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remodeling plateaus. Fracture incidence and safety profiles did not differ

between groups.

Conclusion: Current evidence supports the potential of integrated TCM and

Western medicine therapy in improving BMD and reducing pain. However, its

clinical application requires further validation through large-scale, long-term,

and standardized RCTs. Future research should focus on standardizing TCM

compound ingredients, exploring the mechanisms of combined therapies, and

conducting long-term safety assessments

Systematic review registration: https://doi.org/10.17605/OSF.IO/G73SH.
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1 Introduction

Osteoporosis (OP) is a systemic skeletal disease characterized by

low bone mass and the deterioration of bone microstructure,

affecting approximately 200 million people worldwide and

considerably increasing the risk of fractures. It has now become a

major chronic disease threatening the health of middle-aged and

elderly individuals (1). The traditional Chinese medicine (TCM)

theory that ‘the kidney dominates bone and produces marrow’

provides the theoretical foundation for the prevention and

treatment of OP in TCM by emphasizing the overall correlation

between bone metabolism and visceral function (2). Recently, the

integrated treatment of TCM and Western medicine has gained

increasing attention in OP research, leveraging the multi-target

regulatory effects of TCM alongside the standardized treatment

approaches of Western medicine (3).

TCM compounds such as Xianling Gubao (enriched with

icariin) and Jintiange are hypothesized to exert multi-target effects

on bone metabolism. Icariin, a key flavonoid, has been shown to

inhibit RANKL-induced osteoclastogenesis via NF-kB and MAPK

pathways while activating Wnt/b-catenin signaling to promote

osteoblast differentiation—a dual mechanism that may amplify

the anti-resorptive effects of bisphosphonates. This aligns with

TCM’s holistic approach to balancing bone remodeling,

contrasting with the single-pathway focus of conventional

therapies (e.g., bisphosphonates targeting osteoclasts alone).

TCM compounds follow the principle of ‘monarch, minister,

assistant, and envoy’ and can adjust the balance between bone

formation and bone resorption through a synergistic effect when

combined with conventional Western medicine treatments such as

calcium and bisphosphonate. For example, classic prescriptions

such as ‘Gu Shukang’ and ‘Xianling Gubao,’ when combined with
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Western medicine interventions, not only enhance bone

metabolism regulation by promoting bone cell activity and

inhibiting bone cell differentiation but also improve local

microcirculation and overall bone quality, aligning with the

approach of ‘treating both symptoms and root causes.’ (4).

Clinical practice has shown that integrated TCM and Western

medicine therapy offers considerable advantages in reducing

fracture incidence, increasing bone mineral density (BMD)

growth rate, and alleviating skeletal pain (5). However, existing

studies primarily focus on single efficacy indices, and there is still a

lack of quantitative evaluation of the synergistic effects of TCM and

Western medicine (such as fracture incidence, BMD growth rate,

and pain score reduction). In addition, the differing roles of various

types of TCM (such as tonifying kidney and strengthening bone,

activating blood circulation, and dredging collaterals) in

combination therapy remain unclear (6, 7).

Based on this, the study systematically evaluated the synergistic

effect of integrated TCM and Western medicine therapy (TCM

compounds combined with conventional Western medicine)

compared to Western medicine alone for OP through meta-

analysis, focusing on the following core issues: (1) The overall

effect of integrated TCM and Western medicine therapy on fracture

incidence, BMD growth rate, and pain score; (2) Differences in the

regulation of specific TCM types (such as Chinese patent medicines

for tonifying the kidney and activating blood circulation, and active

ingredients of TCM) combined with Western medicines on bone

metabolic markers (such as b-CTX and P1NP); (3) Long-term

safety and tolerability of the combination therapy. The purpose of

the research is to scientifically explain the ‘multi-target synergy’

between TCM and Western medicine and provide high-level

evidence to optimize comprehensive OP treatment strategies and

promote the international application of TCM (7, 8).
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2 Materials and methods

