Identification of Regorafenib Prognostic index (REP index) via recursive partitioning analysis in Advanced

Online

:, Il CA Hepatocellular Carcinoma Patients Receiving systemic treatment. =

© conference Margherita Riminil, Changhoon Yoo2, Sara Lonardi3,4, Gianluca Masi5, Alessandro Granito6, Yeonghak Bang2, Mario Domenico Rizzato4, Caterina Vivaldi5, Luca lelasi6, Hyung-Don Kim2, . E

The world's leading liver cancer meeting Francesca Bergamo4, Francesca Salani5, Simona Leoni6, Baek-Yeol Ryoo2, Min-Hee Ryoo2, Valentina Burgio7, Stefano Cascinu/, Andrea Casadei-Gardini?7. 'Q‘,a

2 - 3 September 2021 1) Department of Medical Oncology, Hospital Policlinico of Modena, Modena, Italy 2)Department of Oncology, Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea. 3) Early Phase “{"q,'
Clinical Trial Unit, Department of Oncology, Veneto Institute of Oncology IOV-IRCCS, Padua, Italy. 4) Medical Oncology Unit 1, Department of Oncology, Veneto Institute of Oncology IOV - IRCCS, Padua, QQ.

Italy. 5)U.O. Oncologia Medica 2 Universitaria Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy. 6) Department of Medical and Surgical Sciences, University of Bologna, Bologna, Italy. 7) Unit of
Oncology, Universita Vita-Salute, IRCCS-San Raffaele Scientific Institute, Milan, Milano, Italy.

RESULTS

At the first-step univariate analysis for OS, AP
resulted the most significant parameter in terms

Figure 1. The diagram of the recursive partitioning analysis

Table 1. Patients characteristics
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The results of the pivotal
RESORCE trial led to the

Age, years (median, range) 61 (27-82)

approval of the second tyrosine
kinase Regorafenib, as second
line treatment in advanced HCC
after Sorafenib failure *. Data
about prognostic factors in a
second-line HCC setting are
scarce. We investigated the

of OS, and was chosen as first node in our tree
model. In the subpopulation of patients
presenting AP <122 U/L (n=155) at the baseline,
the most statistically significant split was by the
PFS to Sorafenib treatment, between patients
with a PFS =2 6 months (n=59) and patients with
a PFS < 6 months (n=96). In the subpopulation

prognostic factors in a cohort of
patients with advanced HCC
treated with regorafenib and built
a new prognostic score (the

REP index).

METHOD

A survival tree regression to
define risk groups in the cohort
was performed. We performed
univariate Cox proportional
hazards regression for each
predictor variable, and we
iIncluded in groups of risk the
covariates on the basis of the
HR and statistical significance
(p<0.05) for dichotomized the
study cohort. Consequently, we
recursively repeated the
univariate Cox proportional
hazards regression within each
group until no variable met the
criteria for the inclusion, and no
statistical significance was
found.

CONCLUSIONS

The REP index Is a independent prognostic factor for OS and PFS in patients with advanced HCC treated with regorafenib.

of patients with AP <122 U/l and PFS to
Sorafenib 26 months, the final split was
determined between patients with HBV-related
liver disease (n=22) and patients with no HBV-
related liver disease (n=37). In the
subpopulation of patients presenting AP >122
U/L (n=104) at the baseline, the most
statistically significant split was by Aspartato-
amino transferase (AST) value, between
patients with AST <56 U/l (h=48) and patients

with AST>56 U/l (n=56). We built the REP Iindex

which stratify the population in “low-risk”,
“medium-risk™ and “high-risk” patients. The

difference in mOS between the three groups of

risk was statistically significant, being 20.8
months (95% CI 10.0-46.3) in the “low-risk”
group, 8.35 months (95% CI 7.2-1435.8) In the
“medium-risk” group and 5.5 months (95% CI
3.5-13.2) in the “high-risk”™. The median PFS
was 7.7 months (95% CI 3.7-19.3), 2.5 months

(95% CI 2.1-28.8) and 2.4 months (95% CI 1.6-
medium-risk” and “high-risk”
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9.1) for “low-risk”,
group, respectlvely.

Gender
Female
Male

ECOG PS
0
>0

Etiology
HBV
No-HBV

Child-Pugh
A
B

BCLC Stage
B
C

AFP
>400 ng/mL
<400 ng/mL

Albumin
<3.5 g/dlI
>3.5 g/dI

GPT
>56 U/L
<56 U/L

Alkaline Phosphatase

>122 U/L
<122 U/L

PFS Sorafenib

>6 months

<6 months

36 (14)
223 (86)

62 (23.9)
197 (76.1)

166 (66.1)
93 (33.9)

249 (88.2)
10 (11.8)

17 (5.4)
242 (94.6)

115 (44.6)
144 (55.4)

115 (44.3)
144 (55.7)

94 (34.3)
165 (65.7)

104 (39)
155 (61)

86 (33.9)
173 (66.1)
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Figure 2. Kaplan Mayer for OS to regorafenib (A) and PFS to regorafenib (B) according the REP score.
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Number at risk
Group: Low-risk

22 9
Group: Medium-risk

175 38
Group: High-risk

55 3

Moreover, this new index Is easy to reproduce and, if validated on larger perspective trials, it could constitute a useful tool to stratify patients with advanced HCC progressed to sorafenib.
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