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Background. The Traditional Chinese Medicine (TCM) Qi-supplementing therapy has been used widely for treating myasthenia
gravis (MG) in China. The purpose of this meta-analysis was to evaluate the efficacy and safety of Qi-supplementing therapy
as an adjunctive therapy in MG patients. Methods. Seven electronic databases were searched through June 2016. Randomized
controlled trials (RCTs) evaluating the add-on effect of Qi-supplementing therapy in MG patients were included. The outcome
measures were the total effective rate, relapse rate, and adverse events. Results. Twenty-three RCTs involving 1,691 MG patients were
included. The included studies were of low-to-moderate quality. Meta-analysis showed that Qi-supplementing therapy combined
with Western medicine (WM) significantly improved the total response rate and reduced the relapse risk during 6-24 months of
follow-up. Subgroup analysis showed that Qi-supplementing therapy only affected the total response rate within the first 6 months
of treatment. Moreover, the rate of adverse events was lower with the addition of Qi-supplementing therapy to WM than with WM
only. Conclusions. Short-term Qi-supplementing therapy combined with WM appears to be superior to WM for improving the
total response rate and reducing the relapse rate. However, more high-quality RCTs are warranted owing to methodological flaws

of previous trials.

1. Introduction

Myasthenia gravis (MG) is a chronic autoimmune disorder
of the neuromuscular junction of the skeletal muscle that is
characterized by fluctuating pronounced ocular, limb muscle,
or bulbar weakness [1]. MG is a global public health problem
due to its increasing incidence [2]. The reported incidence
of MG has markedly varied across epidemiological studies,
and the pooled annual incidence of MG was calculated
to be 53 per million persons based on 55 population-
based epidemiological studies [3]. Notably, MG diagnosis is
associated with increased risk of mortality [4, 5].

Current therapeutic strategies mainly include acetyl-
cholinesterase inhibitors, immunosuppressive agents, and

thymectomy [6]. Pyridostigmine is recommended as a first-
line anticholinesterase inhibitor for acute exacerbations [7].
Long-term corticosteroids and azathioprine still remain the
first choice for patients with severe or refractory disease [8].
Conventional treatment can effectively control symptoms in
most patients. Unfortunately, a small proportion of cases still
have poor disease control or require high-dose immunosup-
pressive agents [9, 10]. In addition, adverse effects induced by
long-term use of steroids or other immunosuppressive agents
remain an important concern [11]. Therefore, alternative
therapies with better efficacy and fewer side effects are
urgently needed.

MG is generally diagnosed as “flaccidity syndrome” in
Traditional Chinese Medicine (TCM). According to the
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TCM theory, the syndrome is thought to be caused by Qi-
deficiency [35]. Treatment with Qi-supplementing Formula
in combination with the conventional Western medicine
(WM) has achieved promising clinical effects in terms of
better clinical efficacy and fewer adverse effects [36, 37].
However, the strength of this conclusion is limited by the
small sample sizes of most trials. In addition, no previous
systematic review or meta-analysis has evaluated the add-on
effect of Qi-supplementing Formula for treating MG.

In the current study, we conducted a systematic review
and meta-analysis to evaluate the efficacy and safety of Qi-
supplementing Formula as an adjunctive therapy in MG
patients based on available randomized controlled trials
(RCTs).

2. Methods

2.1. Study Selection. This study was conducted according to
the Preferred Reporting Items for Systematic Reviews and
Meta-Analyses (PRISMA) guidelines [38]. Trials were eligible
if they satisfied the following criteria: (1) RCTs evaluating
the efficacy and safety of Qi-supplementing Formula treat-
ment for MG; (2) patients with MG diagnosed according
to the accepted diagnosis criterion, irrespective of gender,
age, or ethnicity; (3) treatment group receiving any Qi-
supplementing Formula plus WM treatment (cholinesterase
inhibitors, immunosuppressive agents, or thymectomy) and
having been compared with a control group treated with WM
alone; and (4) outcome measures including total effective
rate, relapse rate, and adverse events. The efficacy of the
intervention was reported across four categories: clinically
cured, markedly effective (the effective rate was defined as the
number of patients who achieved a clinical cure), markedly
effective, and effective divided by the total number of patients.
Disease recurrence was defined as return of the disease
during follow-up after drug withdrawal. Trials were excluded
according to the following criteria: (1) a nonrandomized
trial or self-control study; (2) sample size less than 30 cases;
(3) Qi-supplementing Formula given in combination with
acupuncture, acupoint injection, massage, or rehabilitation
therapy as intervention; (4) patients with a MG crisis; and (5)
trial with missing data or duplicated publication.