2.1 Registration

Systematic reviews and meta-analyses were performed in

accordance with the Preferred Reporting Items for Systematic

Reviews and Meta-Analyses and the Measurement Tool for

Systematic Review Assessment. This meta-analysis protocol has

been registered with the Open Science Framework at https://

archive.org/details/osf-registrations-G73SH-v1 (registration

number: https://doi.org/10.17605/OSF.IO/G73SH).
A

2.2 Literature search strategy

In this study, the four major databases—PubMed, Embase, Web

of Science, and China National Knowledge Infrastructure (as of

March 28, 2025)—were systematically searched, supplemented by

manual screening of references from included literature. This was

done to comprehensively collect randomized controlled trials

(RCTs) comparing integrative Chinese and Western medicine

therapy (TCM combined with Western medicine) with Western

medicine alone for the treatment of OP. The search strategy was

based on the Population, Intervention, Comparison, Outcome, and

Study Design (PICOS) principle, with customized search formulas

for each database. Core keywords included OP (OP, bone loss),

Integrated Chinese-Western medicine (herb-drug combination),

Western medicine (bisphosphonates, denosumab, calcium

supplements), Chinese herbal medicine (decoctions, plant

extracts), and RCTs. There were no language restrictions, and

studies that were not RCTs or did not focus on the targeted

interventions (such as TCM alone or physical therapy) were

excluded. The accuracy of literature inclusion was ensured

through double screening, and evidence integration was

completed through a standardized data extraction process.

R
T

2.3 Literature inclusion and exclusion
criteria

In this study, inclusion and exclusion criteria were formulated

based on the PICOS principles. The inclusion criteria were as

follows: (1) Study type: RCTs, regardless of whether blinding was

used; (2) Research participants: Patients with a clear diagnosis of

primary OP, including postmenopausal or senile OP, or secondary

OP resulting from non-neoplastic diseases (such as fractures

secondary to osteopenia); (3) Intervention measures: The

experimental group should receive treatment with a TCM

compound (such as decoctions and ready-for-use TCM)

combined with conventional Western medicine (such as

bisphosphonates, calcium, and vitamin D). The control group

should receive conventional Western medicine alone; (4)

Outcome indicators: Studies must report at least one efficacy or

safety indicator, such as BMD, fracture incidence, bone metabolic

markers (such as b-CTX, PINP, and osteocalcin [OC]) or pain
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scores. Exclusion criteria: (1) Studies involving secondary OP due to

malignant tumors, multiple myeloma, metastatic carcinoma, or

other tumor-associated bone diseases; (2) Non-RCT studies (such

as case reports, reviews, and animal experiments); (3) Studies where

the intervention includes alternative therapies (such as acupuncture

and physical therapy), preventing isolated analysis of the effect of

TCM compounds combined with Western medicine; (4) Studies

with missing data, repeated publications, or unavailable full text; (5)

Literature published in languages other than English. Literature was

screened based on these criteria to ensure the homogeneity of the

included studies and the comparability of results.
2.4 Data extraction

In this study, a standardized data extraction table was used to

extract information from the included literature. The process was

carried out independently by two researchers, with the results cross-

checked to ensure accuracy. The extracted information included: (1)

Study characteristics: Author, year of publication, sample size

(experimental group/control group), follow-up duration, source of

funding, and conflict of interest statement; (2) Participant

information: Inclusion and exclusion criteria, baseline

characteristics (such as age, sex, disease severity score), diagnostic

criteria, and grouping methods; (3) Intervention measures: Specific

intervention protocols for both the experimental and control group;

(4) Outcome measures: Primary outcomes (such as fracture

incidence, BMD change rate, Visual Analogue Scale [VAS] pain

score) and secondary outcomes (such as incidence of adverse

responses). (5) Methodological quality data: Random sequence

generation method, allocation concealment, blinding procedures,

completeness of outcome data, selective reporting, and other bias

risk assessment elements. For any disagreed items, disagreements

will be resolved through discussion or by introducing third-party

arbitration. Once data extraction is complete, a summary table of

study characteristics will be created to provide structured data for

subsequent heterogeneity testing and effect size pooling.

