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Acupoint embedding therapy improves
nonalcoholic fatty liver disease with abnormal
transaminase

A PRISMA-compliant systematic review and meta-analysis
Liang Dai, MChinMed, Vee Voon Ooi, BChinMed, Wenjun Zhou, MSc, Guang Ji, MD, PhD"

Abstract N
Background: Non-alcoholic fatty liver disease (NAFLD) with abnormal transaminase were main targeted disorder in clinical
intervention. Acupuncture embedding has been used as a modified acupuncture therapy in current management, while no
comprehensive summarization has been established. Hence, we conducted a systematic review and meta-analysis to evaluate the
effectiveness and safety of acupoint embedding alone or in combination for NAFLD with abnormal transaminase, and to provide
potential regimen for further verification.

Methods: Seven English and Chinese databases were systematically researched from inception to February 28, 2019, including
PubMed, Embase, Cochrane Central Register of Controlled Trials (CENTRAL), Chinese biomedical literature database (SinoMed),
Chinese National Knowledge Infrastructure (CNKI), Chinese VIP information (VIP), and WanFang database. Academic dissertations
were also searched as supplement. The searching terms included “nonalcoholic fatty liver disease,” “acupoint embedding,” “clinical
trial,” with their corresponding synonyms. Randomized controlled trials (RCTs) and quasi-RCTs involving acupoint embedding alone
or in combination for adult patients with NAFLD with abnormal transaminase were included. The diagnosis of NAFLD should be
confirmed by radiologic evidence. Two researchers independently completed predefined data sets extraction and quality
assessment. STATA 15.0 was applied to estimate the combined effect presented as odds ratio or mean difference (MD) with a 95%
confidence interval (Cl). The primary outcome was the change of serum alanine aminotransferase (ALT).

» o«

Results: A total of fifteen studies with 1349 patients were included. Meta-analysis reported that acupoint embedding alone or in
combination was superior to conventional medications on ALT change (MD: 16.58, 95%Cl: [10.42, 22.74], P < .001). The benefits
were also demonstrated in other outcomes, including aspartate aminotransferase, triglyceride, and total cholesterol, total efficacy
rate and radiological efficacy rate. The safety profile of acupoint embedding was satisfactory. BL18 (Ganshu) was the most frequently
utilized acupoint.

Conclusion: To some extent, the systematic review supported the application of acupoint embedding in management of NAFLD,
while further high-quality studies should be designed to evaluate the practical effect of acupoint embedding.

Abbreviations: ALT = alanine aminotransferase, AST = aspartate aminotransferase, CHM = Chinese herbal medicine, Cl =
confidence interval, IR = insulin resistance, MD = mean difference, NAFLD = nonalcoholic fatty liver disease, NASH = nonalcoholic
steatohepatitis, OR = odds ratio, RCT = randomized controlled trial, TC = total cholesterol, TG = triglyceride.
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1. Introduction

Nonalcoholic fatty liver disease (NAFLD), as the most common
chronic liver disease, affects more than a quarter of adult
population."! The disease progression of NAFLD is relatively
slow; however, once nonalcoholic steatohepatitis (NASH) was
confirmed, the risk of cirrhosis and other complications are largely
elevated."" Therefore, preventing NASH progression isa vital step
in NAFLD management. Biopsy is the golden standard to diagnose
NASH, but performing a biopsy for every patient with NAFLD is
not practical due to its invasion, high expenditure, and possible
adverse events. Surrogate biochemical indexes like aminotransfer-
ases, in particular alanine aminotransferase (ALT), are more
frequently used standard to determine the start of treatment, as they
were associated with NASH and advanced fibrosis and easy to
obtain.!”! Hence, patients with NAFLD with abnormal transami-
nase were main targeted population in clinical intervention.

Insulin resistance (IR) is one of vital pathologic manifestation
in NAFLD progression.! Hence, current conventional medi-
cations toward NAFLD includes insulin sensitizers, vitamin E,
polyene phosphatidyl choline, silymarin, and so on.[”™
However, none of these agents was officially approved for
NAFLD."”"! Consequently, many clinicians and patients would
consider complementary and alternative interventions, in which
acupuncture is one of the main therapies. Various studies have
reported that acupuncture could improve IR.M%' Recent
systematic review reported that acupuncture could significantly
reduce the level of homeostasis model assessment for IR by
approximate 0.7 in IR-related diseases. These results may
indicate acupuncture could benefit the management of NAFLD.

Acupoint embedding is a modified technique based on
traditional acupuncture intervention. The nature of this technique
is to leave catgut or other absorbable suture threads into the
acupoints, therefore to extend stimulation time and further
enhance efficacy. This hypothesis has been demonstrated in
obesity,''?! which is a common comorbidity of NAFLD and also
considered to be closely related to IR. Indeed, a plenty of clinical
studies have been conducted to testify the efficacy and safety of
acupoint embedding therapy for NAFLD. And some of them did
achieve positive results. However, the poor quality of study design
and diversity of applied acupoints limit the clinical significance. A
rigorous randomized controlled trial (RCT) is definitely needed to
confirm the benefit of acupoint embedding and provide standard
treatment protocol. Nevertheless, before conducting RCTs, it
would be better to comprehensively summarize the available
evidences and sort out potential therapeutic protocol for future
verification. Therefore, we conducted a systematic review to assess
the potential benefits of acupoint embedding alone or in
combination by using objective outcome variables, then aimed
to provide possible solutions for further validation.

