
Conclusions: InterAACT is the first prospective randomised trial in this setting. In this
pick the winner design CP demonstrated similar response rate but less toxicity thus is
declared the winner. We have successfully demonstrated the feasibility of international
collaboration in a rare cancer. These data establish CP as a standard of care for 1st line
treatment of advanced SCCA & serve as a future backbone for the addition of novel
agents in phase II/III trials.
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Background: RAS wt unresectable mCRC pts were randomized to FOLFOXþ Pan (8
cycles) followed by maintenance with Pan (arm B) or Panþ 5FU/LV (arm A). A pre-
specified translational endpoint was the evaluation of PRESSING panel, that groups
rare genomic markers beyond RAS/BRAFto predict anti-EGFR resistance in addition
to primary tumor location (PTL) (Cremolini, Ann Oncol ’17).

Methods: Primary endpoint was PFS. A sample size of 224 pts had 90% power to detect
50% 10-month PFS in arm A, max 15% less in arm B, significance level 0.1 (non-inferi-
ority margin of arm B vs A: 1.515). PRESSING panel analyses: ISH for HER2/
METamplification, IHCþ/- RNA-seq for ALK/ROS/TRKs/RETfusions, NGS (Hotspot
Cancer Panel, Ion TorrentVR ) for HER2/PI3K/PTEN/low % RAS mutations, PCR for
MSI.

Results: 229 pts randomized (117 arm A/112 arm B). At updated median follow-up of
18 mos, the upper boundary of 1-sided 90% CI of HR was 1.857. 10-m PFS was 49% in
arm B vs 59.9% in arm A (HR¼ 1.51 [1.11-2.07]; p¼ 0.009). A subgroup of 189 RAS/
BRAF wt evaluable pts had available tumor tissue for PRESSING analyses, with 46
(24%) PRESSING-pos tumors. Table 1 shows PFS according to PTL and PRESSING
panel, overall and by treatment arm. In post-hoc combined analyses of PTL and
PRESSING, right-sided and/or PRESSING-pos tumors were “predicted resistant (R)”
(arm B/A: 31/32); left-sidedþ PRESSING-neg “predicted sensitive (S)” (arm B/A: 58/
68). mPFS: 8.1 vs 13.2 mos for predicted R vs S (HR¼ 2.08 [1.47-2.93]; p< 0.0001); 7.7
vs 9.9 mos for arm B vs A in predicted R (HR¼ 2.12 [1.16-3.89]), 12.4 vs 14.2 mos for
arm B vs A in predicted S (HR¼ 1.54 [0.98-2.40]) (interaction p¼ 0.126).

Conclusions: RAS/BRAFwt, right-sided and/or PRESSING-pos pts receiving mainte-
nance with Pan alone had extremely poor PFS. The PFS benefit of 5FU/LV added to
Pan was consistent in all subgroups.
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Background: Overexpression of exportin 1 (XPO1) in malignant cells increases the
nuclear export/inactivation of tumor suppressor proteins (e.g. p53, IjB), and promotes
the translation of eIF4E-bound mRNAs coding oncoproteins (e.g. c-MYC, BCL-2, AR).
Inhibition of XPO1 using selinexor, the first-in-human SINE compound, showed anti-
cancer activity in patients (pts) with solid tumors including mCRC. Eltanexor (ELTA),
a second-generation SINE compound, showed promising anticancer activity in preclin-
ical models of CRC. Non-clinical and preliminary clinical activity of SINE compounds
support the increased sensitivity in KRAS mutant neoplasia. Therefore, ELTA was eval-
uated in mCRC pts with known KRAS status.

Methods: This was part of a phase 1/2 study (NCT02649790) to determine the safety,
preliminary efficacy, and recommended phase 2 dose of ELTA in pts with advanced
cancers. Pts with mCRC (�50% KRAS mutant) in expansion cohorts received once
daily oral ELTAfor 5 days per week at 20 (n¼ 7) or 30 (n¼ 23) mg. Response was eval-
uated by RECIST 1.1 criteria every 28-day cycle.

Results: As of 15 Jul 2018, 23 pts with mCRC (of 30 pts; median prior therapies; 4 and
age; 63) were evaluable for efficacy: 18 stable disease (SD; 1 pt with a 20% max tumor
reduction) and 5 progressive disease (PD) after 1 mo, with no objective responses.
Duration of treatment showed 30% (7/23) SD at 4 mos and 13% (3/23) SD at� 6 mos.
The preliminary median progression free survival (PFS) for all pts was 3.5 mos. The
most common treatment-related adverse events (TRAEs) occurring in� 20% of the
population were vomiting (60%; 3% Gr� 3), nausea (50%; 7% Gr� 3), fatigue (40%;
17% Gr� 3), anorexia (30%; no Gr� 3), anemia (27%; 17% Gr� 3), hyponatremia
(27%; 23% Gr� 3), and thrombocytopenia (23%; 7% Gr� 3 including the only Gr 4
TRAE observed in mCRC). There was no difference in sensitivity of KRAS wild type or
mutant pts.

Conclusions: ELTA is well-tolerated with manageable AEs in mCRC. Even though this
was small sample size, ELTA shows promise with a longer median PFS in this heavily
treated population when compared to the currently available 3rdline therapies.
Enrollment is complete with plans to initiate Phase 2/3 in late 2019.
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Table: LBA22
Number Median PFS (95% CI), months HR (95% CI) log-rank test p interaction test p

Right- vs left-sided 40 vs 189 7.4 (6.4-9.3) vs 11.2 (10.5-13.2) 1.83 (1.26-2.68) 0.002 -

Right-sided: arm B vs A 21 vs 19 7.0 (4.5-8.9) vs 8.7 (5.9-NE) 2.10 (1.96-4.16) - 0.369

Left-sided: arm B vs A 91 vs 98 10.6 (9.4-12.6) vs 12.9 (10.6-15.3) 1.45 (1.03-2.05) -

PRESSING-positive vs -negative 46 vs 143 7.7 (6.9-10.3) vs 12.1 (10.8-14.2) 2.07 (1.43-2.99) 0.0001 -

PRESSING-positive: arm B vs A 22 vs 24 7.5 (5.5-8.8) vs 11.1 (6.9-14.6) 2.32 (1.12-4.81) - 0.118

PRESSING-negative: arm B vs A 67 vs 76 11.1 (10.6-13.4) vs 13.4 (10.8-18.7) 1.61 (1.07-2.44) -
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