who
dropped out, 2 were dissatisfied with the treatment process,

2 could not continue because of their work schedule, and 1
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failed to complete follow-up. The baseline characteristics of
patients are reported in 7zble 3. No significant differences in
the following variables were observed: age, mean of course
of the disease, and EASI, DLQI, and itching scores.

The mean age of the treatment group was 44.81+
15.00 years (n=82); 60.49% of the patients were men. The
mean age of the control group was 48.16+13.56 years (n=86);
46.34% of the patients were men. The mean of EASI scores
were 14.17+6.90 for the treatment group and 14.17+9.84 for
the control group. The mean DLQI scores were 11.38+6.40
and 9.80£5.91 for the treatment and control groups,
respectively. The median itching score in both groups was
2.00 (range, 0.00 to 3.00).

Efficacy

Primary outcome

The EASI score after 4 weeks of treatment was compared
with the score at baseline. The mean EASI scores after
4 weeks of treatment were 3.24+2.91 in the treatment group
and 4.99+4.16 in the control group. A significantly higher
proportion of patients receiving QZLXD achieved higher
total effective rate after treatment than those receiving
RZZYC (P=0.003). The total effective rate (%, 95% CI)
was 77.78 (68.53, 87.03) in the QZLXD group and 64.63
(54.06, 75.20) in the control group (Tables 4,5).

Secondary outcomes

EASI score after treatment

There was no difference in the EASI scores between
the QZLXD and the control groups (8.75+4.09 versus
9.02+6.00, P>0.05) after a 2 weeks of treatment; however,
a difference in EASI score was observed after 4 weeks of
treatment (Zable 5 and Figure 3), indicating that QZLXD
required a certain amount of time to elicit therapeutic
effects. The conditions of QZLXD-treated patients
markedly improved after treatment, with a decrease in
erythema, dispel swelling, and pruritus (Figure 4).

DLQI score after treatment
After 4 weeks of treatment, the mean DLQI was 3.11+2.69
for QZLXD-treated patients and 4.20+3.80 for RZZY-
treated patients. However, the difference was not
statistically significant at week 4 of treatment (P=0.053) or
at every visit during follow-up (P>0.05) (Table 5).

In addition, QZLXD treatment had a positive effect on
the itching score. The mean itching score after 2 weeks
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was 1.2620.9 in the treatment group and 1.96+0.48 in
the control group. However, after 4 weeks, the itching
score was 0.93£0.61 in the treatment group and 1.24£0.51
in the control group. Furthermore, significantly higher
proportions of QZLXD-treated patients achieved a higher
itching score than those receiving RZZY at the 2-week and
4-week visits (P=0.001) (Table 5).

Recurrence

The recurrent rates (%, n/N) were 6.17 (5/81) in the
QZLXD group and 20.73 (17/82) in the control group.
There was also a significant difference between the two
groups in terms of recurrence rate (P=0.007), suggesting
that subjects in the QZLXD group experienced lesser
recurrence than those in the control group, consistent with
the trend of effective ratio (Table 4).

Safety

Safety was evaluated based on the occurrence of AEs. A
total of 16 AEs were reported: 6 in the treatment group and
10 in the control group. All the AEs occurred during the
treatment period (within 4 weeks). The overall comparison
of AE frequencies between the two groups was not
significantly different (P=0.434) (Table 6).