CTED
2.5 Literature quality evaluation

In this study, the Cochrane risk of bias assessment tool

(RevMan 5.4) was used to evaluate the methodological quality of

the included RCTs. Two independent investigators performed the

evaluation and cross-checked the results. The evaluation

dimensions included: (1) Areas of risk of bias: Random sequence

generation, allocation concealment, blinding of participants and

researchers, handling of missing data (such as lost-to-follow-up rate

and intention-to-treat analysis), and selective reporting of results;

(2) Other sources of bias: Baseline imbalance, funding source bias,

and others. Each study was classified as having ‘low risk,’ ‘medium

risk,’ or ‘high risk’ of bias based on performance in each dimension.

The quality of the included studies was graded as follows: Grade A

(4–6 points), Grade B (2–3 points), and Grade C (< 2 points).

Disagreements in quality assessment were resolved through
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discussion or third-party arbitration. A summary chart of the risk of

bias will be generated to visualize the quality of each study. Studies

with a high risk of bias will be excluded from the sensitivity analysis

to assess their impact on the combined effect size. Particular

attention will be given to studies that may lead to exaggerated

efficacy, such as those with insufficient allocation concealment or

lack of blinding, and the quality of evidence will be fully considered

when interpreting the conclusions.
A

2.6 Statistical analysis

RevMan 5.4 software was used for data analysis in this study. For

continuous variables (such as BMD values and bone metabolic

markers), the standardized mean difference and its 95% confidence

interval (CI) were used as the effect size. For dichotomous variables

(such as incidence of fracture and adverse responses), the risk ratio and

its 95% CI were calculated. Inter-study heterogeneity was assessed using

the Q test and I2 statistics. A priori heterogeneity thresholds guided

model selection: random-effects models were applied if I² > 75% (high

heterogeneity) or P < 0.1, while fixed-effects models were reserved for I²

≤ 50%. Conversely, the fixed-effects model was selected when

heterogeneity was low. A prespecified subgroup analysis protocol was

conducted, stratified according to the following variables: (1) Type of

TCM compound (such as Chinese medicine for tonifying the kidney

and activating blood or Chinese medicine prescription or active

ingredients); (2) Treatment duration (< 6 months, 6–12 months, > 12

months). The robustness of the results was tested by excluding low-

quality studies (such as high-risk bias studies) and studies with extreme

sample sizes through sensitivity analysis. The risk of publication bias

was assessed using a funnel plot. All statistical tests were two-sided, with

a significance level set at a = 0.05.
3 Results

3.1 Literature screening process and results

A total of 4,039 articles were initially retrieved from four major

database systems. After removing 2,316 duplicate and irrelevant articles

through preliminary computer screening, 1,723 articles remained.

Following a review of titles and abstracts, 1,401 articles (including

animal studies, reviews, andmeta-analyses) were excluded based on the

inclusion and exclusion criteria, leaving 322 articles for full-text

evaluation. After a thorough examination of study characteristics,

intervention measures, and outcome indicators, 299 articles that did

not meet the study design criteria were excluded. Ultimately, 13 articles

were selected for inclusion in the analysis (9–21). A detailed screening

diagram is provided in Figure 1A.
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3.2 Basic characteristics of included studies

This study ultimately included 13 RCTs (published between

2003 and 2022), involving a total of 2,403 patients, with 1,213
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patients in the integrated Chinese and Western medicine group and

1,190 in the Western medicine control group. The sample size of

each trial ranged from 20 to 217 participants. The study designs

were categorized into two groups: nine studies compared the

efficacy of kidney-tonifying and blood-activating TCM combined

with basic Western medicine (calcium/vitamin D/alendronate

sodium) versus basic Western medicine alone, while four studies

focused on the active ingredients of TCM combined with basic

Western medicine versus basic Western medicine alone. In terms of

population inclusion, five studies included male patients, and eight

studies were female-specific. One study specifically targeted patients

with OP following osteoporotic vertebral compression fractures,

while the remaining 12 studies focused on primary OP or

postmenopausal OP. The detailed characteristics of the included

studies are provided in Table 1.
3.3 Quality assessment results

This meta-analysis used the Cochrane risk of bias assessment

tool to evaluate the methodological quality of the 13 included RCTs.