2.2. Search Strategy. Two reviewers independently searched
the following databases for RCTs from their inception to
June 2016: China National Knowledge Infrastructure (CNKI),
China Biological Medicine (CBM), Chinese Scientific Jour-
nals Database (VIP), Wanfang database, PubMed, EMBASE,
and Cochrane Library. The following search terms were
used in combination: (Buqi OR Yiqi OR Qi-supplementing)
AND (myasthenia gravis OR flaccidity OR paralysis OR
Weizheng) AND (Traditional Chinese Medicine OR TCM)
AND (randomized OR random OR randomized controlled
trials OR RCTs). The reference lists of the retrieved articles
and relevant reviews were manually searched to identify
any additional eligible trials. We also searched conference
proceedings and dissertations to identify unpublished trials.
Only trials published in Chinese and English were consid-
ered.
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2.3. Data Extraction and Quality Assessment. Two reviewers
independently extracted the data from the selected trials into
a standard data extract form. The extracted data included
first authors’ name, publication year, sample size, age of par-
ticipants, interventions, durations of treatment and follow-
up, and outcome measures. We evaluated the methodological
quality of the included trials in accordance with the Cochrane
risk of bias tool [39]. The judgment of risk of bias includes
random sequence generation, allocation concealment, blind-
ing of participants and personnel, blinding of outcome
assessments, incomplete outcome data, selective reporting,
and other sources of bias. Any disagreements were resolved
by discussion with a third reviewer.

2.4. Statistical Analysis. The pooled summary was expressed
as risk ratio (RR) with 95% confidence interval (CI) for dis-
continuous variables. Heterogeneity across trials was tested
using the I” statistic and Cochrane Q statistic. If I* > 50% and
P > 0.10 for the Cochrane Q statistic, we selected a random
effect model; otherwise, a fixed effect model was applied.
Subgroup analysis was performed based on the different
treatment durations. To assess potential publication bias, a
funnel plot was carried out and generated. All statistical
analyses were conducted using Review Manage software 5.0
(Cochrane Collaboration, Oxford, UK) and STATA statis-
tical software 12.0 (STATA Corp LP, College Station, TX,
USA).

3. Results

3.1. Search Results and Trial Characteristics. A total of 1,641
records were retrieved from the above-mentioned databases
and through the manual literature search. Of these, 592 arti-
cles were excluded upon exclusion of duplicated publications.
After reading the titles and abstracts, another 929 articles
were removed. Thus, 110 full-text articles were assessed for
eligibility. After a detailed assessment of the full-text papers,
an additional 87 articles were excluded mainly because they
did not satisfy our predefined inclusion criteria. Finally,
23 RCTs [12-34] were included in the meta-analysis (Fig-
ure 1).

Table 1 presents the baseline characteristics of patients
in the trials included in the meta-analysis. All the included
trials were carried out in China and published from 1999 to
2015. Apart from one trial [34] published in English, all others
were published in Chinese journals. The sample sizes ranged
from 36 to 212. A total of 1,691 patients were included in
the 23 trials. The Qi-supplementing Formula group consisted
of 882 patients, while the WM treatment group consisted
of 809 patients. Of the WM treatments, 4 trials [14, 24, 30,
32] used only cholinesterase inhibitors, 7 trials [13, 15, 16,
22, 26, 27, 29, 33] applied immunosuppressants alone, 10
trials [12, 17-21, 23, 25, 28, 31] used cholinesterase inhibitors
in combination with immunosuppressants simultaneously,
and 1 trial [34] used two types of immunosuppressants. The
course of treatment ranged from 1 to 24 months. For all cases,
the Qi-supplementing Formula included Radix Astragali. The
modified Bu Zhong Y Qi decoction/pill was used in 12 trials
(15, 17-20, 24, 26, 27, 30, 33, 34].
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1630 records identified through

electronic databases search

11 records identified by

manual search

Repeated literature excluded (n = 592)

