
Special Issue 5, 2022 Indian Journal of Pharmaceutical Sciences 30

Research Paper

*Address for correspondence
E-mail:  dxiaoqing8690@163.com

Xie et al.: Efficacy and Safety of Jianpi Yiqi

A systematic review of the efficacy and safety of Jianpi Yiqi combined with glucocorticoids in the 
treatment of immune thrombocytopenic purpura. Randomized controlled trial of Jianpi Yiqi therapy 
combined with glucocorticoid therapy for immune thrombocytopenic purpura was retrieved without any 
restrictions on blindness and language. Randomized controlled trial that met the inclusion criteria were 
screened, and the Revman5.3 software was used for meta-analysis. A total of 27 articles were included 
with 1716 cases. The results of the meta-analysis showed that in terms of the effective rate of Western 
medicine, the effect of Jianpi Yiqi combined with glucocorticoid therapy were significantly better than that 
of glucocorticoid therapy alone, with a statistically significant difference (p<0.0001). The combination of 
traditional Chinese and Western medicine is better than hormone therapy in improving the efficiency of 
traditional Chinese medicine, platelet count, syndrome score, interleukin-10 and cluster of differentiation 
4/cluster of differentiation 8 levels. The effect of Jianpi Yiqi combined with glucocorticoid in the treatment 
of immune thrombocytopenic purpura is better than that of glucocorticoid alone, which is worthy of 
further study and promotion.
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Immune Thrombocytopenic Purpura (ITP) is a common 
autoimmune hematologic disease characterized by 
bleeding. Current studies mostly believe that it is related 
to patient’s platelet destruction caused by unknown 
reasons. Patients with platelet destruction caused by 
their platelet antibody produced too much and in turn, 
subcutaneous and visceral bleeding symptoms, for 
patients with mild, platelet destruction to a lesser 
degree, more than with symptomatic treatment is 
given priority and the low level of platelet repeated 
clinical symptoms of patients, preferred glucocorticoid 
treatment, also reflected the good curative effect in 
clinical at present[1]. However, the disease is prone to 
relapse and long-term use of hormones has certain side 
effects, so the combined use of Traditional Chinese 
Medicine (TCM) has obvious advantages in reducing 
the dose and cycle of hormones, reducing the side effects 
of hormones and enhancing the efficacy of hormones[2]. 
At present, the relevant systematic reviews are mostly 
limited to the treatment of integrated traditional Chinese 
and Western medicine, without a precise treatment 
plan, so they lack certain value for the determination of 

a clinical treatment plan. The purpose of this study is to 
compare the efficacy and safety of Jianpi Yiqi combined 
with glucocorticoid compared with glucocorticoid 
alone, to produce more precise guiding significance 
for clinical treatment and it is expected to have certain 
guiding value for the future exploration of more safe 
and effective treatment programs.

MATERIALS AND METHODS

Inclusion criteria:

Clinical Randomized Controlled Trial (RCT) study 
of Jianpi Yiqi combined with glucocorticoid in the 
treatment of ITP, speechless and blinded, from the 
establishment of the database to December 2021; 
complete information and necessary data of curative 
effect evaluation indexes can be obtained; experimental 
design clear information contained in the experimental 
group and control group, the experimental group of 
TCM treatment should be "Jianpi" or "Yiqi" treatment 
(no dosage form), may contain "Jianpi" and "Yiqi", the 
paper made clear that a similar, but not limited to the 
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text, the method of main treatment scheme should 
be the same as the experimental group and Western 
medicine treatment control group; the main treatment 
plan of Western medicine is a glucocorticoid (dose 
and trade name are not limited) and other conventional 
treatment includes symptomatic and supportive 
treatment such as blood transfusion, hemostasis and 
nutritional supplementation.

Exclusion criteria:

Non-clinical trials (including animal experiments, 
reviews, etc.); the TCM treatment in the treatment 
group included acupuncture and moxibustion in 
addition to oral Chinese medicine, which may affect 
the treatment effect; randomization method is not 
true; the test data cannot be reconstructed and clinical 
trials focused on children.

The object of study:

Adult patients with a definite diagnosis of ITP have no 
upper age limit, race or gender.