2. Methods

2.1. Protocol and registration

The protocol was registered with an identification number
CRD42019129552 in the PROSPERO database. The systematic
review was designed and completed according to Preferred
Reporting Items for Systematic Reviews and Meta-Analyses
(PRISMA) statement."> The corresponding checklist was shown
in Table, Supplemental Digital Content, http:/links.lww.com/MD/
D610. This study was conducted based on available data in various
public databases; hence, ethical approval was not necessary.
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2.2. Literature searching strategy

The clinical studies were retrieved from the authoritative English
and Chinese based databases which including PubMed, Embase,
Cochrane Central Register of Controlled Trials (CENTRAL),
Chinese biomedical literature database (SinoMed), Chinese
National Knowledge Infrastructure (CNKI), Chinese VIP infor-
mation (VIP), and WanFang database. Academic dissertations
were not excluded during literature searching. Literature searches
were conducted from their inception till February 28, 2019. The
searching keywords included “nonalcoholic fatty liver disease,”
“acupoint embedding,” “clinical trial,” with their corresponding
synonyms as well as for subject terms searching. Detailed searching
strategy of every database could be found in File, Supplemental
Digital Content, http:/links.lww.com/MD/D609.

2.3. Study selection and data extraction

We included RCTs and quasi-RCTs to evaluate the efficacy and
safety published in both English and Chinese. The qualified
participants were defined as age >18 years old and diagnosed
NAFLD on the foundation of radiologic and/or histologic
examinations with abnormal liver aminotransferases. The
eligible experimental treatment contained acupoint embedding
therapy alone or acupoint embedding therapy in combination
with conventional medications or Chinese herbal medicine
(CHM). And the comparator should be conventional medica-
tions or conventional acupuncture techniques. Exclusion criteria
included patients combined with other reason which would
induce liver steatosis; nonclinical studies such as animal study;
secondary articles such as review and commentary; comparator
contained any external interventions, which may interfere
acupoint embedding efficacy.

In consideration of providing minimal subjective results, the
primary outcome was set to be the change of serum ALT level.
Other secondary outcomes included the change of serum aspartate
aminotransferase (AST), triglyceride (TG), and total cholesterol
(TC), total efficacy rate, radiologic efficacy rate, and adverse events.
Due to the certain difference of evaluation criteria in included
studies, the evaluation of total efficacy rate was standardized. We
defined any improvements in symptoms, biochemical indexes or
radiologic examinations as clinical effective. Similarly, radiologic
effective was defined as any improvements in any imaging tests.

Two authors (LD and VVO) independently conducted the
literature searching, study selection, and data extraction indepen-
dently. The extracted information consisted of authors and title of
study, year of publication, study size, age and gender of the
participants, details of methodologic information, details of
acupoints, CHM, and western medications used in combination,
treatment regimens, details of the control interventions, outcomes,
and adverse events. A 3rd individual (GJ) would be introduced to
deal with disagreement discussion and consensus establishment.

2.4. Quality assessment

The quality of included studies was evaluated by the risk of bias
tool based on the Cochrane Handbook of Systematic Reviews of
Interventions.!'* Five dimensions were assessed, namely random
sequence generation, allocation concealment, blinding method,
incomplete outcome data, and selective reporting. Two authors
(LD and VVO) independently appraised the risk of bias and
disagreement would be addressed by further discussion with a
3rd individual (G]J).
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2.5. Data analysis

Descriptive analysis was conducted to summarize the findings of
participants characteristics and intervention details of the included
studies. Two comparisons were arranged, namely acupoint
embedding alone or in combination vs conventional medications,
and acupoint embedding alone vs electroacupuncture. Data were
synthesized by using mean difference (MD) with 95% confidence
intervals (Cls) for continuous outcomes (ALT, AST, TG, and TC)
or odds ratio (OR) with 95% CI for binary outcomes (total efficacy
rate and radiologic efficacy rate) using STATA 15.0 software. The
data synthesis model, namely fix-effects or random-effects, was
determined based on the heterogeneity. We defined that an I” value
above 50% indicating substantial heterogeneity. If certain
heterogeneity exists, meta-regression would be used to explore
the source of heterogeneity, and preset covariates contain
participants’ age, baseline data, interventions, and course times.
Subgroup analyses were set based on acupoint embedding
administration, namely alone, combined with CHM, combined
with conventional agents, or combined both CMH and conven-
tional agents. We also performed sensitivity analysis to deal with
heterogeneity and testify the stability of results, including
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comparing effects from different models, influence analysis, and
trim and fill test. Publication bias was assessed as well.

3. Results

3.1. Characteristics of included studies

A total of 112 records were obtained from the databases initially,
then 59 studies were screening after omitting the duplications.
Most citations were excluded due to various reasons. Finally, 15
records were included,”*?°! and 11 records were included for
primary outcome analysis.!'571%2124281 The flowchart of search
process and literature selection is shown in Figure 1.

All included trials were conducted in China and published in
Chinese. A total of 1349 patients with NAFLD were included, with
the sample sizes ranged from 50 to 200. The diagnosis of NAFLD
was based on official clinical practice guidelines or handbooks,
hence all included participants possessed with radiologic evidence
of NAFLD. However, no study reported sample size calculation.
Common combined diseases contained obesity, diabetes, and
hyperlipidemia. Three studies utilized electroacupuncture as
comparator, and the rest used conventional medications. The
detailed characteristics of included studies are presented in Table 1.

s Records identified through Additional records identified
g database searching through other resources
kS (n=112) (n=0)
5 T
£ |
= 5
# Duplication (n=53)
S
)
Records screened
(n=59)
@ Records excluded, with reasons
s (n=34)
§ A ® Non-clinical trial (n=15)
® Review (n=12)
® Not relevant (n=5)
® Others (n=2)
—
P Full-text articles assessed for eligibility
(n=25)
= Full-text articles excluded,
% with reasons (n=10)
%’) @ Unqualified participants (n=7)
e
@ Not controlled study (n=1)
® Not relevant (n=1)
® Others (n=1)
N —
|
Studies included
= (n=15)
L]
=
E !
2
=
Studies included for primary outcome analysis
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Figure 1. Flowchart of search process and literature selection.
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3.2. Serum ALT change