Articles assessed for
eligibility (n = 1049)

Articles removed after screening

Assessment of full-text
articles (n = 110)

titles and abstracts (n = 939)

Articles did not meet inclusion

Included articles (n = 23)

Trials included in the meta-
analysis (n = 23)

criteria (n = 87)

FIGURE 1: Flow chart of trial selection process.

3.2. Methodological Quality of the Included Trials. Figure 2
summarizes the methodological quality of the 23 RCTs. Six
trials [16, 21, 23, 29, 31, 33] were randomized using random
number tables to generate a sequence (appropriate), two
trials [28, 32] used a temporal sequence for randomization
(inappropriate), and the remaining trials only mentioned
randomization without detailed methods. Three trials [21, 25,
31] were randomized controlled placebo designs. One trial
[21] reported the blinding of outcome assessments, and one
trial [34] reported the patients’ reasons for withdrawal or loss
to follow-up.

3.3. Total Clinical Effective Rate. All the trials reported the
total effective rate as an outcome. As shown in Figure 3, signi-
ficant heterogeneity (I 2 = 96%, P < 0.001) between trials was
observed, and, thus, we selected a random effect model. Over-
all, Qi-supplementing Formula in combination with WM
treatment could improve the total effective rate by 19% (RR
1.19; 95% CI 1.08-1.31; P = 0.0003) compared with WM treat-
ment alone. A subgroup analysis was implemented according
to the duration of treatment. The results showed that short-
term (less than 6 months) treatment with Qi-supplementing
Formula significantly improved the total effective rate (RR
1.17; 95% CI 1.06-1.29; P = 0.002). However, the total effective

rates from 6 to 12 months (RR 1.34; 95% CI 0.84-2.14; P =
0.22) and beyond 12 months (RR 118; 95% CI 0.78-1.80;
P = 0.44) of treatment with Qi-supplementing Formula
in combination with WM were not improved over those
achieved with WM treatment alone.

3.4. Relapse Rate. Nine trials [12, 14, 15, 19, 20, 22, 23, 26,
33] included relapse events as an outcome. However, three
trials [20, 22, 33] did not provide the detailed numbers of
relapse events. Therefore, only six trials [12, 14, 15, 19, 23, 26]
were included in the pooled analysis. Recurrence events were
recorded in 33/180 patients in the Qi-supplementing Formula
plus WM treatment group compared with 101/213 patients in
the WM treatment only group. As shown in Figure 4, there
was no significant heterogeneity across the trials (I = 0%,
P = 0.56). Meta-analysis showed that Qi-supplementing
Formula in combination with WM treatment was associated
with a significantly lower risk of relapse events (RR 0.23; 95%
CI0.16-0.33; P < 0.01) in a fixed effect model.