Outcome indicators:

The efficacy of Western medicine was evaluated 
according to the ITP efficacy standard formulated by 
the 2nd National Conference on Hematology. 

ITP TCM syndrome score evaluation criteria:

According to the nimodipine method, peripheral blood 
image contains platelet count and other indicators.  

Syndrome efficacy index (N)=(Total score before 
treatment-total score after treatment)/total score before 
treatment×100 %

Other outcome measures: Adverse reactions, 
mortality and other peripheral blood features.

Literature search strategy:

The Chinese Biomedical Literature Database (CBM), 
China National Knowledge Infrastructure (CNKI), 
Chongqing VIP Full-text Database (VIP), Wan fang 
Database and PubMed combined with Jianpi Yiqi 
were searched electronically until December 2021. 
Glucocorticoid treated RCTs of ITP without language 
limitation. With "thrombocytopenic purpura", "ITP", 
"Jianpi", "Yiqi" and "random" as the theme words and 
free words.

Literature screening:

First, two researchers manually screened the originally 

included literature independently to exclude the 
literature that did not meet the requirements and 
then read the full text to screen the included target 
literature. Controversial documents should be judged 
independently by other researchers. If there are still 
disputes, they can be discussed and settled.

The evaluation of the quality of the included studies:

The Cochrane "Risk of Bias Assessment" tool was 
used to evaluate the randomized sequence generation, 
hidden assignment, blinding, data integrity, reporting 
selectivity, publication bias and other issues in the 
included literature.

Data extraction:

A data extraction table was developed by the research 
team to extract baseline conditions, interventions 
and efficacy outcomes. The existing problem data 
can be checked by the original literature or solved by 
discussion.

Statistical method:

RevMan 5.3 software was used for meta-analysis. 
Enumeration data were expressed as effect size (OR) 
and 95 % Confidence Interval (CI). When the results 
were homogenous or heterogeneous, the fixed effect 
model and random effect model were used for meta-
analysis. The Cochrane risk bias assessment tool was 
used for risk assessment and grading of evidence 
quality.

RESULTS AND DISSCUSION

A total of 595 articles were retrieved, 238 duplicate 
articles were excluded, 108 non-clinical studies were 
excluded, 70 non-RCT studies were excluded, 80 
articles were related to children and 72 articles were 
not following the relevant treatment methods. Finally, 
27 articles were included, including 1716 patients. 
Specific features of the included literature are shown 
in Table 1[3-29].

A total of 25 studies with 1510 subjects were included. 
There was no statistical heterogeneity among the 25 
studies (χ2=10.53, DF=24 (p=0.99); I²=0 %) as shown 
in fig. 1. Fixed-effect model meta-analysis indicated 
that Jianpi Yiqi combined with glucocorticoid in the 
treatment of ITP had a significantly better improvement 
effect than hormone therapy alone (OR: 3.12, 95 % 
CI: 2.38, 4.09) and the difference was statistically 
significant (p<0.00001).
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Fig. 1: Forest diagram comparing the curative effect of two groups of Western medicine

No. Case Period (month) Treatment References
1 30 3 Invigorating spleen and kidney [3]

2 15 4 Invigorating spleen and kidney [4]

3 40 6 Jian Pi Sheng Xue Tang [5]

4 50 6 Jian Pi Sheng Xue Tang [6]

5 24 6 Yi Qi Huan Ban Tang [7]

6 22 6 Tonifying kidney and spleen [8]

7 25 1 Jian Pi Bu Shen Qing Ren Liang Xue Fang [9]

8 19 0.75 Invigorate spleen and Qi and invigorate 
blood

[10]

9 20 0.75 Jian Pi Yi Qi She Xue granules [11]

10 103 0.75 Invigorate spleen and Qi and invigorate 
blood

[12]

11 45 3 Invigorating spleen to eliminate dampness [13]

12 30 3 Invigorate spleen and kidney and deflate 
fire

[14]

13 56 3 Benefiting qi and nourishing yin [15]

14 23 1 Yi Qi Bu Xue tablets [16]

15 30 1 Yi Qi Jian Pi Hua Shi Fang [17]

16 32 4 Yi Qi Liang Xue Tang [18]

17 30 3 Jia Jian Gui Pi Tang [19]