The results indicated variations in the risk of bias among the studies

(Figures 1B, C). Regarding random sequence generation and

allocation concealment, all 13 studies explicitly described

randomization methods (such as random number tables) and

mentioned the use of sealed envelopes or central randomization

systems, leading to an assessment of low risk.

Blinding was poorly implemented, with six studies failing to

specify whether blinding was applied to participants or researchers,

potentially affecting the objectivity of outcome measurements. In

addition, five studies did not fully report the prespecified outcome

measures. Nine studies were rated as low risk in the selective

reporting domain, and 12 studies were considered low risk in

other sources of bias. Each evaluation criterion was scored as

follows: ‘low risk of bias’ (+1 point), ‘high risk of bias’ (-1 point),

or ‘uncertain’ (0 points). According to the literature quality

evaluation criteria, the studies were classified into three grades:

eight studies were rated as Grade A, four studies as Grade B, and

one study as Grade C.

CTED
3.4 Meta-analysis results

3.4.1 Fracture incidence
This study included three RCTs (a total of 706 patients) to

evaluate the effect of TCM compounds combined with basic

Western medicine treatment compared with Western medicine

treatment alone on the incidence of fracture in patients with OP.

The results of each study (Figure 2A) are as follows: 16: 4 fracture

cases occurred in the test group (n = 88), compared to 7 cases in the

control group (n = 67), with an odds ratio (OR) of 0.41 (95% CI:

0.11–1.46), suggesting a trend toward risk reduction in the test

group, though the difference was not statistically significant; 20: 15

fracture cases were recorded in the test group (n = 217), compared

to 9 cases in the control group (n = 214), with an OR of 1.69 (95%
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CI: 0.72–3.95), suggesting a potential increase in fracture risk in the

test group, though the difference was not statistically significant; 18:

no fractures occurred in the test group (n = 60), while one case was

reported in the control group (n = 60), with an OR of 0.33 (95% CI:

0.01–8.21), indicating highly uncertain results. The pooled analysis

showed no significant difference in fracture risk between the

experimental and control groups (OR = 1.02, 95% CI: 0.53–1.97,

P = 0.95). Heterogeneity between studies was moderate (I2 = 48%, P

= 0.15), suggesting potential differences in effect sizes across studies,

though they did not reach statistical significance. Current evidence

does not indicate a synergistic advantage of combining TCM with

Western medicine in reducing fracture risk. This may be due to the

small sample size or insufficient follow-up time. Larger-scale,

rigorously designed RCTs are needed in the future to further

verify its efficacy.

R
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3.4.2 Growth rate of lumbar BMD
A total of 10 studies were included in this meta-analysis. The

pooled results comparing the experimental group (TCM compound

combined with basic Western medicine) and the control group

(basic Western medicine alone) showed that the average difference

in the growth rate of lumbar BMD was 6.03% (95% CI: 2.46–9.61, P

= 0.0009) (Figure 2B). This improvement corresponds to an

approximate increase of 0.3 standard deviations (SD) in lumbar

spine T-score, meeting the threshold of the minimum clinically

important difference (MCID) for osteoporosis treatment (typically

0.2–0.3 SD) (22). This indicates that the experimental group

exhibited a significantly greater improvement in lumbar BMD

than that of the control group. However, heterogeneity among the

studies was extremely high (I2 = 99%, P < 0.00001), and a random-

effects model was applied to pool effect sizes due to substantial
FIGURE 1

Document extraction and risk assessment map. (A) Literature screening flowchart. (B) Integrated migration map for quality assessment of included
studies (‘+’ indicates low risk, ‘?’ indicates unknown risk, and ‘-’ indicates high risk). (C) Bias risk bar chart for the quality evaluation of
included studies. ETRACTED
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TABLE 1 General characteristics of the included studies.

Author Country Study Sex EG CG Sample
size
(n =)?