3.5. Adverse Events. Fourteen trials [12, 13, 15, 17, 19, 23, 25—
29, 31, 33, 34] reported adverse events. Of these, 1 trial [34]
reported 8 cases of withdrawal due to inability to tolerate
myelosuppression and other adverse reactions; 2 trials [12, 19]
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FIGURE 2: Graph of bias risk (a) and summary of bias risk (b).
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Qi-supplementing  Pharmacotherapy . Risk ratio Risk ratio
Study or subgroup Events Total  Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
1.2.1 Duration (months) < 6
Huang 2014 17 18 13 18 3.5% 1.31 [0.96, 1.78] —
Jiang et al. 2013 26 30 12 30 2.4% 2.17 [1.37, 3.43] —_
Lv and Xu 2010 24 26 17 26 3.6% 1.41 [1.04, 1.91] ——
Ma 2013 33 36 26 36 4.2% 1.27 [1.01, 1.59] —
Niu 2009 30 30 29 30 5.3% 1.03 [0.94, 1.13] -
Shen 2014 29 31 28 31 4.9% 1.04 [0.89, 1.20] +
Shuang 2014 18 20 16 18 4.3% 1.01 [0.81, 1.26] 4
Wang et al. 2012 28 30 21 30 4.0% 1.33 [1.04, 1.72] -
Xia 2013 30 30 27 30 5.0% 1.11 [0.97, 1.27] -
Xu 2011 31 31 30 31 5.3% 1.03 [0.95, 1.13] r
Yang 2008 26 28 18 28 3.6% 1.44 [1.08, 1.94] —
Yuan and Rao 2015 19 20 11 20 2.7% 1.73 [1.15, 2.60] —_
Zhang et al. 2007 76 76 74 75 5.5% 1.01 [0.98, 1.05]
Zhang and Yang 2006 26 28 21 28 4.1% 1.24 [0.98, 1.57] —
Zhang 2006 87 87 53 53 55% 1.00 [0.97, 1.03]
712015 21 25 19 25 3.7% 1.11 [0.84, 1.46] 4
Subtotal (95% CI) 546 509 67.5% 1.17[1.06, 1.29] ()
Total events 521 415

Heterogeneity: 72 = 0.03; X° = 179.54, df = 15 (P < 0.00001) ;1% = 92%
Test for overall effect: Z = 3.14 (P = 0.002)

1.2.2 6 < duration (months) < 12

Chen et al. 2013 34 34 32 32 5.4%
Kaminski 2003 59 60 12 30 2.5%
Lu 2007 20 20 20 20 5.2%
Ouyang 2007 28 30 19 30 3.7%
Subtotal (95% CI) 144 112 16.9%
Total events 141 83

Heterogeneity: 7° = 0.21; x> = 157.77,df = 3 (P < 0.00001); I* = 98%

Test for overall effect: Z = 1.22 (P = 0.22)

1.2.3 Duration (months) > 12

Jiang and Liu 2003 33 33 33 33 5.4%
Qietal. 2015 104 107 61 105 4.7%
Wang and Yang 1999 52 52 50 50 5.5%
Subtotal (95% CI) 192 188 15.6%
Total events 189 144

Heterogeneity: 7% = 0.13; y* = 246.44, df = 2 (P < 0.00001); I* = 99%

Test for overall effect: Z = 0.78 (P = 0.44)

Total (95% CI) 882 809  100.0%

Total events

Heterogeneity: 72 = 0.04; y*= 527.13, df = 22 (P < 0.00001); I* = 96%

851

Test for overall effect: Z = 3.63 (P = 0.0003)
Test for subgroup differences: X' =030.df =2 (P =0.86). I* = 0%

642
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FIGURE 3: Forest plots showing risk ratio with 95% confidence interval for the total effective rate comparing treatments with or without

Qi-supplementing Formula therapy in a random effect model.

mentioned adverse events but did not give detailed descrip-
tions; and 2 trials [17] described the symptomatic adverse
reaction to the TCM. The remaining 10 trials provided
the details for adverse events. Fifty-six patients developed
adverse events in the Qi-supplementing Formula plus WM
treatment group compared with 155 patients in the WM
treatment only group. The most common adverse events
included gastrointestinal reactions (63 cases), glucocorticoid-
induced obesity (33 cases), rash (13 cases), abnormal liver
function (9 cases), leukopenia (9 cases), thrombocytopenia
(11 cases), femoral head necrosis (5 cases), elevated serum
creatinine (7 cases), hyperglycemia (9 cases), infection (7
cases), osteoporosis (3 cases), and hypertension (1 case).

3.6. Publication Bias. A publication bias test was performed
for the total effective rate, which included more than 10 trials.
The shape of the funnel plot showed slight asymmetries,
indicating a possible publication bias (Figure 5).

