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Research design is important 
in comparing the analgesic 
efficacy of different regional 
blocks following modified radical 
mastectomy

Dear Editor,

With great interest, we read the recent article by 
Sharma et al.[1] comparing the postoperative analgesic 
efficacy of continuous erector spinae plane block (ESPB) 
and thoracic paravertebral block (TPVB) in patients 
undergoing modified radical mastectomy. We highlight 
concerns related to the methods and results of this study.

Firstly, this is a randomised controlled non-inferiority 
trial, and the primary end-point was the visual 
analogue scale (VAS) pain score. In statistical analysis, 
the authors described that a 2-point VAS pain score 
was defined as the non-inferiority margin according 
to the critical appraisal of the published literature 
on the TPVB.[2] However, this published literature 
is a meta-analysis of randomised controlled trials 
comparing post-operative analgesic efficacy and 
safety between the TPVB and non-block interventions 
and does not provide an average pain score during 
post-operative 24 h in patients receiving the TPVB. 
In a randomised controlled non-inferiority trial, a 
non-inferiority margin should be determined based on 
the minimal clinically important difference or clinically 
meaningful differences of the primary end-point[3] 
such as the VAS score of acute post-operative pain. 
It has been shown that a change of about 1 point on 
an 11-point VAS produced by analgesic interventions 
signifies a clinically important improvement or 
deterioration.[4] Thus, a non-inferiority margin of 1.0 
points is often selected in randomised controlled 
non-inferiority trials comparing the postoperative 
analgesic efficacy of different regional blocks.[5,6]

Secondly, in sample size evaluation, the authors 
stated that the assumed true mean difference between 
the two interventions, that is, effect size, was zero. 
It was unclear why an effect size of 0 was selected. 
In designing a randomised controlled non-inferiority 
trial, the non-inferiority margin is actually the effect 
size and is used for sample size evaluation[3] as 
performed in other works.[5,6]

Thirdly, during the 24-h post-operative period, 0.2% 
ropivacaine with fentanyl 2 mg/mL was infused in both 
groups. We were very interested in knowing whether a 
bolus injection of local anaesthetic–fentanyl solution 
was allowed if the post-operative VAS pain score was 
4 or more.

Finally, regarding post-operative analgesic strategies, 
round-the-clock analgesia was not provided. The 
reported regime does not meet the requirements of 
an opioid-sparing multi-modal analgesia strategy 
in the current enhanced recovery after surgery 
practices for radical mastectomy.[7] As the conversion 
factor for equivalent dose conversion of morphine to 
tramadol is 0.1,[8] 2 mg/kg of tramadol is equivalent 
to 0.2 mg/kg of morphine, which is significantly 
larger than the recommended opioid dose of rescue 
analgesia.[7]
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