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Dear Editor, 

The article titled “Comparative Efficacy and Safety of Ablative Therapies in the 
Management of Primary Localised Renal Cell Carcinoma: A Systematic Review and 
Meta-Analysis” by Huang and colleagues1 was read with interest. However, additional 
discussion of the methodological approach is necessary before drawing conclusions.  

The authors performed single-arm meta-analyses comparing the efficacy and safety of 
the three ablative therapies (AT) to stereotactic body radiotherapy (SBRT) for primary 
localised renal cell carcinomas (RCCs). Firstly, an individual data meta-analysis2 
(IPDMA) was included as a primary study for meta-analysis and the results may have 
been double-counted. Table 1 describes the possible duplicated studies compared 
against the published IPDMA (see supplementary page 7 of the cited study)2. Hereby, we 
re-present the meta-analysis (Supplementary Figure 1) with the IPDMA excluded. 
Studies with misclassification of follow-up duration were also excluded. For instance, 
the study by Kirste (2022) with follow-up range of 18-54 months was incorrectly 
included in the 5-year local control (LC) forest plot. The revised meta-analysis found 1-
year, 2-year and 5-years LC rate of SBRT to be 97% (95%CI 95-99%; I2=15·53%); 96% 
(95%CI 93-98%; I2=39·93) and 94% (95%CI 88-100%; I2=69·73%), respectively. Adverse 
events also suffered from double counting, with revised meta-analysis showing a higher 
5% (95%CI 3-7%, I2=0%) rate of grade 3-4 adverse events, or 5·9% (23/393) in raw 
proportions.  

Moreover, the use of single arm meta-analyses for comparison is primarily flawed. 
Despite subgroup analyses, substantial heterogeneity persisted. Furthermore, 
interpretation was challenging with unreported meta-regression results, especially 
residual heterogeneity (e.g. I²-residual)3. Due to the scarcity of oncological events from 
small RCCs, the sample size of 612 patients (450 in repeated meta-analysis) from SBRT 
is insufficient to detect substantial differences against AT in local recurrence (LR) and 
cancer-specific survival; evidenced by wide 95% confidence-intervals. LC in 
radiotherapy is also a conceptually different endpoint to LR in AT. Consequently, the 
authors’ suggestion that SBRT may be advantageous for treating larger RCCs is 
premature due to methodological flaw. Additionally, the ROBINS-I tool was incorrectly 
applied to assess the risk of bias on non-comparative studies rather than comparative 
studies4. 

It is crucial to reflect on the methodological limitations of this article and its use of 
largely retrospective and possibly biased datasets. Randomised trials remain vital in 
determining optimal treatment for localised RCCs, for example a recent study 
comparing AT and partial nephrectomy showing feasibility in recruitment5. However, 
phase two/three trials comparing SBRT and AT are lacking. 
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Legends of Figures 

Table 1: Studies Included in the meta-analysis potentially double counted from the 
IPDMA  

Supplementary Figure 1: Repeated meta-analysis of (a) Local Control at 1 year; (b) Local 
Control at 2 years; (c) Local Control at 5 years; (d) Grade 3-4 adverse events with the 
individual patient data meta-analysis excluded and Siva et al 2024 (Siva S, Bressel M, 
Sidhom M, et al. Stereotactic ablative body radiotherapy for primary kidney cancer 
(TROG 15.03 FASTRACK II): a non-randomised phase 2 trial. The Lancet Oncology 2024; 
25(3): 308-16.) added in attempt of complete meta-analysis.   

  



Example of centre 
included in IPDMA 
(supplementary 
table 7 of IPDMA) 

Correspondi
ng reference 
in study by 
Huang et al.  

Study Recruitme
nt/ 
Inclusion 
Period 

Note 

University of 
Yamanashi 

33 Funaya
ma 2019 

August 
2007 - 
June 2016 

 

University 
Hospitals Seidman 
Cancer Center 

37,27 Grubb 
2021 
and 
Ponsky 
2015 

Since May 
2011;  June 
2006 - 
August 
2011 

Grubb 2011 included a 
pooled local control rate 
of patients in Grubb 
2011 and Ponsky 2015 

University of Texas 
Southwestern 

18 Hannan 
2023 

September 
2014 - 
October 
2019 

 

Juravinski Cancer 
Centre and 
Sunnybrook 
Health Sciences 
Centre 

17, 28 Glicksm
an 2023 
and 
Chang 
2016 

2012-
2020; 1 
January 
2012 - 1 
April 2015  

Glicksman 2023 
reported an extended 
cohort of Chang 2016 

Beth Israel 
Deaconess 
Medical Center 

29 Sun 
2016 

May 2006 - 
May 2011 

 

Peter MacCallum 
Cancer Centre 

31 Siva 
2017 

2012-2014 

 

*Note individual patient data meta-analysis by Siva et al. in 2022 included retrospective 
and prospective patients from 2007 – 2018.  

 

Table 1: Studies Included in the meta-analysis potentially double counted from the 
IPDMA  

  



Supplementary Figure 1: Repeated meta-analysis of (a) Local Control at 1 year; (b) Local 
Control at 2 years; (c) Local Control at 5 years; (d) Grade 3-4 adverse events with the 
individual patient data meta-analysis excluded and Siva et al 2024 (Siva S, Bressel M, 
Sidhom M, et al. Stereotactic ablative body radiotherapy for primary kidney cancer 
(TROG 15.03 FASTRACK II): a non-randomised phase 2 trial. The Lancet Oncology 2024; 
25(3): 308-16.) added in attempt of complete meta-analysis.   

(a) 

 

  



(b) 

 

  



(c) 

 

  



(d) 

 

 