4. Discussion

To the best of our knowledge, this is the first systematic
review and meta-analysis to evaluate the efficacy and safety
of Qi-supplementing Formula as an adjunctive therapy for
the treatment of MG. The main findings of the present
meta-analysis were as follows: (1) Qi-supplementing Formula
combined with WM could improve by the total effective
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Stud b Weight
Heyon suberotp Events  Total  Events  Total ' °" M-H, fixed, 95% CI M-H, fixed, 95% CI
Kaminski 2003 18 60 28 30 33.1%  0.32[0.22,0.48] -
Ma 2013 1 20 7 20 6.2% 0.14 [0.02, 1.06]
Wang and Yang 1999 7 52 31 50 28.0% 0.22 [0.11, 0.45] —a—
Xu 2011 1 34 8 32 7.3% 0.12 [0.02, 0.89]
Zhang et al. 2007 3 28 20 28 17.7% 0.15 [0.05, 0.45] —
Zhang 2006 3 87 7 53 7.7% 0.26 [0.07, 0.97] S
Total (95% CI) 281 213 100.0% 0.23 [0.16, 0.33] <
Total events 33 101
itve v2 = — — .12 = 09 r T T |
Heterogeneity: y~ = 3.94, df =5 (P = 0.56); I = 0% 0.01 o1 1 10 100

Test for overall effect: Z = 8.32 (P < 0.00001)
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FIGURE 4: Forest plots showing risk ratio with 95% confidence interval for the relapse rate comparing treatments with or without Qi-

supplementing Formula therapy in a fixed effect model.
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FIGURE 5: Funnel plots based on the total effective rate.

rate of symptom improvement by 19% compared with WM
treatment alone; (2) compared with WM treatment, Qi-
supplementing Formula therapy was associated with a 77%
lower risk of relapse; and (3) adjunctive treatment with Qi-
supplementing Formula appeared to be well tolerated and
safe in patients with MG. This meta-analysis suggests that Qi-
supplementing Formula therapy may have beneficial effects
in the management of MG patients.

Subgroup analysis on the course of treatment revealed
that short-term (within 6 months) treatment with Qi-supple-
menting Formula significantly improved the total effective
rate. However, the treatment effects in the middle term
(6-12 months) and long term (>12 months) did not differ
significantly between WM combined with Qi-supplementing
Formula therapy and WM alone. However, these findings
may be explained by a lack of statistical power due to the small
number of patients included in the analysis.

Our study is different from previous published meta-
analyses. A previously well-designed meta-analysis [40] sug-
gested that TCM as a whole combined with WM appeared

to be an effective intervention in the treatment of MG com-
pared with WM alone. However, this meta-analysis did not
specifically focus on Qi-supplementing Formula. Another
meta-analysis [41] indicated that TCM combined with WM
could improve the total effective rate and reduce acetylcholine
receptor antibodies levels in MG patients. With subgroup
analyses by treatment duration and relapse of disease as
outcome measures, our meta-analysis provided stronger evi-
dence for the use of Qi-supplementing Formula in the man-
agement of MG.

Apart from the clinical eflicacy, the adverse events after
treatment with Qi-supplementing Formula combined with
WM were an important concern. Gastrointestinal reactions
and glucocorticoid-induced obesity were frequently recorded
adverse events in our meta-analysis. Glucocorticoid-induced
obesity, infection, and femoral head necrosis could not be
attributed to the Qi-supplementing Formula but were known
side effects of corticosteroids. The most frequently used herb
in the included RCTs was Radix Astragali. Radix Astragaliisa
widely used herb for Tonifying-Qi in TCM. Gastrointestinal
reactions may be partly explained by a large dose of Radix
Astragali. However, Qi-supplementing Formula appeared to
reduce the occurrence of adverse events in our study. The total
number of adverse events recorded was lower for treatment
with Qi-supplementing Formula plus WM than with WM
alone. Therefore, Qi-supplementing Formula seemed to be
well tolerated and safe in patients with MG. However, it
should be noted that inadequate reporting on adverse events
in the included trials was a major concern.