Discussion

In the last 20 years, QZLXD has been extensively used
for treating eczema, as its clinical efficacy in terms of
relieving symptoms and reducing the frequency of relapse
of eczema has been established (18). QZLXD also has
anti-inflammatory effects, enhancing the itching threshold
induced by histamine phosphate, which could also be used
for treating allergies. The present randomized, controlled
trial explored the benefits of administering QZLXD
compared with those of conventional treatment for eczema,
showing a superior efficacy after 4 weeks of treatment.
Herbal remedies have been traditionally used to control
dermatitis, including Indian pennywort, walnut, and
turmeric (19). TCM in the form of topical agents such as
creams are also popular for treating dermatitis (20-22).
Owing to the fewer side effects, TCM has drawn wide
and international attention in treating eczema (23).
The National Health Insurance Research Database in
Taiwan identified the largest number of patients with wind-
dampness-heat pattern (24), which could be treated with
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Indicators Treatment group Control group Values P value
Age, years
No (lost) 82 (0) 86 (0)
Mean (SD) 44.81 (15.00) 48.16 (13.56) F=-1.363 0.173
Median (Q;-Qx) 46.00 (31.00-58.50) 52.00 (36.75-60.00)
Min-max 18.00-69.00 20.00-65.00
Age, years (%)
<56 63 (77.78) 60 (73.17) x°=0.467 0.586
>56 18 (22.22) 22 (26.83)
Sex, n (%)
Male 49 (60.49) 38 (46.34) x*=3.280 0.070
Female 32 (39.51) 44 (53.66)
Disease course, months
Mean (SD) 12.45 (16.78) 11.71 (15.24) F=-0.454 0.650
Median (Q;—Q,) 6.00 (2.00-15.50) 5.00 (3.00-14.00)
Min-max 0.50-84.00 2.50-74.00
EASI score
Mean (SD) 14.17 (6.90) 14.17 (9.84) F=-1.039 0.299
Median (Q;—Q,) 12.80 (10.40-16.20) 11.80 (6.40-18.00)
Min—-max 2.80-44.20 1.00-38.80
DLQI score
Mean (SD) 11.38 (6.40) 9.80 (5.91) F=-1.621 0.105
Median (Q;-Qx) 10.00 (7.00-14.00) 9.00 (5.00-13.00)
Min-max 1.00-30.00 1.00-25.00
ltching score
0 0 (0.00%) 2 (2.33%) z=-0.151 0.880
1 2 (2.44%) 4 (4.65%)
2 46 (56.10%) 43 (50.00%)
3 34 (41.46%) 37 (43.02%)
Mean (SD) 2.41(0.52) 2.33 (0.69) F=-0.359 0.720

Median (Q—Q,)

Min—-max

2.00 (2.00-3.00)
1.00-3.00

2.00 (2.00-3.00)
0.00-3.00

Comparative analysis with baseline values was performed by F test for quantitative data such age, sex and duration of the disease and
the Mann-Whitney test for categorical data, such as itching score.
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Table 4 Comparison of primary outcome and recurrent rate between both groups

Time point EASI Treatment group (n=81) Control group (n=82) X P value
Week 2 EASI 95 0 0
EASI 60 1 3
EASI 30 62 51
Invalid 18 28
Total effective rate (%, 95% CI) 1.24 (-1.22, 3.69) 3.66 (-0.49, 7.81) 4.239 0.120
Week 4 EASI 95 24 6
EASI 60 39 47
EASI 30 16 25
Invalid 2 4
Total effective rate (%, 95% CI) 77.78 (68.53, 87.03) 64.63 (54.086, 75.20) 14.181 0.003
Follow-up Recurrent rate (%, n/N) 6.17 (5/81) 20.73 (17/82) 7.398 0.007

The primary outcome between the two groups was compared by ¥* test. The Fisher exact probability method was used to compare the
recurrent rate between groups. EASI decrease rate = (EASI baseline score — EASI after treatment)/EASI baseline x100%. The criteria
for efficacy were as follows: () EASI 95, EASI decrease rate =95%; (Il) EASI 60, EASI decrease rate between 60-94%; (lll) EASI 30, EASI
decrease rate between 30-59%; and (IV) invalid, EASI decrease rate <30%. Q1-Q3: inter quartile range. Total effective rate = (EASI 95
number + EASI 60 number)/number x100%. Recurrence was defined as EASI score >10% of EASI baseline, recurrent rate = recurrent
patients/patients of followed up x100%.

Table 5 Comparison of EASI, DLQI, and itching scores between both groups before and after treatment

Median (Q,-Qs)

Min—-max

10.00 (7.00-14.00)
1.00-30.00

9.00 (5.00-13.00)
1.00-25.00

Variable Time point Number Treatment group (n=82)  Control group (N=86) F & z (inter-group) P value
EASI Baseline N [N miss] 82 [0] 86 [0] F=-1.039 0.299
Mean (SD) 14.17 (6.90) 14.17 (9.84)

Median (Q—Qy) 12.80 (10.40-16.20) 11.80 (6.40-18.00)