Age (X ± s)/year Follow-up/
month

Outcomes

EG CG EG CG

lcium 62 62 55. 86 ± 6. 92 56. 15 ± 6. 77 6 ②③

23 23 63.5 63.5 6 ②④

lcium 20 20 58.00 ± 10.78 60.50 ± 11.95 12 ③⑤

Vita 100 100 65.4 65.4 3 ③④

l 200 200 63. 31 ± 7. 02 62. 88 ± 7. 42 18 ②③④⑤⑦

lcium 58 58 65. 94 ± 5. 76 64. 03 ± 5. 94 6 ②③⑤⑦

cium 41 41 69.40 ± 2. 23 69. 45 ± 2.01 12 ②③⑤⑥

d 101 93 61.25 ± 6.63 62.33 ± 6.78 60 ①

d 198 191 54.7 ± 3.5 54.2 ± 2.7 24 ②③

Vit D 58 61 65.1 ± 7.5 64.9 ± 6.0 12 ①②③⑤⑥

Vit D 68 67 54.4 ± 3.1 54.1 ± 3.4 12 ②③

Vit D 217 214 55.8 ± 3.6 55.9 ± 4.0 24 ①②③

67 60 62.9 ± 3.8 61.5 ± 3.6 6 ②③

Jin
e
t
al.

R
E
T
R
A
C
T
E
D

O
N

2
8
JA

N
U
A
R
Y
2
0
2
6

10
.3
3
8
9
/fe

n
d
o
.2
0
2
5
.16

0
6
75

3

Fro
n
tie

rs
in

E
n
d
o
crin

o
lo
g
y

fro
n
tie

rsin
.o
rg

0
6 CTED
object

Liu Y, 2016 (9) China PMOP F Erxian Bushen decoction + Warm acupuncture +
ALN + Calcium Vit D3

ALN + Ca
Vit D3

Zhang XC,
2014 (10)

China OP M/F Jintiange + Salmoncalcitonin Salmon
calcitonin

Khanizadeh F,
2018 (11)

Iran PMOP F Curcumin + ALN + Calcium ALN + Ca

Chen YP,
2014 (12)

China OP patients
after OVCF

M/F Jintiange + Miacalcic + Vita Miacalcic

Wang O,
2022 (13)

China OP M/F Jintiange + Alfacalcidol + Calcium Alfacalcid
+ Calcium

Yao J, 2020 (14) China OP M/F Xianlinggubao + ALN + Calcium ALN + Ca

Fu YF, 2021 (15) China OP M/F Xianlinggubao + ZOL + Calcium ZOL + Ca

Deng WM,
2012 (16)

China PMOP F Kidney-tonifying herbal Fufangs + Calcium and
Vit D

Calcium a
Vit D

Marini H,
2007 (17)

Italy PMOP F Genistein + Calcium and Vit D Calcium a
Vit D

Zhu HM,
2012 (18)

China PMOP F Xianlinggubao + Calcium + Vit D Calcium +

Chen YM,
2003 (19)

China PMOP F Soy isoflavones + Calcium + Vit D Calcium +

Tai TY,
2012 (20)

China PMOP F Soy isoflavones + Calcium + Vit D Calcium +

Zhang RH,
2005 (21)

China PMOP F Yigu capsule + Calcium Calcium

F, female; M, male; EG, experimental group; CG, control group; TPTD, Teriparatide; ALN, alendronate; ZOL, zoledronic; Vit D, vitamin D.RETRA
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FIGURE 2

Meta-analysis of fracture incidence and lumbar spine BMD outcomes. (A) Forest plot of fracture incidence (experimental vs. control groups): Squares
positioned to the left of the null line (risk ratio <1) indicate reduced fracture risk in the experimental group, while rightward squares (risk ratio >1)
suggest increased risk. The area of each square corresponds to the study weight, reflecting its precision (inverse variance) and sample size. (B) Forest
plot of lumbar spine BMD growth rate: A positive mean difference (MD) signifies greater BMD improvement in the experimental group. Larger
squares denote studies with higher statistical weight due to greater precision or sample size. (C) Subgroup analysis by TCM type: Squares closer to
the null line indicate smaller subgroup-specific effects. The size of squares reflects their contribution to the pooled estimate (weight). BMD, Bone
Mineral Density; TCM, Traditional Chinese Medicine. BMD, Bone Mineral Density; TCM, Traditional Chinese Medicine.
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heterogeneity (I2 > 75%). This may be attributed to substantial

variations in TCM formulations, basic Western medicine regimens,

and treatment durations.