The current meta-analysis has several limitations. First,
the methodological quality of the included trials was gener-
ally substandard. Although all included trials stated the use
of randomization, most of the trials lacked a description of an
adequate random allocation method, allocation concealment
or blinding, and withdrawal or loss of follow-up. Second,
substantial heterogeneity was observed in the pooled total
effective rate. The reason for the heterogeneity may be cor-
related with the use of different types of WM, diverse herbs
used in the Qi-supplementing Formula, and a wide range
of interventions. Third, all included RCTs were carried out
in China, and only one trial was published in English and
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indexed in the PubMed. Thus, potential publication bias may
exist. Finally, most of included trials did not consider syn-
drome differentiation in the enrollment of MG patients. Qi-
supplementing Formula in combination with WM treatment
for MG should be based on the dual diagnosis. Selection of
inappropriate patients may have decreased the actual efficacy
of Qi-supplementing Formula.

Several issues should be addressed to improve the meth-
odological quality in future trials. First, RCTs evaluating the
efficacy and safety of Qi-supplementing Formula should fol-
low the international standards such as PRISMA guidelines,
which can be helpful for improving the quality of trials.
Second, treatment based on syndrome differentiation is the
core of TCM. Using TCM syndrome differentiation is the key
to enhancing the efficacy of treatment. Finally, a sufficient
follow-up duration is warranted to evaluate the long-term
efficacy of Qi-supplementing Formula due to the relapse
nature of MG.

5. Conclusions

The current best evidence demonstrates that short-term adju-
vant treatment with Qi-supplementing Formula in addition
to conventional WM treatment appears to have favorable
effects on improving the total effective rate and reducing
the risk of relapse. However, our conclusions should be
interpreted with caution due to the poor methodological
quality of the included trials and the high heterogeneity. More
high-quality RCTs with large sample sizes are needed to verify
the current findings.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

Authors’ Contributions

Ling Liu and Xi-qian Yang conceived and designed the
study. Xi-gian Yang and Wen-yu Yang were responsible for
acquisition of data and analysis and interpretation of data. Xi-
qian Yang, Yi-ran Yang, Huan-huan Dong, and Yun Li drafted
the manuscript. All authors read and approved the version to
be published.

References

(1] M. N. Meriggioli and D. B. Sanders, “Autoimmune myasthenia
gravis: emerging clinical and biological heterogeneity;,” The Lan-
cet Neurology, vol. 8, no. 5, pp. 475-490, 2009.

[2] Z.Pakzad, T. Aziz, and J. Oger, “Increasing incidence of myas-
thenia gravis among elderly in British Columbia, Canada,” Neu-
rology, vol. 76, no. 17, pp. 1526-1528, 2011.

[3] A.S.Carr, C.R. Cardwell, P. O. McCarron, and J. McConville, “A
systematic review of population based epidemiological studies
in Myasthenia Gravis,” BMC Neurology, vol. 10, article 46, 2010.

[4] A.Ramos-Fransi, R. Rojas-Garcia, S. Segovia et al., “Myasthenia
gravis: Descriptive analysis of life-threatening events in a recent
nationwide registry,” European Journal of Neurology, vol. 22, no.
7, pp. 1056-1061, 2015.

[5] J. S. Hansen, D. H. Danielsen, F. E. Somnier et al., “Mortality
in myasthenia gravis: A nationwide population-based follow-
up study in Denmark,” Muscle ¢ Nerve, vol. 53, no. 1, pp. 73-77,
2016.

[6] J. P. Sieb, “Myasthenia gravis: an update for the clinician,” Clini-
cal & Experimental Immunology, vol. 175, no. 3, pp. 408-418,
2014.

[7] J. B. Andersen, J. E Owe, A. Engeland, and N. E. Gilhus, “Total
drug treatment and comorbidity in myasthenia gravis: A popu-
lation-based cohort study;,” European Journal of Neurology, vol.
21, no. 7, pp. 948-955, 2014.

[8] T. Akaishi, Y. Suzuki, T. Imai et al., “Response to treatment
of myasthenia gravis according to clinical subtype,” BMC
Neurology, vol. 16, no. 1, article no. 225, 2016.

[9] D. B. Drachman, R. N. Adams, R. Hu, R. J. Jones, and R. A.
Brodsky, “Rebooting the immune system with high-dose cyclo-
phosphamide for treatment of refractory myasthenia gravis,”
Annals of the New York Academy of Sciences, vol. 1132, pp. 305-
314, 2008.