Nine studies using conventional medications as comparator
reported the change of serum ALT level. Meta-analysis showed
that acupoint embedding alone or in combination could bring
more reduction in ALT level than conventional medications
(MD: 16.58, 95% CI: [10.42, 22.74], P<.001) (Fig. 2). The
heterogeneity test showed I°=81.6% and P<.001. For the
subgroup analysis, 6 studies compared acupoint embedding
alone with conventional agents, the synthesized result was
similar to overall effect (MD: 17.13, 95% CI: [6.29, 27.96],
P=.002). Three studies reported the effect size of acupoint
embedding combined with CHM vs conventional drugs, and
the result was also consistent (MD: 17.71, 95% CI: [9.73,
25.70], P<.001). Only 1 study evaluated the add-on effect of
acupoint embedding based on conventional medications, which
was reported as (MD: 14.03, 95% CI: [3.73, 24.33], P=.008).
Besides, 1 study used most complicated interventions, namely
acupoint embedding combined with CHM and conventional
medication, and the result showed better improvement in
treatment group as well.

Among 3 studies using electroacupuncture as comparator,
only 2 reported serum ALT level. The synthesized result did not
indicate any efficacy difference between acupoint embedding and
electroacupuncture (MD: 0.84, 95% CI: [2.98, 4.65], P=.668)
(Fig. 1, Supplemental Digital Content, http:/links.lww.com/
MD/D613).

Medicine

3.3. Secondary outcomes

Ten studies reported the change of serum AST level. For
conventional medications as comparator, the synthesized result
of 9 studies showed that acupoint embedding alone or in
combination were superior in reducing AST (MD: 16.61, 95%
CL: [12.91, 20.32], P<.001) (Fig. 3). The heterogeneity test
showed I°=69.6% and P<.001. Subgroup analysis did not
indicate any variation among different treatment strategies.
Besides, 1 study compared acupoint embedding with electro-
acupuncture in AST improvement, and there was no significance
between these 2 interventions.!'®!

Among the included studies, thirteen studies reported the
change of serum TG after treatment. For conventional medicines
as comparator, meta-analysis indicated that acupoint embedding
alone or in combination had better efficacy in decreasing TG
(MD: 0.38, 95% CI: [0.15, 0.61], P=.001) (Fig. 4). The
heterogeneity test indicated I?=92.6% and P <.001. However,
the results between different subgroups did not keep consistent.
Acupoint embedding combined with CHM showed better
efficacy than convention treatment (MD: 0.42, 95% CI: [0.29,
0.56], P<.001). Besides, the single study involved both CHM
and conventional agents in combination showed that the
combination could also obtain larger TG reduction than general
intervention.!"®! The other 2 categories did not show superior
effect. Among 3 studies using electroacupuncture as comparator,
2 reported the change of serum TG level. The synthesized result
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'
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Zhang (2018) ] 8.35(0.07,16.63)  9.80
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Zhou (2011)
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Zhang (2017)
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Overall (l-squared = 81.6%, p = 0.000)
NOTE: Weights are from random effects analygis

'
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! —%— 3500 (27.12, 42.88) 9.96
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14.03 (3.73, 24.33) 8.93
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16.58 (10.42, 22.74) 100.00

T
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Figure 2. Forest plot of serum alanine aminotransferase change in comparison of acupoint embedding alone or in combination vs conventional medications. AET =
acupoint embedding therapy, CHM = Chinese Herbal Medicine, Cl = confidence interval.
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Study %
ID WMD (95% Cl) Weight
AET+CHM :
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ZhangY (2018) —_— 14.60 (9.63, 19.57) 11.44
ZhouX (2010) —_— 18.20 (8.31,28.09) 7.1
Subtotal (I-squared = 69.3%, p = 0.039) * e 20.21(11.02, 29.39) 24.13
AET+CHM+Drug '
Chen (2015) —_ 9.82 (549, 14.15)  12.05
Subtotal (I-squared =.%,p=.) <> H 9.82 (5.49, 14.15) 12.05
1
. |
AET -
Huang (2016) — 16.22 (11.70, 20.74) 11.86
Liu (2010) —m— 14.72 (6.58, 22.86) 8.50
Zhang (2018) — 14.57 (9.49, 19.65) 11.34
Zhou (2010) —— 2.20(-9.67,14.07) 5.81
Zhou (2011) —_— 24.10 (16.06, 32.14) 8.58
Zhou (2012) | 24.60 (18.87, 30.33) 10.71
Subtotal (I-squared = 70.4%, p = 0.005) <> 16.99 (12.03, 21.95) 56.82
]
AET+Drug -
Zhang (2017) —_— 14.74 (4.71,2477) 7.0
Subtotal (I-squared = .%, p=.) e 14.74 (4.71,24.77) 7.01
1
. 1
Overall (l-squared = 69.6%, p = 0.000) <> 16.61 (12.91, 20.32) 100.00
]
NOTE: Weights are from random effects analypis !
T

-44.1 0

Figure 3. Forest plot of serum aspartate aminotransferase change in comparison of acupoint embedding alone or in combination vs conventional medications.
AET =acupoint embedding therapy, CHM = Chinese Herbal Medicine, CI = confidence interval.

showed that no meaningful difference between 2 interventions
(MD: 0.01, 95% CI: [~0.26, 0.28], P=.941) (Fig. 2, Supple-
mental Digital Content, http:/links.lww.com/MD/D612).

