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Introduction: ALBI grade is an objective measure of liver function developed for
patients with HCC; higher ALBI grade is associated with worse prognosis (Johnson,
2015). In the phase 3 CELESTIAL trial (NCT01908426), cabozantinib, an inhibitor of
MET, VEGFR, and AXL, significantly improved overall survival (OS) and progression-
free survival (PFS) versus placebo in patients with previously treated HCC and is now
approved for patients with HCC who have received prior sorafenib. Here we evaluate
clinical outcomes based on ALBI grade in the CELESTIAL trial.

Methods: 707 patients were randomized 2:1 to receive cabozantinib (60 mg daily) or
placebo. Eligible patients had a pathologic diagnosis of HCC, Child-Pugh score A, and
ECOG PS� 1. Patients received prior sorafenib and�2 lines of prior systemic therapy
for HCC. ALBI score at baseline was calculated from serum albumin and total bilirubin
measured centrally and ALBI grade was determined by the calculated score (Johnson,
2015).

Results: At baseline 186 patients (40%) were ALBI grade 1 and 282 patients (60%) were
ALBI grade 2 in the cabozantinib arm. One hundred and two patients (43%) were ALBI
grade 1 and 133 patients (56%) were ALBI grade 2 in the placebo arm. Two patients in
each arm were ALBI grade 3. Patients with ALBI grade 1 had better ECOG PS (61%
ECOG 0 & 39% ECOG 1) versus those with ALBI grade 2 (48% ECOG 0 & 52% ECOG
1). In patients with ALBI grade 1, median OS was 17.5 months with cabozantinib versus
11.4 months with placebo (HR 0.63, 95% CI 0.46-0.86). In patients with ALBI grade 2,
median OS was 8.0 months with cabozantinib versus 6.4 months with placebo (HR
0.84, 95% CI 0.66-1.06). In patients with ALBI grade 1, median PFS was 6.5 months
with cabozantinib versus 1.9 months with placebo (HR 0.42, 95% CI 0.32-0.56) while
in patients with ALBI grade 2, median PFS was 3.7 months with cabozantinib versus 1.9
months with placebo (HR 0.46, 95% CI 0.37-0.58). The most common grade 3/4
adverse events in both groups were consistent with those in the overall population.
Treatment-related discontinuations in the cabozantinib arm were 12% for patients
with ALBI grade 1 and 19% for those with ALBI grade 2.

Conclusion: Patients treated with cabozantinib had longer PFS and OS compared to
patients receiving placebo, regardless of ALBI grade. Outcomes were generally better in
patients with ALBI grade 1 versus 2.
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Introduction: ImmunoscoreVR is an in vitro diagnostic test that predicts the risk of
relapse in patients with early-stage Colon Cancer (CC) by measuring the host immune
response at the tumor site. It is a risk-assessment tool that provides independent and
superior prognostic value than traditional risk parameters and is intended to be used as
an adjunct to the TNM classification. Currently, the target population for
Immunoscore is stage II & III CC patients, for whom individual risk-assessment plays a
critical role to guide post-surgery decisions. In stage I, survival rates are high and adju-
vant chemotherapy is not typically recommended. However, approximately 10% of
stage I CC tumors will recur even after surgical resection.

Methods: A subgroup analysis was performed on the stage I patients (n¼ 451) from
the Immunoscore international validation study (Pagès et al. The Lancet 2018).
Patients were classified by Immunoscore based on pre-defined cutoffs, either in 5 (IS 0-

4) or in 3 categories: IS Low (IS0-1), Intermediate (IS 2), High (IS 3-4). Time to recur-
rence (TTR) was compared between Immunoscore categories.