[10] D. E. Gladstone, T. H. Brannagan III, R. J. Schwartzman, A.
A. Prestrud, and I. Brodsky, “High dose cyclophosphamide for
severe refractory myasthenia gravis [3],” Journal of Neurology,
Neurosurgery & Psychiatry, vol. 75, no. 5, pp. 789-791, 2004.

[11] N.E.Gilhus, A.Nacu, J. B. Andersen, and J. E. Owe, “Myasthenia
gravis and risks for comorbidity,” European Journal of Neurol-
ogy, vol. 22, no. 1, pp. 17-23, 2015.

[12] S. H. Wang and M. S. Yang, “Treatment of 52 cases of myasthe-
nia gravis by warming kidney, invigorating spleen, replenishing
qi and activating blood method,” Journal of Traditional Chinese
Medicine, vol. 31, pp. 33-34, 1999.

[13] J. D. Jiang and E Liu, “Clinical observation on 33 cases of type
IT myasthenia gravis treated with integrated traditional Chinese
and Western Medicine;” in Journal of Beijing University of Tradi-
tional Chinese Medicine, vol. 10, pp. 23-25, 2003.

[14] H.]J. Kaminski, “Analysis of 90 cases of myasthenia gravis treat-
ment with Fujikang,” Journal of Traditional Chinese Medicine,
vol. 21, pp. 1164-1165, 2003.

[15] Y. Y. Zhang, “Treatment of 87 cases of ocular myasthenia gravis
in children with combination of TCM and Western Medicine,”
Shaanxi Journal of Traditional Chinese Medicine, 2006.

[16] W. Y. Zhang and D. D. Yang, “Efficacy of Jianji Formula for
treating myasthenia gravis and its effect on serum interleukin-6
level” in Journal of Sichuan Traditional Chinese Medicine, vol.
24, pp. 49-50, 2006.

[17] A.Y. Lu, “Clinical experience of treating myasthenia gravis 20
cases with integrated traditional Chinese and Western Medi-
cine, Modern Journal of Integrated Traditional Chinese and
Western Medicine, vol. 16, pp. 1649-1650, 2007.

[18] Q. Ouyang, Treatment of myasthenia gravis 30 cases by tradi-
tional Chinese Medicine combined Western medicine China For-
eign Med Treat, 18, 23-4, 2007.

[19] L. Zhang, J. Wu, L. Wang, H. Zhong, YL. Zhang, C. S. Mi et al,,
“Treatment of 76 cases of ocular myasthenia gravis in children
with integrated Traditional Chinese Medicine and Western
medicine,” Shenzhen Journal of Integrated Traditional Chinese
and Western Medicine, vol. 17, pp. 173176, 2007.

[20] J. H. Yang, “Clinical observation on treatment of myasthenia
gravis with invigorating spleen and replenishing qi,” Chin |
Integr Med Cardio-/Cerebrovascu Dis, vol. 6, pp. 1242-1243,
2008.



10

[21]

(22]

[26]

(27]

(28]

[29]

(30]

(31]

(37]

(38]

G. H. Niu, Clinical and experimental study on treatment of
myasthenia gravis with Huangqi compound, Liaoning University
of Traditional Chinese Medicine (D), 2009.

G. X. Lv and X. M. Xu, “Treatment of ocular myasthenia gravis
26 cases with Invigorating Spleen and replenishing Qi,” in
Jiangxi Journal of Traditional Chinese Medicine, vol. 41, pp. 58-
59, 2010.

X. M. Xu, “Combining traditional Chinese and Western medi-
cine in the treatment of drooping eyelids with myasthenia
gravis,” China Medical Herald, 2011.

Y. Q. Wang, X. Jiang, Y. u. DE and G. P. Zhang, “Integrated
traditional Chinese and Western medicine in the treatment of
30 cases of myasthenia gravis,” Shandong Journal Traditional
Chinese Medicine, pp. 31-190, 2012.

C. Jiang, P. Liu, Y. Liang, S. Qiu, W. Bao, and J. Zhang, “Clinical
treatment of myasthenia gravis with deficiency of spleen and
kidney based on combination of disease with syndrome theory,”
Journal of Traditional Chinese Medicine, vol. 33, no. 4, pp. 444-
448, 2013.