Subgroup analysis showed that: (1) According to the type of

TCM (Figure 2C), the pooled effect size for the TCM compound or

ready-for-use TCM subgroup was 7.41% (95% CI: 2.59–12.22, P =

0.003). In contrast, the active ingredient subgroup of TCM showed

an effect size of 3.49% (95% CI: -1.78–8.76, P = 0.19), suggesting

that excluding extreme single-ingredient studies (which showed

diminished efficacy) did not alter the overall conclusion of superior

BMD improvement with multi-component compounds. However,

both subgroups exhibited extremely high heterogeneity (I2 = 99%),

which may be related to the complexity of TCM formulations and

inconsistencies in basic Western medicine regimens (such as

different bisphosphonate types); (2) Classification by treatment

duration (Figure 3A) showed that the 6-month treatment

subgroup demonstrated the most significant effect (9.43%, 95%

CI: 7.01–11.85, P < 0.00001), consistent with rapid osteoclast

inhibition by TCM-WM synergy. By 12–18 months, efficacy

plateaued (2.36%, 95% CI: -0.13–4.84, P = 0.09), suggesting

compensatory mechanisms (e.g., osteoblast senescence or Wnt

pathway feedback inhibition) that warrant further investigation.

While the 24-month treatment subgroup did not reach statistical

significance (5.40%, 95% CI: -3.98–14.78, P = 0.26).

The sensitivity analysis further indicated that in the 6-month

treatment subgroup (Figure 3B), after excluding the study using

Xianling Gubao, heterogeneity was significantly reduced (I2 = 26%),

and the combined effect size was adjusted to 8.55% (95% CI: 7.71–

9.39, P < 0.00001), suggesting that this study may be the primary

source of heterogeneity. In the 12–18-month treatment subgroup

(Figure 3C), after excluding the Fu YF (15) study, which used

zoledronic acid, the combined effect size changed to -0.19% (95%

CI: -0.71–0.34, P = 0.49), indicating that zoledronic acid may have

introduced a confounding effect on the results.

To sum up, TCM compound, combined with basic Western

medicine, can improve lumbar BMD, but the findings exhibit

significant heterogeneity and need to be interpreted with caution.

Future research should focus on standardizing TCM ingredients,

unifying basic Western medicine regimens, and optimizing

treatment course design to improve the reliability of the evidence.

3.4.3 Growth rate of femoral neck BMD
A total of 10 studies were included in this meta-analysis. The

overall combined results of the experimental group (TCM

compound combined with basic Western medicine) and the

control group (basic Western medicine alone) showed that the

average difference in the growth rate of femoral neck BMD was

3.08% (95% CI: 1.15–5.01, P = 0.002) (Figure 4A), indicating that

the improvement in femoral neck BMD in the experimental group

was significantly better than that in the control group. However, the

heterogeneity among studies was extremely high (I2 = 99%, P <

0.00001), which may be closely related to the diversity of TCM

ingredients, variations in basic Western regimens (such as different

bisphosphonates), and differences in treatment durations.

RETR
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To address the substantial heterogeneity (I² = 98% in the

kidney-tonifying and blood-activating TCM subgroup), we

further calculated the prediction interval (PI) to quantify the

uncertainty of the effect estimate. The PI ranged from -2.5% to

9.8%, suggesting that in 95% of future studies, the true effect of this

subgroup may fall within this wider interval. This highlights the

need for cautious interpretation of the pooled effect size due to

clinical and methodological variability across studies.

