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Introduction: Cabozantinib inhibits tyrosine kinases including MET, vascular endo-
thelial growth factor receptors, and AXL. In the CELESTIAL trial (NCT01908426),
cabozantinib improved overall survival and progression-free survival compared with
placebo in patients with previously treated advanced HCC. The study met the primary
end point, with a median overall survival of 10.2 months with cabozantinib versus 8.0
months with placebo (hazard ratio [HR], 0.76; 95% confidence interval [CI], 0.63–
0.92; P¼ 0.0049). Median progression-free survival was 5.2 months with cabozantinib
versus 1.9 months with placebo (HR, 0.44; 95% CI, 0.36–0.52; P< 0.0001), and the
objective response rate was 4% with cabozantinib versus 0.4% with placebo
(P¼ 0.0086) per Response Evaluation Criteria in Solid Tumors v1.1. Here, we report a
secondary analysis of tumor response including the best percentage change at any time-
point in tumor target lesion size, the best percentage change at any timepoint in serum
alpha-fetoprotein (AFP) levels, and time to progression (TTP).

Methods: A total of 707 patients, stratified by disease etiology, geographic region, and
extent of disease, were randomized 2:1 to receive cabozantinib 60 mg once daily
(n¼ 470) or placebo (n¼ 237). Eligible patients had a pathologic diagnosis of HCC,
Child-Pugh score A, and an Eastern Cooperative Oncology Group performance status
�1. Patients must have received prior sorafenib and were allowed up to 2 lines of prior
systemic therapy for HCC. Change in the sum of target lesion diameters (SOD) from
baseline was determined every 8 weeks by the investigator. Best percentage change in
SOD was defined as the maximum reduction in SOD at any postbaseline timepoint.
Serum AFP levels were measured centrally at baseline and every 8 weeks on the same
schedule as tumor assessments. TTP was defined as the time from randomization to
radiological progression or clinical deterioration and was determined retrospectively.

Results: Based on the intention-to-treat population, 222 of 470 patients (47%) in the
cabozantinib arm and 27 of 237 patients (11%) in the placebo arm had any postbaseline
reduction in SOD as a best response. Thirty-nine of 470 patients (8%) in the cabozanti-
nib arm and 3 of 237 patients (1%) in the placebo arm had at least 1 postbaseline tumor
assessment with a� 30% reduction in SOD. The percentages of patients in the cabozan-
tinib arm with a� 30% reduction in postbaseline SOD were 9% (n¼ 26/278) and 7%
(n¼ 13/192) among those with a baseline AFP level<400 ng/mL versus�400 ng/mL,
respectively. Overall, 109 of 470 patients (23%) in the cabozantinib arm and 13 of 237
(5%) in the placebo arm had a� 50% postbaseline decrease in serum AFP levels.
Median TTP was 5.4 months with cabozantinib versus 1.9 months with placebo (HR,
0.41; 95% CI, 0.34–0.49).

Conclusion: Cabozantinib is associated with improved TTP, higher rates of target
lesion regression, and AFP response compared with placebo in patients with previously
treated advanced HCC.
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Introduction: In the randomized, phase 3 CORRECT and CONCUR trials, regorafenib
significantly improved overall survival (OS) versus placebo in patients with mCRC
who progressed on standard therapies. The approved dose of regorafenib is 160 mg
daily administered 3 weeks on/1 week off. The aims of CORRELATE (NCT02042144)

were to characterize the safety and effectiveness of regorafenib for the treatment of
mCRC in real-world clinical practice. Here we present the results of the final analysis.

Methods: This prospective, observational study was conducted in 13 countries across
Europe, Latin America, and Asia and recruited patients with mCRC who were previ-
ously treated with approved therapies, and for whom the decision to treat with regora-
fenib was made by the treating physician prior to enrollment, according to the local
health authority approved label. Dose interruptions and reductions were permitted for
the management of adverse events (AEs). The primary endpoint was the incidence of
treatment-emergent AEs (TEAEs; NCI-CTCAE v4.03). Secondary endpoints included
OS, progression-free survival (PFS), and disease control rate (DCR).