T. Ma, “Buzhong Yiqi Decoction combined with Western
medicine in the treatment of 36 cases of children myasthenia
gravis ptosis,” Shaanxi Journal Traditional Chinese Medicine,
vol. 34, pp. 283-284, 2013.

W. Chen, B. Xu, Y. W. Fu, X. S. Yang, N. N. Wang, and Y. S.
Li, “High-dose Buzhong Yiqi Decoction combined with pred-
nisone in the treatment of myasthenia gravis,” in Traditional

Chinese Medicine, vol. 25, pp. 236-235, 235, 2013.

L. X. Xia, Clinical study of Yiqi Shengti Decoction on myasthenia
gravis, Hubei University of Traditional Chinese Medicine (D),
2013.

Y. Shen, “Comparison of the clinical efficacy with Zhongjiling
and glucocorticoid in the treatment of myasthenia gravis,” Chin
Foreign Med Res, vol. 12, pp. 136-137, 2014.

Y. Y. Huang, “ntegrated traditional Chinese and Western medi-
cine in the treatment of 18 cases of myasthenia gravis,” Henan
Traditional Chinese Medicine, vol. 34, pp. 2432-2433, 2014.

XP. Shuang, Clinical Efficacy of Yiqi Chushi Recipe in Treating
Myasthenia Gravis. Res Integr Traditl Chin West Med, 2014.

Y. Yuan and WE. Rao, “Clinical study on treatment of myasthe-
nia gravis with Jianpi Yiqi Bushen method,” in The eleventh Chi-
nese Academy of Chinese and Western Integrative Neuroscience
(C), 2015.

L. H. Zu, “Effective observation on treating myasthenia gravis
with the Buzhong Yiqi decoction plus hormone,” Clinical Jour-
nal of Chinese Medicine, pp. 28-76, 2015.

G. Qi, S. Gu, P. Liu, H. Yang, and H. Dong, “Effects of combined
traditional Chinese medicine with immunosuppressive agents
for patients with myasthenia gravis,” International Journal of
Clinical and Experimental Medicine, vol. 8, no. 10, pp. 19044-
19050, 2015.

Y. Yang, “Theory and management of traditional Chinese Medi-
cine in myasthenia gravis patients,” Hebei Journal of Traditional
Chinese Medicine, vol. 26, pp. 153-154, 2004.

L. B. Mo and Z. N. Chen, “Progress in treatment of myasthenia
gravis with traditional Chinese Medicine,” Guangxi Journal of
Traditional Chinese Medicine, vol. 27, pp. 161-163, 2014.

W.S. Qin and X. Z. Gu, “Research progress of Chinese Medicine
treatment of myasthenia gravis crisis,” Medical Recapitulate, vol.
22, pp. 1558-1560, 2016.

D. Moher, A. Liberati, J. Tetzlaff, D. G. Altman, and The
PRISMA Group, “Preferred reporting items for systematic

Evidence-Based Complementary and Alternative Medicine

W
X

[40]

[41]

reviews and meta-analyses: the PRISMA statement,” Annals of
Internal Medicine, vol. 151, no. 4, pp. 264-269, 2009.

2011, Higgins JPT, Green Se. Cochrane Handbook for System-
atic Reviews of Interventions Version The Cochrane Collabora-
tion, http://www.cochrane-handbook.org.

A. K. Lvand H. Y. Sun, “Chinese herbs for treatment of myas-
thenia gravis: a meta-analysis of randomized control trials,”
in World Science and Technology-Modernization of Traditional
Chinese Medicine and Materia Medica, vol. 17, pp. 1492-1503,
2015.

X. P. Shuang, Z. H. Tan, Q. Chen, Z. W. Chen, and L. Z.
Chen, “Efficacy and safety of Traditional Chinese Medicine
and Western medicine in the treatment of myasthenia gravis:
a meta-analysis,” Research of Integrated Traditional Chinese and
Western Medicine, vol. 23, pp. 121-124, 2016.


http://www.cochrane-handbook.org