18 26 1 Bu She Yi Qi Liang Xue Jie Du Tang [20]

19 30 3 Yi Qi She Xue Tang [21]

20 38 2 Yi Qi Sheng Hua Tang [22]

21 36 6 Bu Zhong Yi Qi Tang [23]

22 26 1 Reinforcing qi and nourishing blood [24]

23 26 6 Yi Qi Hua Ban Tang [25]

24 30 6 She Xue pill [26]

25 30 3 Hei Gui Pi Tang [27]

26 28 1 Invigorating spleen and kidney [28]

27 30 3 Invigorating spleen and kidney [29]

TABLE 1: LITERATURE CHARACTERISTICS
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A total of 9 studies with 600 subjects were included. 
There was no statistical heterogeneity among the 9 
studies (χ2=14.55, DF=8 (p=0.07); I²=45 %) as shown in 
fig. 2. Meta-analysis using a fixed-effect model suggested 
that Jianpi Yiqi combined with glucocorticoid in the 
treatment of ITP had a significantly better improvement 
effect than hormone therapy alone (OR: 4.24, 95 % CI: 
2.80, 6.40), the difference was statistically significant 
(p<0.00001).

A total of 24 studies with 1451 subjects were included. 
There was some heterogeneity among the 24 studies 
(χ2=43.58, DF=23 (p=0.006); I²=47 %) as shown in 
fig. 3. The experimental heterogeneity was low and the 
fixed-effect model meta-analysis suggested that Jianpi 
Yiqi combined with glucocorticoid was significantly 
better than hormone therapy alone in improving the 
change of platelet count level in ITP (MD=15.79, 
95 % CI (14.06,17.51), Z=17.90, the difference was 
statistically significant, p<0.00001).

A total of 7 studies with 507 subjects were included. 
There was statistical heterogeneity among the five 
studies (χ2=12.67, DF=6 (p=0.05); I²=53 %) as shown 
in fig. 4. There was heterogeneity in the experiment and 
the random effect model of the meta-analysis suggested 
that the combined treatment of traditional Chinese and 
Western medicine was more effective in improving 
TCM symptoms than hormone therapy alone (MD=-
1.63, 95 % CI (-2.33, -0.93), Z=4.58. The difference 
was statistically significant (p<0.00001).

A total of 220 subjects were included in 4 studies. There 
was statistical heterogeneity among the four studies 
(Tau²=23.54, χ2=13.68, DF =3 (p=0.003); I²=78 %) 
as shown in fig. 5, there was high heterogeneity. The 
random effect model was used in the meta-analysis, 
suggesting that the Jianpi Yiqi method combined with 
hormone had an obvious effect on reducing platelet-
related antibodies in patients with ITP (MD=-15.19, 95 
% CI (-21.88,-8.51), Z=4.45. p<0.00001).

A total of 158 subjects were included in 3 studies. There 
was statistical heterogeneity among the three studies 
(Tau²=97.20, χ2=49.05, DF=2 (p<0.00001); I²=96 %) 
as shown in fig. 6. There was high heterogeneity in 
the experiment. The random effect model was used for 
meta-analysis, suggesting that the Jianpi Yiqi method 
combined with hormone had no significant difference 
in improving the level of the thrombocytopenic 
megakaryocyte of ITP patients (MD=6.25, 95 % CI 
(-5.23,17.74), Z=1.07. p=0.29).

A total of 160 subjects were included in 3 studies. 

There was statistical heterogeneity among the three 
studies (Tau²=0.00, χ2=1.24, DF=2 (p=0.54); I²=0 %) 
as shown in fig. 7. There was low heterogeneity in the 
experiment. Meta-analysis using the fixed-effect model 
suggested that Jianpi Yiqi combined with hormones 
had a significant effect on increasing Interleukin (IL)-
10 levels in patients with ITP (MD=1.24, 95 % CI 
(7.21,10.76), Z=9.91. p<0.00001).

A total of 146 subjects were included in 3 studies. 
Heterogeneity among the three studies was low 
(χ2=2.46, DF=2 (P=0.29); I²=19 %) as shown in 
fig. 8. The fixed effects model was used in the meta-
analysis, suggesting that Jianpi Yiqi combined with 
glucocorticoid could significantly increase the level of 
Cluster of Differentiation (CD) 4/CD8 cells (MD=0.13, 
95 % CI (0.07.15, 0.19)). Z=4.17, the difference was 
statistically significant, p<0.0001).