Results: Immunoscore High, Intermediate and Low were observed in 39%, 47% and
14% of the cohort, respectively. Immunoscore was positively and significantly corre-
lated with TTR. After 5 years, 97.1% of Immunoscore High patients were event-free
(95% CI 94.3-100.0), followed by 94.9% for Immunoscore Intermediate (95% CI 91.7-
98.2) and 91.0% for Immunoscore Low patients (95% CI 83.8-98.9) (unadjusted and
stratified by participating center HRlow vs high¼4.86; 95% CI 1.35� 17.44;
p¼ 0.0155). When adjusting the model with Immunoscore, age, gender, T-stage sided-
ness and MSI, Immunoscore remained the sole significant parameter (stratified by par-
ticipating center HRlow vs high¼7.82; 95% CI 1.49� 41.01; p¼ 0.015), with the
highest relative contribution (chi-squared proportion (v2)¼62%) compared to the
other parameters in the model. Similar significant results were found using the
Immunoscore percentiles as a numeric continuous parameter. The robust correlation
between Immunoscore classification and TTR was further corroborated by a separate
analysis of the same cohort distributed into five IS categories (IS 0-4): Immunoscore
classification – Events/total number of patients (%) – 5y event-free survival IS4 – 1/27
(6%) – 100% IS3 – 4/149 (33%) – 96.6% IS2 – 13/214 (47%) – 94.9% IS1 – 4/45 (10%)
– 90.5% IS0 – 2/16 (4%) – 92.3%

Conclusion: ImmunoscoreVR is a robust prognostic indicator of the risk of recurrence
in stage I CC. This risk assessment tool reliably identifies a sub-group of patients with
an increased risk of relapse for whom a more intensive surveillance program after cura-
tive resection may be recommended.
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Introduction: NTRK1/2/3 (neurotrophic receptor tyrosine kinase) gene fusions cause
expression of chimeric TRK proteins with constitutively activated kinase activity, lead-
ing to oncogenic potential across several histopathologies. Entrectinib is a CNS-active,
potent TRKA/B/C and ROS1 inhibitor. We present integrated efficacy and safety data
from phase 1/2 trials for entrectinib in NTRK fusion-positive (NTRK-fp) solid
tumours, focusing on patients with gastrointestinal cancers.

Methods: Patients with locally advanced/metastatic NTRK-fp solid tumours (6 base-
line CNS disease) confirmed by nucleic acid-based methods were enrolled in global
(>150 sites, 15 countries) trials (ALKA-372-001 [EudraCT 2012-000148-88],
STARTRK-1 [NCT02097810], STARTRK-2 [NCT02568267]). Tumour assessments
were by blinded independent central review (BICR) using RECIST v1.1. Primary end-
points (BICR) were objective response rate (ORR) and duration of response (DOR).
Key secondary endpoints were progression-free survival (PFS), overall survival (OS),
and safety.

Results: In the total efficacy-evaluable NTRK-fp population (n¼ 54; 10 tumour types),
ORR (BICR) was 57.4% (95% CI, 43.2–70.8) with 4 complete responses (7.4%).
Responses occurred in all tumour types. Median (95% CI) DOR, PFS, OS were 10.4
(7.1–NR), 11.2 (8.0–14.9), 20.9 (14.9–NR) months, respectively. In the cohort of 8
patients with NTRK-fp gastrointestinal cancers, responses by BICR were observed in 1/
4 colorectal, 2/3 pancreatic and 1/1 cholangiocarcinoma patient; all were partial
responses. Investigator-assessed responses in this gastrointestinal cohort were seen in 2
colorectal and 1 pancreatic patient (investigator-assessed response not available for the
cholangiocarcinoma patient). In the safety population (n¼ 68 patients with NTRK-fp
solid tumours who received�1 entrectinib dose), 47% had grade 1/2 treatment-related
adverse events (TRAEs), 38% had grade 3, 4% had grade 4, and there were no grade 5
TRAEs. TRAEs led to dose reductions in 39.7%, interruptions in 30.9% and discontinu-
ations in 4.4% of patients.

Conclusion: Entrectinib was well tolerated and induced clinically meaningful, durable
responses in patients with NTRK-fp solid tumours, including patients with a variety of
different gastrointestinal cancers.
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