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Background: A decrease in AFP level during treatment has been associated with
improved overall survival (OS) in patients with HCC. In the phase 3 RESORCE trial
(NCT01774344), the multikinase inhibitor regorafenib significantly improved OS ver-
sus placebo in patients with HCC and disease progression on sorafenib. We analyzed
OS in patients who had an AFP response in RESORCE.

Methods: Patients with Barcelona Clinic Liver Cancer stage B or C HCC, Child -Pugh
A liver function, ECOG performance status 0� 1, and documented radiologic progres-
sion on prior sorafenib were randomized 2:1 to regorafenib 160 mg/day (n¼ 379) or
placebo (n¼ 194) for Weeks 1-3 of each 4-week cycle. Serum AFP levels were assessed
at baseline, every 4 weeks during treatment, and at the end of treatment. Patients who
had a baseline AFP�20 ng/mL and an AFP measurement at the start of Cycle 3 were
evaluable for AFP response, defined as a decrease of� 20% in AFP level from baseline
at the start of Cycle 3.

Results: Overall, 232 of the 573 randomized patients fulfilled the above criteria and
were included in the analysis. Patients with an AFP response had a median OS from
randomization of 13.8 months vs 8.9 months in those without an AFP response
(Table). The rate of AFP response was 46% (77/168) in the regorafenib group and 11%
(7/64) in the placebo group. Among regorafenib-treated patients, the median OS was
13.8 months in patients with an AFP response vs 9.8 months in those without an AFP
response. A landmark analysis of OS from the start of Cycle 3 showed that the hazard
ratios for AFP response vs no response were 0.57 (95% CI 0.40, 0.82) in the regorafenib
and placebo arms combined and 0.72 (95% CI 0.48, 1.08) for patients in the regorafenib
arm.

Conclusions: In this exploratory analysis of RESORCE, an AFP response with regorafe-
nib was associated with improved OS.
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Background: Treatment of hepatocellular carcinoma (HCC) and liver metastasis
(mets) is challenging due to presence of underlying disease, e.g. cirrhosis. Stereotactic
body radiation therapy (SBRT) is a well-tolerated alternative for inoperable patients
(pts), yet maximal dose to the tumor is limited by potential toxicity to surrounding
healthy tissues. Otherwise inert, NBTXR3 (hafnium oxide nanoparticles) when acti-
vated by ionizing radiation (RT) augments dose deposit within tumor cells, increasing
tumor cell death compared to RT alone. A phase I/II clinical trial is underway to evalu-
ate NBTXR3 activated by SBRT in pts with HCC or liver mets [NCT02721056].

Methods: A 3þ 3 dose escalation was utilized in the phase I. Pts received a single intra-
lesional injection (ILI) of NBTXR3 followed by SBRT (45 Gy/3 fractions/5-7 days),
with tested NBTXR3 dose levels of 10, 15, 22 and 33% of baseline tumor volume.
Primary endpoints included recommended phase II dose(s) identification and DLT.
Secondary endpoints included global safety profile assessment, liver function by Child-
Pugh score (CPS), AST to Platelet Ratio Index (APRI), and response rate (mRECIST/
RECIST v1.1).

Results: Four dose escalation levels are finalized (n¼ 17): 6 pts at 10% (2 SBRT doses
tested due to organ constraints), 4 pts at 15 and 22% (due to fiducial displacement and
ILI site shift) and 3 pts at 33%. No NBTXR3 related DLTs were observed. Related AEs
observed: one malaise (G2, 10%); 2 abdominal pain, (G3, 15%); one bilateral pleural
effusion (G1, 22%), one bile duct stenosis (G3, 22%) with associated disease recurrence
and SBRT; one fatigue (G1, 33%). There were no clinically meaningful changes to CPS
or APRI and CT-scan demonstrated absence of NBTXR3 in surrounding healthy tis-
sues. In 7 evaluable HCC pts, best mRECIST target lesion responses were: 3 CR, 4 PR.
In 5 evaluable mets pts, best target lesion responses were: 2 PR, 1 SD, 2 PD.

Conclusions: NBTXR3 was well tolerated and showed preliminary anti-tumor activity,
supporting a protocol amendment to evaluate an additional NBTXR3 dose level (42%).
This innovative approach has the potential to address an unmet medical need in pts
with unresectable primary or metastatic liver lesions.
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