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Randomised Phase 3 Study of Regorafenib in Refractory Advanced Gastro-Oesophageal Cancer (AGOC) INTEGRATE II



Background: AGOC has a poor prognosis with limited benefits from treatments following failure of chemotherapy (CT). Regorafenib (BAY 73-4506)(REG) is an oral multi-kinase inhibitor targeting kinases involved in angiogenesis (VEGFR1-3, TIE-2), tumor microenvironment (PDGFR-b, FGFR), and oncogenesis (RAF, RET and KIT). INTEGRATE (phase 2) demonstrated REG effectiveness in prolonging PFS in AGOC pts, with a positive OS trend and less toxicity than other REG trials at the same doses. REG was effective across all regions/subgroups, with regional differences noted in magnitude of effect. INTEGRATE II (phase 3) will explore whether REG is effective in prolonging survival in all patients, and in the Asian sub-population Methods: International randomised phase III, double-blind, placebo-controlled trial with 2:1 (REG:placebo)(PBO) randomisation and stratification by tumour location, geographic region, and prior VEGF inhibitors. Histologically confirmed AGOC patients, with evaluable metastatic or locally advanced disease refractory to/relapsed following at least 2 lines of CT, will receive best supportive care plus 160mg REG or matched placebo orally on days 1-21 of each 28 day cycle until disease progression or prohibitive adverse events. Primary endpoint is OS. Secondary endpoints: PFS, response rate, quality of life, safety, identification of prognostic/predictive biomarkers for study endpoints, and REG PK across geographical regions. 350 patients (50% from Asia, with at least 50 patients to be recruited from Japan) randomized in a 2:1 ratio will provide 90% power to detect a hazard ratio (HR) for OS of 0.67 with a 2-sided a of 0.05 assuming PBO median survival is 4.5 mos. The sample size accommodates an interim analysis undertaken once 2/3 of required events have occurred. Results: 27 ANZ, 8 Canadian, 15 Korean, 5 Taiwanese, and 2 Japanese sites have been activated with 106 patients enrolled. Remaining Japanese/US sites expected to activate through Q1/Q2 2019.
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ROCK Trial (NCCH1709): Nivolumab monotherapy in Rare cancer patients with mismatch repair deficiency biomarker: phase II



Yosuke Amaya1, Kan Yonemori2, Hitomi Sumiyoshi Okuma2, Shoko Narita1, Akihiro Hirakawa1, Natsuko Okita1, Tamie Sukigara1, Masashi Kanai3, Manabu Muto4, Kenichi Nakamura1, Yasuhiro Fujiwara1 1 Clinical Research Support Office, National Cancer Center Hospital, 2Breast and Medical Oncology Division, National Cancer Center Hospital, 3Department of Clinical Oncology, Pharmacogenomics, and Palliative Medicine, Graduate School of Medicine, Kyoto University, 4Department of Therapeutic Oncology, Graduate School of Medicine, Kyoto University Background: Mismatch repair deficiency (dMMR) / microsatellite instability-high (MSI-H) in cells lead to neoplastic development and progression, an important feature in Lynch syndrome. dMMR/MSI-H is a positive predictive marker for immune checkpoint inhibitors. Nivolumab is a PD-1 inhibitor, approved in the US for pts with dMMR/MSI-H colorectal cancers. Other than colorectal cancers, a subset of rare cancers also share this characteristic. Methods: This is a phase 2, open-label, single arm study designed to investigate the efficacy and safety of nivolumab monotherapy in patients with advanced rare tumors with dMMR/MSI-H. This study is conducted as part of the MASTER KEY Project, which is a basket/umbrella trial including a registry study for rare cancers (UMIN000027552). dMMR was identified by a negative immunohistochemical staining of one of the following: MLH1, MSH2, MSH6, PMS2. Rare cancer was defined as annual incidence < 6 / 100,000 population. Other main inclusion criteria were: age  16, ECOG-PS of 0-1, unresectable lesion and have completed standard treatment, adequate organ function. Patients will receive intravenous nivolumab monotherapy of 240 mg every 2 weeks until disease progression, unacceptable toxicity, treatment discontinuation at the discretion of the investigator or patient, or death. Primary endpoint is response rate (central assessment), and secondary endpoints include progression free survival, overall survival, stable disease rate and toxicity. The trial will utilize a Bayesian hierarchical model enrolling 5 to 15 patients depending on the ongoing results as an adaptive design.