Change of serum TC was reported in 11 trials. Meta-analysis
illustrated that acupoint embedding alone or in combination
could reduce TC more than conventional medications (MD: 0.77,
95% CI: [0.43, 1.10], P<.001) (Fig. 5). The results of
heterogeneity test were 1°=89.3% and P<.001. Among 4
subgroups, only the single study of acupoint embedding
combined with conventional medication revealed no extra
benefits from adding acupoint embedding. In addition, 1 study
assessed the change of TC by using electroacupuncture as
comparator.'”! The result showed no statistical difference
between 2 interventions as well.

Total efficacy rate and radiologic efficacy rate were reported in
9 and 4 studies, respectively. After homogenization, meta-
analysis was conducted based on available data. Acupoint
embedding alone or in combination presented better total efficacy
rate than conventional medications (OR: 3.85, 95% CI: [2.50,
5.93], P<.001) (Fig. 3, Supplemental Digital Content, http://
links.lww.com/MD/D614). The heterogeneity test showed I*=
0.0% and P=.781. Besides, the synthesized results showed
acupoint embedding had better total efficacy rate compared with
electroacupuncture (OR: 3.08, 95% CI: [1.10, 8.57], P=.032)
(Fig. 4, Supplemental Digital Content, http:/links.lww.com/MD/
D616). For radiologic efficacy rate, 1 study assessed the add-on
effect of acupoint embedding based on conventional therapy,!**!

1 study evaluated the triple combination compared with
conventional therapy,™®! and the rest 2 appraised the difference
between acupoint embedding and electroacupuncture.['”!81 The
introduction of acupoint embedding in conventional therapy did
not show extra radiologic improvement. Triple combination
presented better radiologic efficacy rate than traditional
interventions. These results were not considered for synthesis
due to obvious difference in experimental interventions. Meta-
analysis indicated that no statistical difference between acupoint
embedding and electroacupuncture (OR: 0.87, 95% CI: [0.30,
2.48], P=.789) (Fig. 5, Supplemental Digital Content, http://
links.lww.com/MD/D617).

3.4. Adverse events

Seven studies reported the safety profile of interventions.
Documented adverse events included painful wound, rashes,
subcutaneous nodulations, low fever, and gastrointestinal
symptoms. No serious adverse event was reported. All studies
claimed that all adverse events were well managed and did not
cause significant change in findings and withdrawal. However,
due to the limited data, meta-analysis could not be conducted.

3.5. Acupoint summarization

More than 30 acupoints were extracted from included studies.
We summarized the commonly used acupoints which were
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Study %

D WMD (95% Cl)  Weight

AET+CHM :

Chao (2013) — 0.60(0.27,0.93) 7.73

Huang (2017) —_— 0.40 (0.23,0.57) 8.72

ZhangY (2018) T > 0.74 (0.16,1.32) 5.80

ZhouX (2010) —_— 0.30 (0.05, 0.55) 8.26

Subtotal (I-squared = 7.7%, p = 0.355) << 0.42 (0.29, 0.56) 30.50
1

AET+CHM+Drug |

Chen (2015) ——il— 0.53(0.29,0.77) 8.33

Subtotal (I-squared =.%,p =) -:<:> 0.53(0.29,0.77) 8.33

. 1

AET -

Huang (2016) : —— 0.95(0.87,1.03) 9.07

Liu (2010) — 0.67 (0.05,1.29) 5.54

Zhang (2018) ; 0.27 (-0.30,0.84) 5.90

Zhou (2010) _— -0.10 (-0.43,0.23) 7.72

Zhou (2011) —_— 0.00 (-0.21,0.21) 8.49

Zhou (2012) —_— 0.40 (0.26, 0.54) 8.86

Subtotal (I-squared = 95.9%, p = 0.000) e 0.36 (-0.05, 0.78) 45.57

AET+Drug :

Wang (2013) —t— 0.09 (-0.29, 0.47) 7.37

Zhang (2017) i 0.16 (-0.10,0.42) 8.22

Subtotal (I-squared = 0.0%, p = 0.763) < : 0.14 (-0.08, 0.35) 15.59

- 1

Overall (I-squared = 92.6%, p = 0.000) - 0.38 (0.15, 0.61) 100.00

NOTE: Weights are from random effects analysig
I

I
-1.32 0

I
1.32

Figure 4. Forest plot of serum triglyceride change in comparison of acupoint embedding alone or in combination vs conventional medications. AET =acupoint

embedding therapy, CHM = Chinese Herbal Medicine, Cl = confidence interval.

selected by more than half studies (Fig. 6). BL18 (Ganshu) was
most utilized, followed by RN12 (Zhongwan) and ST40
(Fenglong).

3.6. Methodologic quality

The evaluation of risk of bias for each study is presented in
Figure 7. Most of included studies claimed randomization;
however, only 7 specified the method. One study allocated
participants according to intervention methods, hence high risk
of bias was determined. Only 1 study documented the allocation
concealment method. Due to the characteristics of acupoint
embedding, blinding of participants and researchers was not
realistic for these studies, so that this category was generally
considered as low risk. Nevertheless, blinding of assessors was
only mentioned in 1 study. Selective reporting bias was found in 1
study as the predetermined outcomes were not recorded.
Publication bias was assessed based on primary outcome
(Fig. 8). The funnel plot indicated that certain bias existed.