The methodological quality was evaluated by 
Cochrane and the included literature did not mention 
the relevant content of double blindness, considering 
the risks of implementation bias and measurement bias. 
At the same time, TCM syndrome scores require the 
higher subjective judgment of the experimenters, so the 
failure to carry out effective double-blind measures has 
a greater impact on the risk of bias in this index. In 
addition, most of the literature in the experiment did 
not specify the random assignment method, so there 
may be a high risk of the influence of experimental 
grouping and results. In conclusion, the quality of the 
included literature in this study is relatively poor and 
the credibility of the experimental results may lead to 
a certain risk of bias, so it is necessary to include more 
high-quality literature to reduce the risk of bias (as 
shown in fig. 9 and fig. 10). However, both sides of the 
funnel plot for the risk of publication bias of Western 
medicine efficacy are symmetric, suggesting that the 
risk of publication bias is low, as shown in fig. 11.

ITP is a common clinical hemorrhagic disease caused 
by a variety of reasons. Its etiology and pathogenesis 
have not been clarified, which may be related to immune 
disorders caused by a variety of reasons. Therefore, 
in terms of treatment, the current research focuses on 
clinical efficacy and immune homeostasis recovery. In 
the latest guidelines, hormones are proposed as the first 
choice for the treatment of ITP, but at the same time, the 
balance between side effects and benefits of hormones 
for patients is emphasized and the initiative of hormone 
use is not emphasized as in the past. Therefore, for 
patients who must use hormone therapy, How to 
enhance the therapeutic effect of the hormone and 
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reduce its dosage and side effects is an urgent problem 
to be solved. TCM has a good effect in clinical use, but 
due to the small number of patients with hematologic 
diseases, it is difficult to complete a large-scale RCT 
experiment and it is difficult to exclude the bias of 
single-center experiments. Therefore, this experiment 
was conducted to evaluate the clinical efficacy of the 
Yiqi Jianpi method combined with hormone therapy 
through a systematic review of the treatment plan.

This study systematically analyzed the efficacy of the 
Yiqi Jianpi method combined with hormone in the 
treatment of ITP from eight aspects: Western medicine 
efficacy, TCM efficacy, platelet level recovery, TCM 
syndrome score, platelet-related antibody change, 
production plate megakaryocyte change, CD4/CD8 
level change, IL-10 level change. The results showed 
that the effect of Jianpi Yiqi combined with hormone in 
the treatment of ITP was significantly better than that 
of hormone alone and it could reduce the production 
of platelet antibodies[3,11,17,21], but there was no 
obvious advantage in the changes of plate producing 
megakaryocytes included in the literature[8,11,13] 
(p=0.29). It may be related to too few cases included 
in the literature. Meanwhile, studies have shown 
that Jianpi Yiqi combined with hormone therapy can 
significantly increase the levels of IL-10[11,19,22] and 
CD4/CD8[10,17,22] in patients with ITP. IL-10 is mainly 
secreted by T Helper 2 (Th2) cells and a literature 
review shows that there is a clear relationship between 
the disorder of Th1/Th2 balance in ITP patients and the 
occurrence and development of the disease, but there 
is a certain controversy about whether Th1 or Th2 
activation is dominant in ITP patients[30,31]. The results 
of this study show that the increase of IL-10 is positively 
correlated with the improvement of ITP patients and 
the relationship between IL-10 and the occurrence and 
development of ITP is still controversial[32]. However, 
how the treatment changes the level of IL-10 and 
the relationship between IL-10 and the occurrence 
and development of ITP patients need to be further 
studied. CD4/CD8 balance plays a crucial role in the 
occurrence and development of ITP[33]. El-rashedi 
Farida Hussein et al.[34] showed that CD4/CD8 was 
significantly reduced in patients with ITP and the 
results of this analysis further confirmed the importance 
of cellular immunity in the progression of ITP. These 
results suggest that Yiqi Jianpi combined with hormone 
therapy can significantly increase the level of CD4/
CD8 cells in ITP.

