
Methods: Pts with diagnosis of ACC between 11/2015 through 1/2018 were selected
from the EVIREPRO database. The program is planned to include pts since 11/2015 to
11/2020.It is an electronic private database of real life office medical practice in oncol-
ogy, hematology and other chronic ill conditions where 275 physicians from all over
the country and related with the medical care of those disease conditions are participat-
ing. EVIREPRO is conducted by the Investigar Foundation and is funded by Grupo
Biotoscana. All participants signed a contract before participation and pt anonymity is
warranted. Physicians complete surveys and questionnaires at inclusion, follow up and
exit of the program. They include diagnostic procedures (laboratory, biologic markers,
and image studies), clinical data (tumor stage and sided location, comorbidities, per-
formance status, quality of life, treatment response and tolerability) and previous treat-
ments (surgery, radiotherapy, chemotherapy, target therapy or palliative treatment).
CM was categorized as no CM or with CM. Pts in the last subset are stratified according
1, 2 or 3 or more CM. A multivariate Cox proportional model will be used to estimate
the association of CM with overall survival. As of 1/31/2018, 81/203 enrolled pts have
ACC.
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Introduction: TAS-102 (trifluridine/tipiracil) plus bevacizumab combination therapy
has shown a promising activity with manageable safety profile in patients with heavily
pretreated metastatic colorectal cancer. In a previously reported study assessed this
combination therapy, TAS-102 has been given orally every 4 weeks (35mg/m2 given
orally twice daily on day 1-5 and 8-12 in a 28-day cycle) and bevacizumab has been
administered every 2 weeks (5mg/kg, administered by intravenous infusion for 30 min
every 2 weeks) (C-TASK FORCE, Kuboki et al., Lancet Oncol 2017). The aim of this
phase Ib/II study was to assess the activity and safety of biweekly TAS-102 with bevaci-
zumab combination for patients with metastatic colorectal cancer who were refractory
or intolerant to standard therapies.

Methods: We conducted an investigator-initiated, open-label, single-arm, multicenter,
phase Ib/II study of biweekly TAS-102 with bevacizumab combination. Inclusion crite-
ria were� 20 years; histologically confirmed unresectable metastatic colorectal adeno-
carcinoma; refractory or intolerant to fluoropyrimidine, irinotecan, oxaliplatin, anti-
VEGF therapy, and anti-EGFR therapy (for tumors with wild-type RAS); Eastern
Cooperative Oncology Group performance status 0 or 1; evaluable lesion according to
the Response Evaluation Criteria In Solid Tumors (RECIST) version 1.1. Phase Ib part
is designed to evaluate the incidence of dose limiting toxicities during the first cycle and
to determine the recommended phase II dose (RP2D) in the dose de-escalation design
(3þ 3) with TAS-102 (35mg/m2 given orally twice daily on day 1-5 and bi-weekly beva-
cizumab. In phase II part, patients received the RP2D in phase Ib part were included in
efficacy and safety populations. The primary endpoint in phase II part was an investiga-
tor assessed progression-free survival rate at 16 weeks (16w-PFS). Major secondary
endpoints included PFS, overall survival (OS), objective response rate (ORR), disease
control rate (DCR), and safety. We set the threshold 16w-PFS rate at 15% and the
expected 16w-PFS rate at 38.7% on the basis of the results of C-TASK FORCE study.
Given a one-sided a of 0.025 and statistical power of 90%, a minimum of 40 patients
were required using an exact single-stage binomial design. With 10% of drop-out, we
set 45 patients as a target sample size in this study.
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Introduction: Approximately 1% to 5% of metastatic colorectal cancers (mCRC) are
HER2-overexpressing. HER2 is considered to be an important target for mCRC, how-
ever no HER2-targeted therapies are approved for mCRC. Trastuzumab deruxtecan
(DS-8201a) is a novel HER2-targeted antibody-drug conjugate with a humanized
HER2 antibody attached to a topoisomerase I inhibitor payload by a cleavable peptide-
based linker (deruxtecan), and with a high drug-to-antibody ratio of 7 to 8. In the
ongoing phase 1 DS8201-A-J101 trial, DS-8201a provided durable antitumor activity
with a manageable safety profile in subjects with HER2-expressing solid tumors,
including subjects with mCRC (preliminary objective response rate [ORR] of 20.0% in
mCRC) (Tsurutani et al, ESMO 2017).

Methods: This multicenter, open-label, 3-cohort, phase 2 study (ClinicalTrial.gov:
NCT03384940) will assess the efficacy and safety of DS-8201a in subjects with HER2-
expressing mCRC. Cohort A will include approximately 50 subjects with HER2-
positive (IHC 3þ or IHC 2þ/ISHþ) mCRC. At the start of the study, only cohort A
will be active. Depending on the risk/benefit assessment after at least 20 subjects in
cohort A complete tumor assessments at week 12, cohort B (IHC 2þ/ISH-) and cohort
C (IHC 1þ) will open to enroll approximately 20 subjects each. All enrolled subjects
will receive a 6.4 mg/kg dose of DS-8201a once every 3 weeks; study treatment will be
continued until disease progression, unacceptable toxicity, or other treatment discon-
tinuation criteria are met. The anticipated duration of the study is at least 24 months.
The primary endpoint is ORR (complete response or partial response), as assessed by
an independent central review committee, in cohort A. Secondary efficacy endpoints
include progression-free survival, duration of response, disease control rate, and overall
survival. Safety assessments include serious and treatment-emergent AEs, physical
examination findings, and vital sign measurements. The study will enroll subjects in
Japan, the US, and Europe. Recruitment began in December 2017.
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Introduction: The dual variable domain immunoglobulin ABT-165 targets human vas-
cular endothelial growth factor (VEGF) and delta-like ligand 4 (DLL4). Combined
VEGF and DLL4 blockade increased inhibition of subcutaneous xenograft growth of
human colon cancer-derived cell lines vs blockade of either axis alone. In vivo, ABT-
165 plus chemotherapy (CT) induced tumor regression with improved efficacy, vs
anti-VEGF monoclonal antibody plus CT. In a phase 1 study, a tolerable recommended
phase 2 dose was identified for ABT-165 plus FOLFIRI and showed promising efficacy.
This phase 2 trial in progress assesses the efficacy/safety of ABT-165 plus FOLFIRI vs
bevacizumab (bev) plus FOLFIRI in patients with second-line mCRC.

Methods: This is an open-label, multicenter, phase 2 randomized (1:1) trial
(NCT03368859) in patients (�18 years; Eastern Cooperative performance status: 0–1)
with histologically/cytologically confirmed mCRC who progressed after fluoropyrimi-
dine/oxaliplatin and bev. ABT-165 (2.5 mg/kg) plus FOLFIRI (irinotecan: 180 mg/m2;
leucovorin: 400 mg/m2; fluorouracil bolus: 400 mg/m2, infusion: 2400 mg/m2) or bev
(5 mg/kg) plus FOLFIRI are given intravenously on day 1 of each 14-day cycle, until dis-
ease progression/intolerable toxicity. The primary endpoint is progression-free survival
(PFS). Secondary endpoints include overall survival (OS), objective response rate
(ORR), and safety. Exploratory endpoints include biomarkers predictive for efficacy/
safety, correlation of DLL4 levels with PFS, OS, and ORR, pharmacodynamic effects,
and the efficacy/safety-exposure relationships in the ABT-165 arm. The hazard ratios of
PFS and OS comparing the 2 groups are estimated using the Cox proportional hazard
model. Kaplan-Meier methodology is used to estimate the PFS and OS curves, median
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