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We read with great interest the recently published article of 
Wong et al. (1). Through their study, the authors sought to 
evaluate the efficacy and safety of stereotactic body radiation 
therapy (SBRT) in patients presenting with hepatocellular 
carcinoma (HCC), awaiting liver transplantation (LT). This 
is the first prospective study to analyze SBRT as a bridging 
treatment before LT and compare it to other bridging 
therapies such as transarterial chemoembolization (TACE) 
and high intensity focused ultrasound (HIFU). 

Regarding SBRT as a bridging treatment, current 
literature is scarce, with only a few retrospective studies 
published, with small sample sizes (up to 38 patients 
undergoing SBRT and then LT) (2,3). SBRT has been more 
investigated as an HCC treatment modality outside of LT 
setting and very promising results were found especially in 
terms of local control (4). These encouraging results led 
to SBRT being included by most LT teams worldwide in 
their bridging therapy arsenal. Nonetheless more robust 
data is needed to confirm SBRT efficacy and safety, which 
underlines the importance of this study. 

We believe several points in this paper are open for 
discussion and further analysis. Although SBRT patients 
were included prospectively from 2015 to 2020, the control 
groups (TACE and HIFU) were reviewed retrospectively 
and included patients treated since 2010. The authors argue 
that the resulting bias has minimal implications due to the 
fact that over the study period there was no change in HCC 
selection, Model for End-Stage Liver Disease (MELD) 
exception system, tumor response evaluation and organ 

availability. However, TACE techniques have evolved and 
efficacy of selective/super-selective TACE has increased 
during the last decade (5,6). Although TACE is usually 
preferred when there are multiple tumors and SBRT/
HIFU/radiofrequency ablation (RFA) in case of Child-Pugh 
B and single tumor, number and size of tumors were not 
significantly different between TACE and SBRT groups 
and more than 50% of SBRT patients were Child-Pugh A. 
As a result, most of the SBRT group patients could have 
been candidates for TACE and thus applying a randomized 
controlled trial could have been more adapted. Selection 
bias should be taken into consideration when interpreting 
the final results.

Regarding TACE procedure, it was performed non-
selectively (conventional right or left liver TACE) and not 
superselectively as stated (no single segment or nodule—
selective TACE). Local TACE technique could maybe 
explain why 1-year local tumor control is so low in TACE 
group (43.5%) compared with results reported from other 
published series (around 75–80%) (5,6). Furthermore, 
among TACE patients, 60% were Child-Pugh A, 56% had 
1 tumor, and a median size of 2.2 cm (0.8–6.3 cm). These 
patients could have been candidates for other ablative 
techniques like RFA in most centers.

In this study, the authors report significantly better 1-year 
tumor control rate in SBRT patients awaiting LT, compared 
with TACE/HIFU patients (92.3% vs. 43.5% vs. 33.3% 
respectively, P=0.02) and lower 2-year dropout rates (20% 
SBRT vs. 35% TACE vs. 41% HIFU) even though lesion 
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size and MELD score were higher in the SBRT group 
compared with the TACE group. Although sample size is 
small (40 SBRT and 110 TACE/HIFU patients, of which 
27 and 60 ultimately underwent LT, respectively), groups 
were relatively homogeneous in terms of tumor burden 
[similar number of lesions and alpha-foetoprotein (AFP) 
levels]. The fact that SBRT group yielded the best results in 
terms of local control despite bigger lesions (compared with 
the TACE group) emphasizes its efficacy. Upon LT, there 
were no differences between the 3 groups in terms of tumor 
stage, the number and size of lesions or AFP levels while 
MELD score was still higher in the SBRT group compared 
with the TACE group. Tumor necrosis and complete 
pathological response rates were highest in SBRT group 
compared to TACE/HIFU groups, with further reinforces 
its efficacy. Furthermore, 4 patients in SBRT group never 
underwent LT because they were considered treated, and 
in those undergoing LT, median waiting time was twice as 
long as TACE/HIFU patients. It could be hypothesized 
that this is due to longer local tumor control with SBRT. 

Another major point to mention is the lack of comparison 
between SBRT and RFA or radioembolisation (RE). The 
authors only compared SBRT with TACE and HIFU and 
even though this is due to local practice, external validity of 
these results is low. Indeed, many transplantation centers 
throughout the world do not use HIFU as a bridging 
treatment before LT, and instead, use RFA and RE which 
are not evaluated in the current study. 

In conclusion, this study yields important results that 
further reinforce SBRT as a bridging treatment for HCC 
before LT. This represents a first step in obtaining more 
robust data but there is still desperate need for randomized 
controlled trials in order to obtain solid conclusions. 
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