Results: A total of 1037 patients (61% male, 39% female) received treatment. At study
entry, the median age was 65 years (range: 24–93), most patients were ECOG PS 0–1
(87%) versus PS 2–4 (6%), 56% had KRAS mutations and 37% did not, and the most
common metastatic sites were the liver (72%) and the lung (57%). The median treat-
ment duration was 2.5 months (range: 0.03–29.5). The initial daily regorafenib dose
was 160 mg in 57% of patients, 120 mg in 30%, and 80 mg in 12%. Overall, 40% of
patients had dose reductions; 48% had an interruption/delay, and 35% had no dose
modifications. TEAEs of any grade occurred in 95% of patients, and were considered
regorafenib related in 80% of patients. Grade�3 TEAEs occurred in 62% of patients,
and in 36% of patients they were attributed to regorafenib. The most common grade
�3 TEAEs were fatigue (10%), hypertension (8%), and hand–foot skin reaction
(HFSR; 7%), with most being regorafenib related (fatigue 9%; HFSR 7%; hypertension
6%). Grade 5 TEAEs occurred in 17% of patients, and were considered regorafenib
related in 1% of patients. Median OS was 7.6 months (95% confidence interval [CI]:
7.1–8.2) and median PFS was 2.8 months (95% CI: 2.6–2.8). DCR was 21.0% by radio-
logic assessment, with a partial response in 3.1% of patients as best response.

Conclusion: In this real-world, observational study, AEs were generally consistent with
the known safety profile of regorafenib in mCRC, although reported incidence rates of
some AEs were lower than in clinical trials. The starting dose for almost half of patients
was less than 160 mg/day. Median OS and PFS were in the range observed in phase 3 tri-
als in this setting.
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Introduction: Trifluridine/tipiracil (FTD/TPI) was approved following the results of
the RECOURSE study (Mayer et al. N Engl J Med 2015;372:1909-19 ), which demon-
strated that FTD/TPI significantly improved overall survival (OS) and progression-free
survival (PFS) versus placebo. FTD/TPI is approved for treatment of previously treated
mCRC patients, in the same setting as regorafenib. In October 2016, a phase IIIb
PRECONNECT study was set up in mCRC patients to assess safety and efficacy of FTD/
TPI in daily practice (NCT03306394).

Methods: PRECONNECT is enrolling patients who have histologically confirmed
mCRC previously treated with, or who are not considered candidates for, available
therapies, with an ECOG PS of 0 or 1. Patients receive FTD/TPI (35 mg/m2 twice daily)
orally on days 1–5 and 8–12 of each 28-day cycle. Patients were followed-up up to end
of study treatment. Withdrawal criteria include disease progression, unacceptable tox-
icity and commercial availability of FTD/TPI. Primary endpoint is safety and PFS as
key secondary endpoint.