Min-max 2.80-44.20 1.00-38.80
Week 2 N [N miss] 82 [1] 86 [4] F=-0.420 0.675

Mean (SD) 8.75 (4.09) 9.02 (6.00)
Median (Q—Qy) 8.00 (6.50-10.60) 8.60 (4.20-12.10)
Min-max 1.80-30.20 0.60-26.00
Week 4 N [N miss] 82 [1] 86 [4] F=-2.965 0.003
Mean (SD) 3.24 (2.91) 4.99 (4.16)
Median (Q,—-Q5) 2.40 (1.20-4.35) 4.00 (2.00-7.20)
Min-max 0.00-15.20 0.40-19.20
Baseline N [N miss] 82 [0] 86 [0] F=-1.621 0.105
Mean (SD) 11.38 (6.40) 9.80 (5.91)

Table 5 (continued)

© Annals of Palliative Medicine. All rights reserved.
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Table 5 (continued)
Variable Time point Number Treatment group (n=82)  Control group (n=86) F & z (inter-group) P value
Week 2 N [N miss] 82 [1] 86 [4] F =-1.456 0.145
Mean (SD) 6.58 (3.89) 7.46 (4.31)
Median (Q—Qy) 5.00 (4.00-8.00) 6.50 (4.00-10.25)
Min-max 1.00-18.00 1.00-17.00
Week 4 N [N miss] 82 [1] 86 [4] F=-1.935 0.053
Mean (SD) 3.11 (2.69) 4.20 (3.80)
Median (Q—Qy) 2.00 (2.00-4.00) 3.00 (2.00-6.00)
Min-max 0.00-13.00 0.00-20.00
ltching score Baseline N [N miss] 82 [0] 86 [0]
0 0 (0.00%) 2 (2.44%) z=-0.359 0.720
1 1(1.23%) 4 (4.88%)
2 46 (56.79%) 41 (50.00%)
3 34 (41.98%) 35 (42.68%)
Mean (SD) 2.41 (0.52) 2.33 (0.69) F=-0.359 0.720
Median (Q—Qy) 2.00 (2.00-3.00) 2.00 (2.00-3.00)
Min-max 1.00-3.00 0.00-3.00
Week 2 N [N miss] 82 [1] 86 [4]
0 2 (2.47%) 1(1.21%) z=-7.811 0.000
1 56 (69.13%) 8 (9.76%)
2 23 (28.40%) 66 (80.49%)
3 0 (0.00%) 7 (8.54%)
Mean (SD) 1.26 (0.49) 1.96 (0.48) F=-7.811 0.000
Median (Q,—-Qy) 1.00 (1.00-2.00) 2.00 (2.00-2.00)
Min-max 0.00-2.00 0.00-3.00
Week 4 N [N miss] 82 [1] 86 [4]
0 18 (%) 3 (%) z=-3.427 0.001
1 51 (%) 56 (%)
2 12 (%) 23 (%)
3 0 (%) 0 (%)
Mean (SD) 0.93 (0.61) 1.24 (0.51) F=-3.427 0.001

Median (Q,-Q;)

Min—-max

1.00 (1.00-1.00)
0.00-2.00

1.00 (1.00-2.00)
0.00-2.00

Itching score was measured by the Mann-Whitney test for grading data and the F test was used for other comparative analyses. Q1-Q3:
inter quartile range. N miss: number of missing values.
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Figure 4 Condition of QZLXD-treated patients markedly improved after the treatment, effectively reducing erythematic, dispel swelling,
and antipruritic effects. QZLXD, Qinzhuliangxue decoction.
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Table 6 Adverse events in both groups

Ma et al. QZLXD for treating atopic eczema

Treatment group (n=82)

Control group (n=86)

Adverse events P value
Number % Number %
Total 6 7.32 10 11.63 0.434
Diarrhea 1 1.22 3 3.49
Stomach discomfort 1 1.22 1 1.16
Abdominal discomfort 2 2.44 2 2.32
Systemic disease 1 1.22 1 1.16
Abnormal laboratory examination 1 1.22 2 2.32
Adverse reaction leading to dropout 0 0.00 1 1.16
Severe adverse reaction 0 0.00 0 0.00

The comparison of adverse events between the two groups was assessed by Fisher exact probability method.

