A preclinical platform of mouse-transplanted rare human pediatric liver tumors XenTec@
to evaluate the efficacy of conventional and innovative anticancer therapy.
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INTRODUCTION

RESULTS

List of xenografted HB

Eight HBs have been transplanted in immunocompromised mice in the last 10 months. Three of them (marked in green) gave rise to
ectopic tumor growth. As shown in the table, of the three tumor models, two are derived from metastatic HBs, and one is derived from an
intrahepatic tumor recurrence.

Response of HB tumorgraft to conventional chemotherapy

Response of xenograft models to chemotherapy was investigated by administration of reference chemotherapeutic
agents used in the clinical practice. As shown in Figure 2, tumors display different drug response profiles. HB-213
shows resistance to cisplatin and doxorubicin administered as single agents as well as in combination. HB-214 shows a
weak but significant response when cisplatin and doxorubicin are administered together. In HB-217, administration of

& Hepatoblastoma (HB) is a pediatric liver tumor characterized by the proliferation of immature
hepatoblasts frequently associated to malignant mesenchymal tissue, suggesting that it derives
from uncommitted progenitor cells. Although the etiology of HB is at present unknown, an
association with congenital abnormalities such as Familial Adenomatous Polyposis and Beckwith-
Wiedemann syndrome is well established. Importantly, deregulation of the Wnt pathway through
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€ Pharmacological response of tumorgrafts was evaluated by administration of reference

chemotherapy protocols currently in use for the treatment of HB in children. Figure 2. Graphs describe tumor growth rate (left side) and tumor growth inhibition (right side). T/C indicates the percentage ratio

between the mean tumor volume of a treated group (T) and the mean tumor volume of the control Group. Each group consists of ten
animals bearing comparable tumor size at the time of treatment. Dark line: untreated animals; blue line: animals treated with a single
dose of doxorubicin (2mg/kg, administered at day 0); red line: animals treated with a single dose of cisplatin (5mg/kg, administered
at day 0); green line: animals treated with a single dose of doxorubicin and cisplatin at the concentration reported above, at day O.
Asterisk indicates significant inhibition of tumor growth, and the color code corresponds to the treatment .

Figure 1. Analysis of patient’s tumor and xenograft models by histological staining and immunochemistry. HES: Hematoxylin—eosin
staining of the embryonal component of HB-214 and HB-217 tumors in patient (P), and xenograft (X). AFP: alfa-fetoprotein; GS: Glutamine
Synthetase. Magnification: HB-214, 20x; HB-217, 40x.

CONCLUSIONS AND PERSPECTIVES

€ HB xenografts sharing histological characteristics with the human tumor of origin could be
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€ Improvement of current treatment
& test new treatments Table III. Comparison of histological evaluation of patient’s tumor response in post-surgical tumor specimens with tumor growth
inhibition observed in xenograft models. The percentage indicated for patient’s tumor response refers to the degree of

fibrosis/necrosis found by the pathologist after examination of the resected tumor.

Table II. Comparative histology of patient’s tumor and xenograft model. The table illustrates the results of histological analysis of tumor after
surgical resection and of derived xenograft model. Crowded fetal indicates a subtype of fetal component endowed with high proliferation rate.

The results from this study strongly support the usefulness of tumorgraft models to
assist treatment decision in rare pediatric and non pediatric cancers.
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