3.7. Meta-regression and sensitivity analysis

Both I? statistical magnitude and Galbraith radial plot (Fig. 6,
Supplemental Digital Content, http:/links.lww.com/MD/D618)
indicated certain heterogeneity of the results. Hence, meta-
regression analysis was conducted based on primary outcome.
However, none of the preset covariates, namely participants’ age,

baseline serum ALT level, interventions and course times, showed
significant association with effect size (Table 2). These results
suggested that the heterogeneity may be resulted from inherent
attributes of studies.

To deal with heterogeneity and verify the result, sensitivity
analyses were conducted based on primary outcome by using
different statistical model, influence analysis, and trim and fill
test. By using fix-model, the result still showed that acupoint
embedding alone or in combination could bring more reduction
in ALT level than conventional medications (MD: 15.34, 95%
CL: [12.85, 17.83], P<.001) (Fig. 7, Supplemental Digital
Content, http:/links.lww.com/MD/D619). Based on influence
analysis, the synthesized effect fluctuated in the 95% CI of
original effect by eliminating any one of the included studies (Fig.
8, Supplemental Digital Content, http:/links.lww.com/MD/
D620). Besides, the trim and fill test did not introduce any
hypothetical studies, hence the effect did not change (Fig. 9,
Supplemental Digital Content, http:/links.lww.com/MD/D621).
All these methods indicated that the improvement of ALT
presented good stability, though certain heterogeneity and bias
exist.

4. Discussion

As an idiomatical external intervention of TCM, acupuncture is
considered to possess various physiologic functions, including
neurohumoral regulation, immunoregulation, lipidolysis effect,
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Study %
ID WMD (95% CI)  Weight
AET+CHM ;
Chao (2013) L—s———  1.40(0.73,2.07) 7.14
Huang (2017) —_—— 0.58 (0.12,1.04) 8.44
Zhangy (2018) L —— 1.37 (1.02,1.72) 9.03
ZhouX (2010) —f—— 0.40 (-0.24, 1.04) 7.35
Subtotal (I-squared = 75.7%, p = 0.006) d':> 0.95(0.43, 1.46) 31.96
AET+CHM+Drug "
Chen (2015) —— 0.78 (0.63,0.93) 9.82
Subtotal (I-squared =.%, p=.) <> 0.78 (0.63,0.93) 9.82
1
. 1
AET i
Huang (2016) ¢ —+— 1.97 (1.68,2.26) 9.29
Liu (2010) —_— 1.00 (0.33, 1.67) 7.15
Zhang (2018) — 0.76 (0.40, 1.12) 8.98
Zhou (2010) —t— 0.20 (-0.50, 0.90) 6.97
Zhou (2011) —— 0.00 (-0.53, 0.53) 8.02
Zhou (2012) JE—— 0.40 (0.05, 0.75) 9.02
Subtotal (I-squared = 93.2%, p = 0.000) -<_"'_¢_‘.> 0.74 (0.06, 1.41) 49.43
. '
AET+Drug ‘
Wang (2013) —t— | 0.17 (-0.22, 0.56) 8.80
Subtotal (l-squared =.%, p=.) < o - 0.17 (-0.22, 0.56) 8.80
1
‘ 1
Overall (l-squared = 89.3%, p = 0.000) <> 0.77 (0.43,1.10) 100.00
]
NOTE: Weights are from random effects analysis -
1
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Figure 5. Forest plot of serum total cholesterol change in comparison of acupoint embedding alone or in combination vs conventional medications. AET =acupoint
embedding therapy, CHM = Chinese Herbal Medicine, Cl = confidence interval.
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Figure 6. Acupoints used by more than half included studies.
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Figure 7. Risk of bias summary: review authors’ judgments about each risk of
bias item for each included study.

and so on. Hence, it has been utilized in multiple system
disorders, no exception for NAFLD.***!1 On the foundation of
acupuncture principle, acupoint embedding was developed,
aiming to enhance the efficacy and reduce operation times in
the meantime.**! Our result did demonstrated that acupoint
embedding alone or in combination showed better effectiveness
in treating NAFLD with abnormal transaminase compared with
conventional medications. However, the conclusion should be
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interpreted with caution, as high heterogeneity existed in
included studies. Further rigorous RCT is urgent to design. On
the foundation of this systematic review, potential therapeutic
regimen may be considered as following: BL18 (Ganshu), RN12
(Zhongwan), ST40 (Fenglong), ST25 (Tianshu), BL20 (Pishu),
and ST36 (Zusanli) as major acupoints, with at least 3-month
treatment course.

Acupoint embedding is a modified technique of acupuncture.
By inserting absorbable string into the acupoints, the stimulation
time would dramatically increase comparing with traditional
acupuncture, and so operation frequencies would reduce.l*?!
Theoretically, the efficacy brought by acupoint embedding would
be better than normal acupuncture, whereas, although only three
studies were included, our results did not show the superiority of
acupoint embedding to electroacupuncture. Hence, if efficacy is
the only concern, acupoint embedding may not be prior choice.
When taking operation convenience into account, acupoint
embedding has its own advantages.

