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C O R R E S P O N D E N C E

Practicality and potential restrictions of unresectable 
hepatocellular carcinoma prognostic index

We wish to thank the authors for their comments re-
garding the recently proposed hepatocellular carci-
noma (HCC) scoring system by our group, namely, the 
unresectable HCC prognostic index (UHPI). The aim of 
our work was to derive a simple, user-friendly prognos-
tic tool to be used in every day clinical practice in pa-
tients with unresectable HCC. We agree with Adhoute 
et al. that point-based scores are generally less pow-
erful than continuous variable models; however, the 
methodological validation of the approach that we used 
to develop the score showed its robustness. As indi-
cated in the manuscript, we initially derived a scoring 
system by assigning exact points for each covariate in 
proportion to the beta coefficients in the final multivari-
able model. Then, these covariates were standardized 
by dividing the smallest coefficient and then rounding to 
allow simple calculation. Subsequent sensitivity anal-
ysis verified that the discriminatory power lost in this 
simplification process was negligible.

As far as it concerns the values identified by the 
multivariable analysis in the training cohort, we tested 
them in an independent European validation cohort 
and obtained comparable results, which confirmed the 
superior performance of the UHPI score in predicting 
survival outcomes.

We proposed the UHPI score as a prognostic clas-
sification of patients with unresectable HCC to better 
stratify their probability of survival. Consequently, the 
UHPI score was not designed as an algorithm for thera-
peutic decision, but it can be used to stratify the patients 
to be enrolled in clinical trials and to compare those ob-
servations with the expected survival in “real life.”

In this regard, we thank to authors for testing the 
UHPI model in a cohort of patients with unresectable 
HCC treated with a combination of atezolizumab + beva-
cizumab. In actuality, it was expected that the treatment 
would change the prognosis and the tumor parameters. 
Accordingly, as with all prognostic scores, UHPI aimed 
to predict the survival of patients with HCC but not the 
objective response to any treatment. Future studies 
should be addressed to investigate to which extent the 

power of the UHPI model and its covariates will change 
in the immunotherapy era.
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