Results: A study cohort of 462 patients from 10 countries had received at least one dose
of treatment at cutoff (1 November 2017). Median age was 64 years (range 28–87);
63.6% were male; 46.5% were�65 years old. Of the 450 patients evaluable for PS, 46%
and 54% had ECOG PS 0 and 1, respectively at baseline. 52.2% had known RAS muta-
tion. Primary site of disease was left-sided for 62.8%, right-sided for 24.5%, and not
specified for 12.8%. Prior to study start, more than 94% received fluoropyrimidine
and/or oxaliplatin and/or irinotecan, while 83%, 41% received anti-VEGF, anti-EGFR
respectively and only 35% patients received regorafenib. Emergent adverse events
(AEs) were reported in 92.4%. Drug-related AEs were reported in 74.5%; most com-
mon were neutropenia, nausea and diarrhea, which occurred in 49.5%, 27.7%, and
20.6% of patients, respectively. Drug-related grade�3 AEs were reported in 48.6%;
most common hematological were neutropenia (38%), anemia (7.1%), febrile neutro-
penia (1.7%), and thrombocytopenia (1.3%) while most common non-hematological
were diarrhoea (3.5%) and fatigue (2.2%). At cutoff time, 29 patients remained on
treatment (6.2%). Of the 435 patients withdrawn from the study, 77.4% withdrew for
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progressive disease, 6.7% for AE and 6.4% for commercial availability of FTD/TPI that
remained on treatment at withdrawal. Median FTD/TPI treatment duration and num-
ber of cycles were 12.9 weeks (range 2–48) and 3 (range 1–12), respectively. Median rel-
ative dose intensity was 89%. Dose of FTD/TPI was reduced due to AE in 8% of
patients mainly due to neutropenia (2.8%). FTD/TPI was associated with a median PFS
of 3.2 months (95% CI 2.8–3.4) and disease control rate of 41.1% (95% CI 36.3–46.0)
in the 414 patients who received FTD/TPI and had one post-baseline tumor evaluation.
Median time to ECOG PS� 2 was 8.7 months. At cutoff time, 91.3% were still alive;
therefore median OS was not yet reached.

Conclusion: These are first data on the widespread clinical use of FTD/TPI outside US
and Japan. Preliminary encouraging safety and efficacy data obtained make FTD/TPI a
favorable treatment option for mCRC patients.
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Introduction: Regorafenib (Rego) confers a survival benefit in refractory mCRC
patients (pts). Toxicities such as palmar-plantar erythrodysesthesia syndrome (PPES)
have limited its use. Despite absence of supportive data, various dosing variations are
used in clinical practice.

Methods: Patients with mCRC were randomized to Arm A: 80 mg/day (d), weekly esca-
lation if no significant drug-related toxicity, up to 160 mg/d vs. Arm B: 160 mg/d for 21
ds of a 28-d cycle. Randomization was 1:1:1:1 to arms A1 and B1 (Arm 1 Pre-emptive
topical Clobetasol [CL] for 12 weeks); A2 and B2 (Arm 2 Reactive CL for PPES).
Primary endpoint was the proportion of pts who initiate a 3rd cycle in Arm A (A1þ
A2) vs. Arm B (B1þ B2). Superiority for Arm A is declared if one-sided p-value with
Fisher’s exact method was less than 0.2. Quality of Life (QoL) was collected using
Linear Analogue Self-Assessment over 8 weeks. Plasma pharmacokinetic (PK) analysis
of Regorafenib and its M2 and M5 metabolites were performed prior to dosing (Cmin,
trough levels) on cycle 1 days 7,14, 21 and cycle 2 days 1 and 21.

Results: A total of 123 pts were randomized with 116 (A¼ 54, B¼ 62) evaluable for the
primary endpoint. Median age of 61 years and ECOG PS 0/1 (37/63%). The study met
its primary endpoint with 43% of pts in Arm A initiating the 3rd cycle vs. only 25% of
pts in Arm B [one-sided p-value 0.028]. Most common reason for not initiating cycle 3
was progressive disease (35% in A vs. 47% in B). Median overall survival was improved
in Arm A vs. Arm B (9.0 mos vs. 5.9 mos; p¼ 0.094). Median progression free survival
was 2.5 mos vs 2.0 mos for Arm A vs. Arm B (p¼ 0.55). In cycle 1, rates of common
dose modifying toxicities such as PPES (grade [G] 2-3) and fatigue or hypertension
(G3) were more favorable in Arm A vs. Arm B. Pts on Arm 1 vs. Arm 2 experienced less
G2-3 PPES in the first 2 cycles (28% vs. 35% in cycle 1 and 13% vs. 34% in cycle 2, in
Arm 1 vs. Arm 2 respectively). Multiple QoL parameters were favorable in A vs. B pri-
marily at week 2 of cycle 1.

