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Introduction: ACHIEVE, a part of the IDEA collaboration, was a multicenter study
randomizing patients with stage III resected colon cancer to either 3 or 6 months of
mFOLFOX6/CAPOX. Previous our report showed that the frequency of PSN during
the treatment was markedly lower in the 3 months arm. As many patients undergoing
adjuvant chemotherapy are cured and will survive long-term, irreversible PSN is a sig-
nificant issue. The present study thus aimed to evaluate the frequency of long-lasting
PSN in the 3 months arm as compared to the 6 months arm.

Methods: ACHIEVE enrolled 1313 patients in Japan from August 2012 through June
2014 and, of those, 1291 pts received the study treatment (modified ITT population).
The hazard ratio of disease-free survival between 3 versus 6 months arm was previously
reported to be 0.95 (95%CI, 0.76—1.20), implying an equivalent efficacy between the
two arms. The frequency of PSN was evaluated every 3 months after the study treatment
up to three years. The grade of PSN was assessed using CTCAE ver 4.0.

Results: During the study treatment, PSN of grade 2/3 was observed more frequently in
the 6 months arm (30%/6%) than in the 3 months arm (13%/1%). At two years after
the treatment, PSN of grade 1/2/3 lasted in 31.6%/2.6%/0.5% of pts in the 6 months
arm whereas 13.7%/0.2%/0.0% of patients in the 3 months arm. At three years after the
treatment, PSN of grade 1/2/3 lasted in 21.5%/2.5%/0.3% of patients in the 6 months
arm whereas 9.7%/0.0%/0.0% of patients in the 3 months arm. The peak neurotoxicity
in the 6-month arm occurs at 6 months, and in the 3-month arm occurs at 3 months.

Conclusion: In the 3-month arm, grade 2 or greater PSN was not observed at 3 years
after the treatment. The frequency of grade 1 PSN lasting for three years was decreased
to about a half (21.5% -> 9.7%) in the 3rd month as compared to the 6-month arm.
The 3 months oxaliplatin-based adjuvant chemotherapy can bring a substantial reduc-
tion in long-term neuropathy and potential improvement in quality of life to patients
without undermining the efficacy.
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Introduction: SORAMIC is an RCT comprising diagnostic, local ablation and pallia-
tive studies. Based on the result of the diagnostic study patients were assigned to either
the local ablation or palliative cohort. The palliative cohort (reported here) was
designed to determine the efficacy and safety of combining SIRT (Selective Internal
Radiation Therapy) with sorafenib in patients with advanced HCC.

Methods: In the palliative treatment cohort, patients not eligible for TACE were rando-
mised 11:10 to either SIRT with Y-90 resin microspheres plus sorafenib (target dose

400 mg bid) or sorafenib alone. The primary endpoint was overall survival (OS;
Kaplan-Meier analysis) in the intention-to-treat population.

Results: In the ITT palliative treatment cohort, 216 patients were randomised to SIRT
þ sorafenib and 208 to sorafenib alone. Median OS was 12.1 months (95% confidence
interval [CI], 10.6–14.6) in the SIRTþ sorafenib arm, and 11.5 months (95% CI, 9.8–
13.9) in the sorafenib arm (hazard ratio [HR], 1.067; 95% CI, 0.82–1.25; p¼ 0.951). In
the per protocol group, median OS was 14.1 months (95% CI, 10.95–16.40) in the SIRT
þ sorafenib arm (n¼ 114), and 11.1 months (95% CI, 9.7–13.9) in the sorafenib arm
(n¼ 174; HR, 0.86; 95% CI, 0.67–1.11; p¼ 0.25). Subgroup analyses of the per-proto-
col population suggested a survival benefit for patients receiving SIRTþ sorafenib
�65y (HR, 0.65; 95% CI 0.43, 1.00, p¼ 0.05); non-cirrhotics (HR, 0.46; 95% CI 0.25,
0.86, p¼ 0.02); and non-alcoholic etiology (HR, 0.63; 95% CI 0.45, 0.89, p¼ 0.012).
Adverse events (AEs) of Common Terminology Criteria for AE Grade�3 were
reported in 115/159 (72.3%) patients in the SIRTþ sorafenib arm and 135/197
(68.5%) patients in the sorafenib arm, respectively.

Conclusion: The addition of SIRT to sorafenib did not result in a significant improve-
ment in overall survival compared to sorafenib alone. Subgroup analyses led to hypoth-
esis generating results for patient groups with potential clinical benefit.
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Introduction: While both anti-VEGF(R) and EGFR antibodies have activity in meta-
static RAS wild type CRC, the combination of the two appeared to be detrimental when
combined with chemotherapy in unselected CRC patients. We undertook this study to
determine whether the anti-VEGFR antibody, ramucirumab, improved activity of
Irinotecan and Cetuximab as 2nd line therapy in KRASwt CRC patients, who previ-
ously received FOLFOX or CAPOX with bevacizumab (bev) first line therapy, and were
now progressing.

Methods: Patients with advanced and measurable (RECIST 1.1) CRC who had previ-
ously been treated with a fluoropyrimidine and oxaliplatin (ox) with bev, and recently
showed progression on CT scan were randomized to IC (180 mg/m2 and 500 mg/m2

respectively) or ICR (R¼ 8 mg/kg) every 2 weeks. After 35 pt were randomized,
planned interim analysis showed excess gr 3-5 toxicity for ICR; modified mICR
(150 mg/m2, 400 mg/m2 and 6 mg/kg) arm was instituted after study hold. Patients
were stratified by PS (0 vs 1), progression on ox (Y vs N), and progression within
6 months of last treatment (or longer). 100 patients were then accrued to IC vs mICR,
with 85% power to detect improvement in median PFS from 4.5 to 7.65 months
(with 15% type I error of p< 0.15) by stratified log-rank test.

Results: 97 patients were randomized and evaluable from June, 2014 - July, 2017.
Patients were 65% male, 9% black and 8% Hispanic with med age 60 years,
PS 0¼ 52%, with 24% progressing while on ox and 15% progressing more than
6 months off rx. Gr 3-4 overall toxicity for IC vs mICR was 47% vs 54% with
diarrhea¼ 10 v 15%; rash¼ 13 vs 8%; neutropenia¼ 9 vs 10%. Reasons off study
were: 60% progression, 18% adverse events and 10% patient choice. At interim analysis
the stratified log rank analysis showed a HR¼ 0.65 for PFS of mICR vs IC (overall med
5.8 months; one-sided p¼ 0.068), meeting the primary endpoint of p< 0.15. Survival
was equal in both arms with med¼ 20.5 months (HR 1.07). An updated analysis
4/15/18 showed continued PFS effect for the primary endpoint with HR 0.51 and
p¼ 0.063 for PFS.

Conclusion: In KRAS selected, wildtype CRC, 2nd line therapy (following ox and bev
based treatment), an anti-VEGFR antibody, combined with anti-EGFR and irinotecan,
prolongs PFS. This effect is similar to the reported improvement in PFS in other 2nd

line anti-VEGF trials and supports the fact that antibodies against these two targets can
be combined for additional benefit in the appropriate patient population. This study
was coordinated by ECOG-ACRIN & supported by NCI awards: CA180820,
CA180794, CA180826, CA180830, CA180888, CA180870, CA189830.
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