The NAFLD is a metabolic disorder characterized by abnormal
lipid metabolism and IR. The specific pathogenesis is still
unknown, but management of NAFLD could not bypass these 2
mechanisms. Previous studies have reported that acupuncture
could improve lipid metabolism. To be specific, acupuncture on
ST40 (Fenglong) and RN4 (Guanyuan) could increase the activity
of lipoprotein lipase and hepatic lipase, then improve liver
steatosis in hyperlipidemia rat.*®! Other studies also reported
that acupuncture on ST40 (Fenglong), ST36 (Zusanli), LR3
(Taichong), and SP6 (Sanyinjiao) could regulate related hor-
mones like leptin and adiponectin.!****! Tt was illustrated that
possible signal pathways included serum retinol-binding protein
4, liver X receptor a, sterol-regulatory element binding protein-1c
and peroxisome proliferator-activated receptor-a.*¢=3%1 Our
meta-analysis showed that the lipid-lowering effect of acupoint
embedding in NAFLD is definite, which is in accordance with
previous findings. In addition, 3 included studies evaluated the
change of leptin. Acupoint embedding alone or in combination
with  CHM could significant decrease the level of serum
leptin. [20:27:281

Currently, IR is a confirmed factor in NAFLD pathogenesis.
Recent studies demonstrated that acupuncture on ST40 (Feng-
long), ST36 (Zusanli), and LR3 (Taichong) could significantly
reduce homeostasis model assessment of IR index and improve
glucose metabolism.?**1 Moreover, several studies reported
that acupuncture could alleviate the oxidative stress and
inflammatory factor overexpression,*"***! which may be induced
by IR. The relevant acupoints were similar as previous, including
ST40 (Fenglong), ST36 (Zusanli), LR3 (Taichong), and SP6
(Sanyinjiao). Although we did not conduct meta-analysis due to
limited data, the available results from included studies were
consistent in improving IR.[2%-27-28]

Plenty of systematic reviews from acupuncture area have been
published to summarize the available evidences. However, none
of them would not face the challenge brought by quality of
included studies.'*>**! Our review is not an exception. Due to the
specialty of acupoint embedding, unable blinding of participants
and clinicians could be understood. However, other dimensions
also did not show satisfactory responses. Unclear risk of bias is
the commonest evaluation due to the unobtainable of study
protocol and unclear description of study reports. The searching
in World Health Organization International Clinical Trials
Registry Platform (WHO-ICTRP) also came back with disap-
pointed results. Therefore, it is urgent to educate researchers the
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Figure 8. Funnel plot of serum alanine aminotransferase change in comparison of acupoint embedding alone or in combination vs conventional medications.

Meta-regression model with univariate analysis of interested covariates.

95% Cl

Covariate Coefficient SE t P-value LL UL
Age, treatment —0.634 1.623 —0.39 .706 —4.376 3.109
Age, control 0.105 1.788 0.06 .955 —4.019 4.229
Baseline ALT, treatment 2.322 1.961 1.18 270 —2.201 6.845
Baseline ALT, control —2.062 1.876 —-1.10 .304 —6.388 2.263
AET, treatment 3.131 14.703 0.21 .837 —31.635 37.897
AET + CHM, treatment 4915 15.792 0.31 .765 —32.428 42.257
AET + CHM + drug, treatment —4.850 18.657 —0.26 .802 —48.966 39.266
AET + drug, treatment Dropped because of collinearity

Course times —0.124 0.695 -0.18 .863 —1.695 1.448

AET =acupoint embedding therapy, CHM = Chinese herbal medicine, Cl=confidential interval, drug= conventional medications, LL=lower limit, SE=standard error, UL=upper limit.

whole view of clinical study, namely from protocol design, to trial
registration, then to result reporting, and the international
standard guidelines should be utilized as primary tools.[*>=*7!
Our study has certain limitations. Firstly, baseline difference
among included studies was omitted. Based on the description of
included studies, the range of ALT level was relatively broad,
which may introduce bias in the synthesized results. Although the
meta-regression did not demonstrate that baseline differences
induced the heterogeneity. Secondly, although we used the
objective change of serum ALT level as primary outcome, this
outcome could not fully explain the efficacy. In general, relative
clinical studies would use patients with 30% reduction or
restoration to normal as their primary variable. But the data from
included studies could not support this analysis. Moreover,
though every included study required radiologic evidence to
include participants, the extracted data did not involve standard
qualitative or quantitative radiologic assessments of NAFLD.
Four studies did document the results of imaging tests; however,
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every study utilized individual system to evaluate the improve-
ment. This made our synthesis should go through homogeniza-
tion, which may bring further bias.

5. Conclusion

In summary, the systematic review partially demonstrated the
reasonability of acupoint embedding in management of NAFLD,
while more consolidated evidences are still needed. Further high-
quality clinical studies should be design to explain the actual
effectiveness of acupoint embedding using suitable sham control.
The other focus could be the effect brought by the combination
with conventional medications due to limited data available.

Author contributions

Conceptualization: Liang Dai.
Data curation: Vee Voon Ooi.


http://www.md-journal.com

Dai et al. Medicine (2020) 99:3

Formal analysis: Liang Dai, Vee Voon Ooi.

Funding acquisition: Guang Ji.

Investigation: Liang Dai, Vee Voon Ooi.
Methodology: Liang Dai.

Project administration: Liang Dai, Vee Voon Ooi, Wenjun Zhou.
Resources: Liang Dai, Vee Voon Ooi.

Software: Liang Dai.

Supervision: Wenjun Zhou, Guang Ji.

Validation: Wenjun Zhou, Guang Ji.

Visualization: Liang Dai.

Writing — original draft: Liang Dai, Vee Voon Ooi.
Writing — review & editing: Wenjun Zhou, Guang Ji.
Guang Ji orcid: 0000-0003-0842-3676.

References

[1] Younossi ZM, Koenig AB, Abdelatif D, et al. Global epidemiology of
nonalcoholic fatty liver disease-meta-analytic assessment of prevalence,
incidence, and outcomes. Hepatology 2016;64:73-84.

[2] Stahl EP, Dhindsa DS, Lee SK, et al. Nonalcoholic fatty liver disease and
the heart: JACC state-of-the-art review. ] Am Coll Cardiol 2019;73:948—
63.