Subgroup analysis showed that: (1) According to the type of

TCM (Figure 4B), the combined effect value of the Chinese

medicine compound or ready-for-use TCM subgroup for

tonifying the kidney and activating blood was 3.82% (95% CI:

1.56–6.09, P = 0.0009), while the active ingredient subgroup of

TCM was not statistically significant (1.98%, 95% CI: -0.71–4.66, P

= 0.15), indicating consistent results when excluding studies

focusing on extreme single-component preparations. The

heterogeneity of both groups remained extremely high (I2 ≥ 98%),

which may be related to the inconsistencies in the basic Western

medicine regimen; (2) Classification by course of treatment

(Figure 5A) indicated that the 3–6-month course subgroup had

the most significant effect (5.73%, 95% CI: 3.94–7.51, P < 0.00001),

while the 12–18-month course subgroup showed no statistical

significance (0.22%, 95% CI: -0.76–1.20, P = 0.66). The 24-month

course subgroup failed to clarify the effect (3.86%, 95% CI: -2.66–

10.39, P = 0.25) due to high heterogeneity (I2 = 99%).

Sensitivity analysis further verified that in the 3–6-month

course subgroup (Figure 5B), after excluding studies that only

included a 3-month course (such as partial short-term trials), the

combined effect value remained stable at 6.47% (95% CI: 5.97–6.98,

P < 0.00001), and heterogeneity was significantly reduced (I2 =

11%), suggesting that short-term studies may introduce bias. In the

12–18-month course subgroup (Figure 5C), after excluding the Fu

YF, 2021 study, which included only male participants and had a

quality rating of B, the combined effect value changed to -0.19%

(95% CI: -0.71–0.34, P = 0.44), and heterogeneity decreased to 26%,

suggesting that the study may interfere with the results due to

population or methodological differences.

To sum up, TCM compounds combined with basic Western

medicine can improve the BMD of the femoral neck, but the

curative effect is significantly influenced by the course of

treatment and the type of TCM, with extremely high

heterogeneity. In the future, it remains essential to standardize

research design, unify the basic Western medicine regimen, and

emphasize the reliability of long-term efficacy.

3.4.4 Pain VAS score
A total of three studies were included in this meta-analysis to

evaluate the effect of TCM compound combined with basic Western

medicine (experimental group) and basic Western medicine alone

(control group) on the improvement of pain VAS scores in patients

with OP. The overall combined results showed (Figure 6A) that the

test group significantly reduced the pain VAS score compared with

the control group, with a mean difference of -1.76 points (95% CI:

-2.76, -0.76, P = 0.0006), suggesting that the combination treatment
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regimen is more advantageous in pain relief. Notably, a reduction of

≥2 points on the VAS scale is generally considered a clinically

significant improvement in pain management; the current result

(-1.76 points) approaches this threshold, suggesting that the

combination therapy may provide borderline clinical relevance

(23). However, the heterogeneity among studies is extremely high

(I2 = 98%, P < 0.00001), which may be related to the following

factors: (1) Diversity of TCM compounds used in the studies: There

are considerable differences in the types of TCMs involved, such as
Frontiers in Endocrinology 09
kidney-tonifying and blood-activating prescriptions and Xianling

Gubao, and its mechanism of action and components are complex,

which may affect the consistency of efficacy; (2) The basic Western

medicine regimen is not uniform: Some studies combined

bisphosphonate therapy, but the specific drug types (such as

alendronate sodium and zoledronic acid) and doses varied, which

could introduce confounding effects; (3) Difference in course of

treatment: The courses of treatment varied widely, from 3 months

to 24 months, which may have influenced the analgesic effects, with
FIGURE 3

Subgroup and sensitivity analyses of lumbar spine BMD growth rate. (A) Subgroup analysis by treatment duration: Squares positioned farther from
the null line (MD=0) indicate larger effect sizes. Short-term (≤6 months) and long-term (≥24 months) subgroups show divergent trends. Study
weights (square areas) correlate with precision. (B) Sensitivity analysis (short-term subgroup, excluding Xianling Gubao): Exclusion shifts pooled
estimates toward the null line (smaller effect size), demonstrating reduced heterogeneity. (C) Sensitivity analysis (mid-term subgroup, excluding Fu
YF study): The rightward shift of squares reflects diminished treatment effects after exclusion. BMD, Bone Mineral Density.
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short-term and long-term interventions potentially yielding

different results.