TCM. Despite this, various Chinese medicine educational
institutions have different views on this topic.

Xia’s (25) Chinese medical surgery suggested the
improvement theory that “blood-heat can be used as the
basic syndrome type, which is the cause of the disease,
and Yang float is the symptom of the disease complicated
with dampness pattern and wind evil”. The theories that
“expelling nearby pathogens as early as possible protects
the yin fluid, and that blood heat induces yang floating”
were demonstrated using Scutellaria baicalensis, mother-of-
pearl, peony bark, Lithospermum, Saposhnikovia, oyster, and
magnetite, with good clinical efficacy (25).

Huang Qin (Scutellaria baicalensis) can remove heat,
dampness, and toxicity especially in Middle-Jiao (26), with
anti-inflammatory, antioxidant, anticancer, and immune-
regulatory functions (27). In addition, large doses of Huang
Qin (Scutellaria baicalensis) and Zhen Zhumu (mother-of-
pearl), the major components of QZLXD, are of great
importance to achieve the therapeutic and combined effects
of eliminating dampness and heat via enhancing the anti-
inflammatory and antiallergic effects. According to the
theory of Xia, occurrence of skin diseases was closely linked
to heat, either virtual or actual heat, and the syndrome
of dampness retention has a heat-cleaning effect by
eliminating wind dampness and heat through itching (28).
Another important use of the decoction is in heavy material
therapy, also known as mind-tranquilizing therapy, in TCM;
the decoction includes Zhen Zhumu (mother-of-pearl),
Mu Li (oysters), Ci Shi (magnetite), and other therapeutic
agents. These heavy materials consist mainly of ore, fossil,
or testaceous drugs, which are used to treat irritability,

© Annals of Palliative Medicine. All rights reserved.

insomnia, and panic epilepsy (29,30). Through long-term
clinical observation, the theory of “Suppressing Hyperactive
Liver-Yang and Strong Tranquilizing Effect” is the principle
of our department to treat eczema.

In the present study, some patients had a history of
bronchial asthma, which is consistent with observations
of previous studies, mainly the frequent association of
eczema with other atopic disorders, such as asthma and
high fever (31). Thus, even environmental factors may
play an important role in eczema treatment (32). Besides,
some evidence suggests that urbanization also increases
the incidence of eczema (33). The cause of eczema remains
unknown, but the recurrence rate suggests a multi-
factorial cause, including genetic (34), environmental, and
socioeconomic factors (35). Those contributing factors may
interact in various ways that ultimately lead to epidermal
barrier impairment, unchecked type 2 immunity, and
chronic disease (36). QZLXD can enhance both innate and
adaptive immunity despite the complicated pathogenesis of
eczema. However, one daily mizolastine sustained-release
tablet and the use of external drugs are needed. Maintaining
skin moisturization and using topical corticosteroids and/
or calcineurin inhibitors are still the most basic approach
for treating the disease. Anti-inflammatory treatment may
also be necessary (37). The decision to use these therapies
should be based on efficacy and safety readouts from well
designed, long-term trials (38).

Some limitations impacted the present study: (I) there
were difficulties in recruiting patients to the QZLXD
group. This may have been due to hesitation to take the
decoction. Therefore, the development of safe and effective

Ann Palliat Med 2020;9(3):870-882 | http://dx.doi.org/10.21037/apm.2020.04.17
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granules may be a better option for the treatment and
prevention of eczema with this drug. (II) Even though the
trial adherence rate was acceptable (95.5%), increasing the
sample size, which likely enhances the statistical significance
of the results, and increasing the treatment and follow-up
periods are recommended. Considering that eczema is a
common lingering skin disease that needs a long course of
treatment, a 4-week treatment period is too short to provide
an accurate assessment of the long-term efficacy and safety
of QZLXD. (III) It is unclear from this study whether other
formulations of the drug (such as a cream or other) or a
greater intervention intensity may provide further benefits.

Conclusions

In conclusion, this study showed that QZLXD was
potentially safe and more effective than RZZYC in treating
sub-acute eczema of blood-heat type. Our results suggest
that QZLXD is effective in relieving symptoms of eczema,
reducing relapse rates, and enhancing the itching threshold
of histamine phosphate.
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