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Dear Editor,
Wewere intrigued by a recent meta-analysis comparing aspirin

and low-molecular-weight heparin (LMWH) for venous throm-
boembolism (VTE) prophylaxis after total knee arthroplasty by
Meng et al.[1]. Six randomized controlled trials, comprising 6772
patients were analyzed. A notable discovery of this meta-analysis
was the efficacy of LMWH in VTE prevention. The substantial
decrease in thromboembolic risk linked to LMWH, compared to
aspirin, is highly significant. We sincerely appreciate the authors’
efforts in data collection and analysis. However, we believe that
the following concerns require further clarification.

Firstly, in the results, the authors stated that a total of 6772
patients were included in the study. However, during the actual
meta-analysis, it was noted that 11 patients from the study by
Westrich et al.[2], who did not undergo an ultrasound examina-
tion were excluded. Therefore, a more precise representation of
the total number of included patients would be 6761.

Secondly, in Westrich et al.’s study[2], patients took oral
enoxaparin 30 mg bid in hospital, then switched to 40 mg qd
upon discharge for 3 weeks. The aspirin group received oral
aspirin 325 mg bid. Hence, the description in Table 1 is incorrect.

Thirdly, the authors mistakenly included data from the Zhou
et al.[3] twice in Figure 4B. There was one case of gastrointestinal

bleeding attributed to aspirin (Zhou-2023.2), while in the other
instance, it was zero (Zhou-2023.1). As shown in Zhou et al.’s
study[3], one case of gastrointestinal bleeding occurred in both the
aspirin and rivaroxaban groups, while none occurred in the
LMWH group. Therefore, we suggest excluding the data from
Zhou-2023.1.

Fourth, it’s clear that the author combined the results of
double-zero studies from Figures 4B and 5B. However, this
merger could introduce serious issues. Since these studies lacked
valid data, their inclusion may distort overall effect estimates and
confidence intervals. This could hamper result interpretation,
hinder understanding, and affect heterogeneity tests, lowering
result credibility and scientific value. It’s advisable to exclude
double-zero studies to maintain the accuracy and reliability of the
meta-analysis results.

Fifth, we are concerned about the accuracy of the data col-
lected by the author. Despite the mention of the use of four
independent researchers to extract and cross-validate data, some
obvious data errors persist. For instance, in Fuente et al.’s
study[4], the aspirin group comprised 188 participants, while the
LMWH group had 214 participants. However, in the meta-
analysis (as shown in Figures 3–5 by Meng et al.[1]), the sample
sizes for these two groups differed from those stated in the ori-
ginal study. The error in Figure 3 from Meng et al. has been
outlined with a red box in Figure 1. This discrepancy raises
concerns about the article’s reliability. Upon recalculating the
data, although the final conclusions remained consistent, the
results of RR and 95% CI are varied. We pooled these results
again and revealed that compared to the LMWH, aspirin is sig-
nificantly associatedwith an increased overall VTE incidence (RR
1.47; 95% CI: 1.17–1.85, I2= 0%). Nevertheless, no significant
differences were found between the two groups regarding
bleeding complications rate (RR 0.89; 95% CI: 0.70–1.13,
I2= 0%), gastrointestinal bleeding (RR 3.0; 95% CI:
0.13–72.20), deep vein thrombosis (RR 1.23; 95% CI:
0.85–1.77, I2= 0%), and pulmonary embolism (RR 1.05; 95%
CI: 0.16–7.13, I2=0%).

Sixth, the author mentions adherence to PRISMA and
AMSTAR guidelines but overlooks heterogeneity tests and pub-
lication bias detection in the meta-analysis. This oversight may
obscure the true extent of heterogeneity and publication bias,
thereby compromising the reliability of result interpretation. It
could mislead the understanding of overall effect estimates,
impacting policy formulation and clinical decision-making and
ultimately weakening the study’s scientific credibility and
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transparency. Although our repeated meta-analysis studies found
no heterogeneity in the results (I2=0%), the author should have
addressed this in the study. Additionally, sensitivity analysis,
absent from this meta-analysis, would have aided in assessing
result reliability. For instance, excluding Sidhu et al.’s study[5]

altered conclusions regarding overall VTE rate (RR 1.23; 95%
CI: 0.85–1.77, I2= 0%), indicating potential bias due to their
focus on all joint arthroplasty. Since randomization occurred
among patients undergoing all joint replacements, selecting only
knee arthroplasty patients could introduce result bias.

We trust that our insights will aid readers in understanding the
article’s findings and inspire future scientific endeavors.
Continuous enhancement is crucial, and we advocate for
researchers to undertake a refreshed meta-analysis.

Ethical approval

Not applicable.

Consent

Not applicable.

Sources of funding

This study was supported by Enze Medical Center (Group)
Scientific Research (No. 24EZB07) and Zhejiang Medicine and
Health Scientific Research Project (No. 2024KY531).

Author contribution

H.L.: proposed the design, collected, analyzed and interpret the
data, and wrote the study; X.Z. and Y.R.: collected, analyzed and
interpreted the data, and designed the figure.

Conflicts of interest disclosure

There are no conflicts of interest.

Research registration unique identifying number
(UIN)

Not applicable.

Guarantor

Hua Luo.

Data availability statement

All the data are available in the article.

Provenance and peer review

Commentary, internally reviewed.

Acknowledgements

Not applicable.

References
[1] Meng J, Liu W, Xiao Y, et al. The role of aspirin versus low-molecular-

weight heparin for venous thromboembolism prophylaxis after total knee
arthroplasty: a meta-analysis of randomized controlled trials. Int J Surg
2023;109:3648–55.

[2] Westrich GH, Bottner F, Windsor RE, et al. VenaFlow plus Lovenox vs
VenaFlow plus aspirin for thromboembolic disease prophylaxis in total
knee arthroplasty. J Arthroplasty 2006;21(6Suppl2):139–43.

[3] Zhou LB, Wang CC, Zhang LT, et al. Effectiveness of different antith-
rombotic agents in combination with tranexamic acid for venous throm-
boembolism prophylaxis and blood management after total knee
replacement: a prospective randomized study. BMCMusculoskelet Disord
2023;24:5.

Figure 1. The pooled effect of venous thromboembolism rate from the study conducted by Meng et al.[1]. We indicated the data with errors using a red box.
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