[3] Dulai PS, Singh S, Patel J, et al. Increased risk of mortality by fibrosis
stage in nonalcoholic fatty liver disease: systematic review and meta-
analysis. Hepatology 2017;65:1557-65.

[4] Sayiner M, Koenig A, Henry L, et al. Epidemiology of nonalcoholic fatty
liver disease and nonalcoholic steatohepatitis in the United States and the
rest of the world. Clin Liver Dis 2016;20:205-14.

[5] Amarapurka DN, Amarapurkar AD, Patel ND, et al. Nonalcoholic
steatohepatitis (NASH) with diabetes: predictors of liver fibrosis. Ann
Hepatol 2006;5:30-3.

[6] Kitade H, Chen G, NiY, et al. Nonalcoholic fatty liver disease and insulin
resistance: new insights and potential new treatments. Nutrients 2017;9:

[7] National Workshop on Fatty Liver and Alcoholic Liver Disease of

Chinese Society of Hepatology of Chinese Medical Association, Fatty

Liver Expert Committee of Chinese Medical Doctor Association.

Guideline of prevention and treatment for nonalcoholic fatty liver

disease: a 2018 update. ] Mod Med Health 2018;34:641-9.

European Association for the Study of the Liver (EASL), European

Association for the Study of Diabetes (EASD), European Association for

the Study of Obesity (EASO). EASL-EASD-EASO Clinical Practice

Guidelines for the management of non-alcoholic fatty liver disease. |

Hepatol 2016;64:1388-402.

Chalasani N, Younossi Z, Lavine JE, et al. The diagnosis and

management of nonalcoholic fatty liver disease: practice guidance from

the American Association for the Study of Liver Diseases. Hepatology
2018;67:328-57.

[10] Liang F, Koya D. Acupuncture: is it effective for treatment of insulin
resistance? Diabetes Obes Metab 2010;12:555-69.

[11] Martinez B, Peplow PV. Treatment of insulin resistance by acupuncture:
a review of human and animal studies. Acupunct Med 2016;34:310-9.

[12] Guo T, Ren Y, Kou J, et al. Acupoint catgut embedding for obesity:
systematic review and meta-analysis. Evid Based Complement Alternat
Med 2015;2015:401914.

[13] Moher D, Liberati A, Tetzlaff ], et al. Preferred reporting items for
systematic reviews and meta-analyses: the PRISMA statement. BM]J
2009;339:b2535.

[14] The Cochrane Collaboration. Cochrane Handbook for Systematic
Reviews of Interventions Version 5.1.0 [updated March 2011]. 2011

[15] Chao L, Zhao ZX, Xu XS, et al. Efficacy observation of acupoint
embedding combined with Shenqi Decoction for non-alcoholic steato-
hepatitis. World Latest Med Inf 2013;13:233-4.

[16] Chen S, Luo S, Liang CH. Chinese Herbal Medicine combined with
acupoint embedding for non-alcoholic fatty liver disease: 50 cases.
Jiangxi J Tradit Chin Med 2015;46:34-5.

[17] Chen ZR. Clinical study on the treatment of simple obesity complicated
fatty liver by acupoint catgut embedding therapy [Master]. 2018;Anhui
University of Chinese Medicine,

[18] Gong XH. Clinical study of acupoint catgut embedding therapy for non-
alcoholic fatty liver. ] Pract Med 2012;28:1902—4.

[19] Huang Z, Song S, Tan K, et al. Non-alcoholic fatty liver disease of liver
stagnation and spleen deficiency pattern treated with acupoint

[8

[9

12

Medicine

embedding therapy: a randomized controlled trial [in Chinese].
Zhongguo Zhen Jiu 2016;36:119-23.

[20] Huang HN, Huang JJ, Mao DW, et al. Clinical study of Baliao points
embedding combined with Quyuhuazhuo Decoction for non-alcoholic
steatohepatitis. Mod J Integr Tradit Chin West Med 2017;26:272-4.

[21] Liu XD, Wang M, Li YZ. Clinical observation on acupoint catgut
embedding for treatment of non-alcoholic steatohepatitis [in Chinese].
Zhongguo Zhen Jiu 2010;30:637-41.

[22] Wang XX. Clinical observation of nonalcoholic fatty liver disease in
obese patients treated by catgut implantation at acupoint [Master]. 2013;
Xinjiang Medical University,

[23] Xu SH. The therapeutic effect observation of point embedding therapy
in treating nonalcoholic fatty liver disease. Clin J Chin Med
2015;7:76-7.

[24] Zhang HJ. Clinical observation on the treatment of non-alcoholic

steatohepatitis by penetrating catgut embedding therapy [Master]. 2017;

Henan University of Chinese Medicine,

Zhang Y. The clinical efficacy and mechanism of “Qiang Gan Xiao Zhi”

prescription combined with acupoint embedding in the treatment of non-

alcoholic fatty hepatitis [Master]. 2018;Guangxi University of Chinese

Medicine,

Zhou XL, Xie S, Hou QK. Effects of catgut implantation on

skin temperature of acupuncture point of foot three yin meridians

with nonalcoholic fatty liver disease. J Clin Med Pract 2011;15:

40-2.

Zhou XL, Xie S, Hou QK. Effect of catgut implantation on serum leptin

and insulin resistance of nonalcoholic fatty liver disease. ] Liaoning Univ

TCM 2012;14:58-9.

[28] Zhou XL, Xie S, Xiao WS, et al. Effect of acupoint catgut embedding and
Qiangganxiaozhi Decoction on serum leptin and insulin resistance of
nonalcoholic fatty liver disease. ] Emerg Tradit Chin Med
2010;19:1845-7.

