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Dear editor
We read with interest the study by Zhang et al comparing liposomal bupivacaine plus plain bupivacaine (LB+B) versus 
ropivacaine (RH) for wound infiltration in lumbar fusion surgery.1 The authors concluded that LB+B did not provide 
a significant analgesic advantage. Although the trial addresses an important clinical question and is generally 
a well-designed study, several methodological and reporting issues warrant attention, as they may affect the interpretation 
and generalizability of the findings.

Firstly, an undefined group abbreviation (BH group) appears in the manuscript. In the narrative of the Results section 
(page 6, right column, end of the second paragraph), an abbreviation “BH group” appears that is neither defined nor used 
elsewhere in the paper. The original text states: “Although the BH group was 106 μg intravenous morphine equiva
lents…” Based on logical inference from the context, this is very likely a typographical error for “RH group” 
(ropivacaine group). Although this error does not affect the direction of the study’s conclusions, it may undermine 
readers’ confidence in the accuracy of the study details.

Secondly, there is an inconsistency between the pre-registered primary endpoint and the primary inference drawn 
from the study.The trial was pre-registered, specifying the 24-hour resting VAS score as the primary endpoint, and the 
sample size was calculated accordingly. However, the main conclusions are drawn from generalized estimating equation 
(GEE) models evaluating the overall treatment effect and the treatment-by-time interaction, whereas the pre-specified 
primary endpoint (24-hour resting VAS) is not directly reported as a between-group comparison in the manuscript. This 
analytical approach deviates from the pre-specified analysis plan without clear justification and may increase the risk of 
type I error due to multiplicity.2 The authors should first report the unadjusted analysis of the pre-specified primary 
endpoint and then present the GEE results as sensitivity or secondary analyses.

Thirdly, the attrition rate exceeded the planned rate, and missing data were inadequately handled. The authors 
anticipated a 10% dropout rate, but the modified intention-to-treat (mITT) analysis included only 83 of 94 randomized 
patients (11.7% attrition). More importantly, the reasons for loss to follow-up were not compared between groups, and no 
sensitivity analyses were performed. In pain research, where subjective outcomes predominate, missing data are often 
non-random. Sterne et al emphasized that sensitivity analyses should be used to assess the impact of different missing 
data mechanisms on conclusions.3 Without evaluating whether attrition differs between treatment groups or by pain 
levels, the possibility of selection bias cannot be excluded.

Fourthly, the sample size calculation was based on an extremely small pilot study.The sample size was derived from 
a pilot study with only five patients per group, which yielded a Cohen’s d of 0.87. It is well known that small pilot studies 
produce inflated and imprecise effect size estimates due to sampling variability. Button et al demonstrated that small 
samples tend to overestimate true effect sizes, leading to underpowered confirmatory trials and a substantially increased 

Journal of Pain Research 2026:19 619878                                                                           1
© 2026 Wu and Jiang. This work is published and licensed by Dove Medical Press Limited. The full terms of this license are available at https://www.dovepress.com/terms. 
php and incorporate the Creative Commons Attribution – Non Commercial (unported, v4.0) License (http://creativecommons.org/licenses/by-nc/4.0/). By accessing the 

work you hereby accept the Terms. Non-commercial uses of the work are permitted without any further permission from Dove Medical Press Limited, provided the work is properly attributed. For 
permission for commercial use of this work, please see paragraphs 4.2 and 5 of our Terms (https://www.dovepress.com/terms.php).

Journal of Pain Research                                                                   

Open Access Full Text Article

https://doi.org/10.2147/JPR.S619878
Received: 28 April 2026
Accepted: 30 April 2026
Published: 8 May 2026

Jo
ur

na
l o

f P
ai

n 
R

es
ea

rc
h 

do
w

nl
oa

de
d 

fr
om

 h
ttp

s:
//w

w
w

.d
ov

ep
re

ss
.c

om
/

F
or

 p
er

so
na

l u
se

 o
nl

y.

http://www.dovepress.com/permissions.php
https://www.dovepress.com/terms.php
https://www.dovepress.com/terms.php
http://creativecommons.org/licenses/by-nc/4.0/
https://www.dovepress.com/terms.php
https://www.dovepress.com


risk of type II error.4 The final trial observed a much smaller effect (eg., β=−0.27 for resting VAS), further suggesting that 
the study was likely underpowered to detect a small but potentially clinically meaningful difference.

Overall, this study provides valuable negative evidence suggesting that, in the context of multimodal analgesia, LB+B 
does not offer a clear clinical advantage over ropivacaine. However, given the multiple methodological limitations- 
including a typographical error, endpoint switching, inadequate handling of attrition, and underpowered sample size-the 
negative findings should be interpreted as inconclusive rather than as evidence of equivalence. We recommend that the 
authors correct the typographical error in the manuscript and provide group-specific reasons for loss to follow-up as well 
as sensitivity analyses for missing data, so that readers can fully assess the robustness of the results.
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