The specific research results showed that Zhang XC (10) had the

largest effect size (mean difference [MD] = -2.69 points, 95% CI:

-2.86, -2.52), suggesting that the TCM compound used in this study

may have a strong analgesic effect. The effect sizes of Chen YP

(2014) and Wang O (13) were -1.55 and -1.00 points, respectively,

with the same direction but different magnitudes. This could be

related to the intervention cycle or the difference in compatibility

of TCMs.

Although the results are statistically significant, the extremely

high heterogeneity (I2 = 98%) suggests that the conclusions should

be interpreted with caution. In future research, it is necessary to

further standardize the ingredients of TCM, unify the basic Western

medicine regimen, and design long-term follow-ups to clarify the

stability and mechanism of analgesic effects.

RE
Frontiers in Endocrinology 10
3.4.5 Bone conversion marker CTX change rate
This meta-analysis of five RCTs was conducted to explore the

intervention effect of the combination regimen on the level of bone

resorption marker type I collagen C-terminal peptide (CTX-1). The

intervention group was treated with compound Chinese medicine

preparations (including artificial tiger bone powder preparation

Jintiange and icariin compound Xianling Gubao) combined with

basic anti-OP drugs (including calcium supplements and

bisphosphonate bone resorption inhibitors), while the control

group was treated with Western medicine alone. The observation

period ranged from 6 to 18 months.

The inter-study variance showed good homogeneity (I2 = 30%,

P = 0.22), making it suitable for fixed-effects model pooling. The

results of the meta-analysis (Figure 6B) indicated that the

combination drug group showed a statistically significant

difference in regulating CTX-1 levels compared to the single drug
FIGURE 4

Meta-analysis of femoral neck BMD outcomes. (A) Forest plot of femoral neck BMD growth rate: A positive MD indicates superior BMD improvement
in the experimental group. Squares positioned to the right of the null line represent larger effects. Larger squares denote studies with greater
statistical weight. (B) Subgroup analysis by TCM type: Squares closer to the null line suggest minimal subgroup-specific differences. Studies using
kidney-tonifying TCM formulas (e.g., Fu YF, 2021) show stronger rightward effects. BMD, Bone Mineral Density; TCM, Traditional Chinese Medicine.TRACTED
frontiersin.org

https://doi.org/10.3389/fendo.2025.1606753
https://www.frontiersin.org/journals/endocrinology
https://www.frontiersin.org


Jin et al. RETRACTED ON 28 JANUARY 2026 10.3389/fendo.2025.1606753
group (MD = -1.33, 95% CI: -2.66, -0.00, P = 0.05). These results

suggest that the combination of compound TCM and basic Western

medicine can considerably enhance the inhibitory effect on bone

resorption activity. The effect size reached a critical significant level

(P = 0.05), indicating that the combination treatment regimen has

potential advantages in improving bone conversion markers. The
Frontiers in Endocrinology 11
CTX-1 reduction (MD = -1.33, P = 0.05) likely reflects TCM-

mediated suppression of osteoclast activity, potentially through

RANKL downregulation (e.g., Epimedium-derived flavonoids) or

enhanced bisphosphonate bioavailability. This combination therapy

may provide multi-target regulation for the pathological process

of OP.
FIGURE 5

Subgroup and sensitivity analyses of femoral neck BMD outcomes. (A) Subgroup analysis by treatment duration: Short-term interventions (≤6
months) exhibit larger rightward effects (MD >0). Squares near the null line in mid-term subgroups indicate negligible effects. (B) Sensitivity analysis
[short-term subgroup, excluding Chen YP (12)]: Pooled estimates shift leftward, reducing effect magnitude. (C) Sensitivity analysis (mid-term
subgroup, excluding Fu YF study): Exclusion diminishes the rightward effect, emphasizing study-specific influences. BMD, Bone Mineral Density.
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