[29] Zhou LY, Chen ZM. Clinical efficacy observation of acupoint
embedding for abdominal obesity combined with non-alcoholic fatty
liver. Nei Mongol ] Tradit Chin Med 2017;36:161-2.

[30] Zhao JJ, Rong PJ, Shi L, et al. Somato stimulation and acupuncture
therapy. Chin J Integr Med 2016;22:394-400.

[31] Cabyoglu MT, Ergene N, Tan U. The mechanism of acupuncture and
clinical applications. Int ] Neurosci 2006;116:115-25.

[32] Huo J, Zhao JQ, Yuan Y, et al. Research status of the effect mechanism
on catgut-point embedding therapy [in Chinese]. Zhongguo Zhen Jiu
2017;37:1251-4.

[33] Nong Y, Xie JP, Jia JJ, et al. Different regulative effects on LPL and HL of
hyperlipemia rat model by acupuncture on Fenglong(ST.40) acupoint
and combination of acupoints. Chin Arch Tradit Chin Med 2008;26:82—
4.

[34] Zhu LL, Wei WM, Zeng ZH, et al. Impact of electro-acupuncture on
lipid metabolism in rats with non-alcoholic fatty liver disease. J Sichuan
Univ (Med Sci Edi) 2012;43:847-50.

[35] Bai CY, Zhuo LS, Zhu Y, et al. Effect of electroacupuncture on
hypothalamic leptin and leptin receptor mRNA expression in rats with
nonalcoholic fatty liver disease [in Chinese]. Zhongguo Zhen Jiu
2010;35:277-80.

[36] Jiang ], Huang XK, Zeng ZH, et al. Influence of electroacupuncture
intervention in serum RBP4 level in rats with non-alcoholic fatty liver
disease and its lipid regulation mechanism. J Jilin Univ (Med Edit)
2014;40:602-6.

[37] Zhang Y, Tang C, Tian Y, et al. Effects of electroacupunctrue combined
with dietary control on peroxisome proliferator-activated receptor-, and
liver fatty acid-binding protein levels in non-alcoholic fatty liver disease
rats [in Chinese]. Zhen Ci Yan Jiu 2015;40:345-51.

[38] Zhu LL, Gou ZJ, Zeng ZH, et al. Influence of electroacupuncture
intervention on serum retinol binding protein 4 and liver function in
nonalcoholic fatty liver rats [in Chinese]. Zhen Ci Yan Jiu 2012;37:99-
103.

[39] Zeng ZH, Zeng MH, Feng WQ, et al. Electroacupuncture treats rat non-
alcoholic fatty liver by blocking insulin resistance and peroxidation. Acta
Acad Med Mil Tertiae 2008;30:1055-7.

[40] Feng WQ, Zeng ZH, Zuo LL. Influence of electroacupuncture on insulin-
resistanee in nonalcoholic fatty liver rats [in Chinese]. Zhen Ci Yan Jiu
2008;33:111-5.

[41] Feng WQ, Liu QY, Zeng ZH, et al. Influence of electroacupuncture
on hepatic cytochrome P4501A1 expression and lipid peroxidation
in nonalcoholic fatty liver rats [in Chinese]. Zhen Ci Yan Jiu 2009;34:
89-92.

[25

[26]

(271



Dai et al. Medicine (2020) 99:3

[42]

[43

[44]

Wang L, Gong B, Zhu LL, et al. Influence of electroacupuncture
stimulation on serum and hepatic interleukin-18 expression in
nonalcoholic fatty liver rats [in Chinese]. Zhen Ci Yan Jiu
2013;38:208-13.

Lu LM, He J, Zeng JC, et al. Impact evaluation of CONSORT and
STRICTA guidelines on reporting quality for randomized controlled
trials of acupuncture conducted in China. Chin J Integr Med
2017;23:10-7.

Ma B, Chen ZM, Xu JK, et al. Do the CONSORT and STRICTA
checklists improve the reporting quality of acupuncture and moxibustion
randomized controlled trials published in Chinese journals? A systematic
review and analysis of trends. PLoS One 2016;11:e0147244.

13

www.md-journal.com

[45] World Health Organization. International standards for clinical trial

registries — version 3.0. 2018; Available at: https://apps.who.int/iris/
bitstream/handle/10665/274994/9789241514743-eng.pdf?ua=1.
Accessed April 26, 2019.

[46] DaiL, Cheng CW, Tian R, et al. Standard protocol items for clinical trials

with traditional Chinese medicine 2018: recommendations, explanation
and elaboration (SPIRIT-TCM Extension 2018). Chin ] Integr Med
2019;25:71-9.

[47] MacPherson H, Altman DG, Hammerschlag R, et al. Revised STandards

for Reporting Interventions in Clinical Trials of Acupuncture
(STRICTA): extending the CONSORT statement. Acupunct Med
2010;28:83-93.


https://apps.who.int/iris/bitstream/handle/10665/274994/9789241514743-eng.pdf?ua=1
https://apps.who.int/iris/bitstream/handle/10665/274994/9789241514743-eng.pdf?ua=1
http://www.md-journal.com

	Acupoint embedding therapy improves nonalcoholic fatty liver disease with abnormal transaminase
	1 Introduction
	2 Methods
	2.1 Protocol and registration
	2.2 Literature searching strategy
	2.3 Study selection and data extraction
	2.4 Quality assessment
	2.5 Data analysis

	3 Results
	3.1 Characteristics of included studies
	3.2 Serum ALT change
	3.3 Secondary outcomes
	3.4 Adverse events
	3.5 Acupoint summarization
	3.6 Methodologic quality
	3.7 Meta-regression and sensitivity analysis

	4 Discussion
	5 Conclusion
	Author contributions
	References