Conclusion: A strategy with weekly dose escalation of Rego from 80 to 160 mg/d was
found to be superior to a starting dose of 160 mg/day. These results conceivably estab-
lish a new standard for optimizing Rego dosing through dose escalation. A preemptive
strategy with CL may decrease the risk of PPES warranting further investigation. PK
analysis and correlation with clinical parameters of interest will be reported at the
meeting.
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1, K Dumon1, T Macarulla Mercadé2, I Lang3, C Santos Vivas4, Z Papai5,
6, K Hendrickx7, M Pracht8, M Van den Eynde9, J Taı̈eb10, V Moons11,

12, J Van Laethem13, R Greil14, A Cervantes15, P Vergauwe16, M Ferrante17,
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Introduction: Adding cetuximab to first-line FOLFIRI improves clinical and surgical
outcomes in RAS wild-type metastatic colorectal (mCRC) patients. Skin-toxicity sec-
ondary to cetuximab has been reported to be related to the activity of the cetuximab-
based regimens.

Methods: In an academic multinational phase II study, chemo-naı̈ve patients with
unresectable mCRC received standard FOLFIRI (irinotecan 180mg/m2, leucovorin
400mg/m2, 5-FU 400mg/m2 bolus, 5-FU 2400mg/m2 infusion every 2 weeks) with
cetuximab (250mg/m2 weekly after loading with 400mg/m2). If no cetuximab-related
skin toxicity occurred by day (D)22 or 36 respectively, cetuximab was escalated to 350,
then to 500mg/m2. Patients were tested K-Ras (codons 12, 13) wild-type to participate.
Progression-free survival (PFS) rate at 9 months in the dose escalation group was the
primary endpoint. Overall survival (OS), response rates (RR) and safety were secondary
endpoints. Molecular exploratory analyses on tumour tissues and blood from consent-
ing patients and pharmacokinetic evaluations were foreseen per protocol. The study
was terminated early for low accrual in the escalation group.

Results: One hundred eight patients with median age 60 were included in five countries
between Jan-2011 and Mar-2014; 90 (83%) had left-sided mCRC. Seven patients were
discontinued before arm allocation. Eight were assigned to dose escalation on D22, and
three escalated further on D36 based on the “no skin toxicity” criterion. Average dose
exposure was 94% of the planned doses for cetuximab and 85-90% for all other drugs.
Overall RR was 67% (95% CI_57-75) with 14 (13%) patients in complete response.
Following tumour shrinkage, surgery with curative intent was performed in 19 (18%)
patients with median disease-free interval of 9 months (range 1-57). PFS rates at 9
months and median PFS times will be reported at the meeting. Median OS of all
patients was 30 months (95%CI_25-36) with 77% and 57% alive at one and two years.
Standard and dose escalation schedules were generally well tolerated. Most serious
adverse events (SAE) were due to mCRC, 12/76 were deemed related to study treatment
(diarrhea, infection or hematological modifications). Six deaths unrelated to treatment
were recorded during study treatment. Skin reactions during the first three weeks of
treatment occurred at much higher rates than foreseen (over 90% instead of 30% esti-
mated historically) leading to very low assignment to the escalation arm. Post study
analyses showed K-Ras mutated tumours in 9 patients for other codons than initially
tested, NRAS mutations in 3 patients and BRAF mutations in 4; 4 other patients pre-
sented ERBB2 amplification.

Conclusion: The Everest 2 study could not demonstrate that dose escalation of cetuxi-
mab in patients without early skin toxicity is a feasible strategy because most patients
had skin reactions in the first three weeks. FOLFIRI in combination with cetuximab
had an acceptable safety profile with good RR influenced by RAS mutation status.
Secondary resections could be performed in a relatively high number of patients with
initially unresectable disease. Patient selection by tumour molecular characteristics is
needed for maximal benefit. Translational studies are ongoing. Conducted with finan-
cial support and medication from Merck BV, Belgium, affiliate of Merck KGaA,
Darmstadt, Germany. Trial registration: EudraCT 2009-009992-36; NCT01251536.
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