ITP belongs to the category of "blood syndrome" 

in TCM. Currently, the recognized syndrome 
differentiation is divided into blood heat jumping, Yin 
deficiency and blood heat, qi not absorbing blood, 
blood stasis and internal resistance[35]. In clinical 
chronic ITP patients due to temper deficiency, Qi 
does not take blood and blood overflow and purpura. 
Chronic patients often damage qi and blood in the 
process of repeated diseases, qi deficiency and blood 
deficit and the symptoms are aggravated repeatedly, 
eventually leading to the gradual aggravation of 
bleeding symptoms. Therefore, in the clinical treatment 
of such diseases, Jianpi Yiqi is mainly used to take 
blood, add and subtract with the disease, supplemented 
by notifying kidneys, cooling blood, activating 
blood, nourishing Yin and other methods. At present, 
meta-analysis mainly studies integrated treatment of 
traditional Chinese and Western medicine, without 
specific analysis of traditional Chinese and Western 
medicine treatment, so it lacks guiding significance 
for clinical treatment. The main treatment methods 
included in this study are Jianpi or Yiqi, while Western 
medicine treatment is limited to hormone therapy and 
the treatment cycle is mostly between 3 w and 6 mo. 
The results showed that the longer the time of using 
TCM, the longer the patient’s curative effect was 
maintained, the incidence of adverse reactions was 
significantly reduced and the occurrence of severe and 
extremely severe adverse reactions was significantly 
reduced[5,6,10,26]. In the literature, the main symptoms 
of patients are concentrated in fatigue, less qi and 
lazy speech, loss of appetite, post-food abdominal 
distension and subcutaneous bleeding and the main 
syndrome differentiation is Qi does not take up blood. 
It was partially reported that Jianpi Yiqi combined with 
hormone was significantly better than hormone alone 
in improving the symptoms of subcutaneous bleeding 
in patients, and the main reason was analyzed that 
Jianpi Yiqi could improve the symptoms of patients 
with temper deficiency and qi not taking up blood, and 
had an obvious curative effect on the improvement of 
subcutaneous bleeding[12]. In terms of drug use, mainly 
focused on Radix Astragali Preparata, Atractylodes 
macrocephala Koidz., Codonopsis pilosula (Franch.) 
Nannf., Poria cocos (Schw.) Wolf, Radix Glycyrrhizae 
Preparata, Polygonatum sibiricum Delar. Ex Redoute, 
Angelica sinensis, Radix Glycyrrhizae Preparata 
donkey hide gelatin and other Jianpi Yiqi, notifying Qi 
and blood, Rubia cordifolia L., Paeonia suffruticosa 
Andr., Lithospermum erythrorhizon Sieb. Et Zucc., 
Agrimonia pilosa were added to other parts Ldb., 
Cirsium arvense var. integrifolium and other drugs 
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Fig. 2: Forest map of TCM curative effect comparison between the two groups

Fig. 4: Forest diagram comparing changes in TCM syndrome scores between the two groups

Fig. 3: Forest map comparing platelet changes between the two groups

for cooling blood and hemostasis have important 
effects on improving the symptoms of patients with 
prolonged blood stasis and qi not taking blood. This 
study analyzed the comparison of the efficacy of Jianpi 

Yiqi combined with hormone in the treatment of ITP 
and hormone alone, which reduced the deficiencies of 
research bias in different centers and more objectively 
reflected the advantages of Jianpi Yiqi and TCM in the 
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Fig. 5: Forest map comparing the changes of platelet-related antibodies between the two groups

Fig. 6: Forest plot of productive megakaryocytes between the two groups

Fig. 7: Comparison of IL-10 levels between the two groups

Fig. 8: Comparison of changes in CD4/CD8 levels between the two groups

Fig. 9: The risk of bias plot
Note: (  ): Low risk of bias; (  ): Unclear risk of bias and (  ): High risk of bias
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Fig. 10: The summary of the risk of bias



www.ijpsonline.com

Special Issue 5, 2022 Indian Journal of Pharmaceutical Sciences 38

Fig. 11: The funnel plot of publication bias

treatment of ITP and provided certain reference value 
for future clinical treatment and research.
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