Volume 30 | Supplement 6 | October 2019



P2  244



TACKLE: A phase II study of alectinib in patients with unresectable rare cancer harboring ALK alterations (NCCH1712)



Shoko Narita1, Yasushi Goto1, Hitomi Okuma1, Akihiro Hirakawa1, Natsuko Okita1, Tamie Sukigara1, Masashi Kanai2, Manabu Muto2, Kan Yonemori1, Kenichi Nakamura1, Yasuhiro Fujiwara1 1 National Cancer Center Hospital, 2Kyoto University Hospital Background: ALK (anaplastic lymphoma kinase) activation in cancer was discovered in anaplastic large-cell non-Hodgkin’s lymphoma, followed by non-small cell lung cancer. Since then, several human cancers have reported to present ALK alterations, such as translocation, overexpression and mutation. ALK-tyrosine kinase inhibitors are reported to be effective in some of these cancers. Methods: TACKLE (NCCH1712/MK003) is a phase II study designed to evaluate efficacy and safety of alectinib in patients with ALK-positive advanced rare cancer. This study is conducted as part of the MASTER KEY project, which is a basket/umbrella trial including a registry study for rare cancers (UMIN000027552). ALK-positive was defined as follow, 1) translocation, 2) activating mutation, 3) overexpression. Rare cancer was defined as "annual incidence < 6 / 100,000 population". Patients who have unresectable disease, age  16, PS of 0-1 and completed standard treatment were eligible. All patients are screened for ALK alterations by genomic profiling assays based on R . Patients will next-generation sequencing technology mainly by FoundationOneV receive alectinib 300 mg bid until disease progression, unacceptable toxicity, treatment discontinuation at the discrestion of the investigator or patient, or death. Primary endpoint is response rate (central assessment), and secondary endpoints include progression free survival, overall survival, stable disease rate and toxicity. Approximately 15 to 20 patients will be enrolled depending on Bayesian sample-size determination and adaptive design. Enrollment is ongoing. Participating sites are National Cancer Center and Kyoto University Hospital, and will be expanding shortly. Clinical Trial Information: JMA-IIA00364
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Prevalence and associated factors of weight gain after early breast cancer diagnosis



Kruawan Tessomboon, Supachat Chompoonuch Department of Medicine, Bhumibol Adulyadej Hospital, Royal Thai Air Force, Thailand Background: Weight gain after breast cancer diagnosis is common and associated with poor outcome. However, this problem has not been addressed in Thai breast cancer patient. The aim of study is to investigate prevalence and related factors of weight gain after breast cancer diagnosis. Methods: All early breast cancer patients at Bhumibol Adulyadej hospital, Bangkok during 2013 - 2015 were included. Weight at diagnosis and 12 months after diagnosis was collected from medical charts. Weight gain in this study defined as numerical increased weight at least 1 kilogram at 12 months compare to time of diagnosis. Results: From total 223 patients, 37.2% gained weight at least 1 kilogram at 12 months after diagnosis (95% CI 30.86-43.54). Average weight gain was 3 kilograms (1-17). Weight gain was significantly higher for universal coverage health service and social security payment scheme compare to others (67.5% vs 49.3%, p .008, odd ratio 2.13 (1.21-3.76), normal body mass index (
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Progressed thoracic carcinoid patient experienced pregnancy, childbirth and child-raising during chemotherapy



Junji Uchida, Tanizaki Satoshi, Takahfumi Yanase, Kika Kuno, Kinnosuke Matsumoto, Takayuki Niitsu, Muneyoshi Kuroyama, Kiyonobu Ueno, Masahiko Takemura Osaka General Medical Center Purpose: Thirty year old woman with progressed thoracic carcinoid tumor, hoped for new baby and experienced pregnancy, delivery and raising during chemotherapy.



doi:10.1093/annonc/mdz343 | vi137



Downloaded from https://academic.oup.com/annonc/article-abstract/30/Supplement_6/mdz343.090/5582917 by guest on 24 October 2019



Yu Jo Chua1, Nick Pavlakis2, Katrin M Sjoquist3,4, Andrew J Martin4, Eric Tsobanis4, Sonia Yip4, Yung-Jue Bang5, Thierry Alcindor6, Christopher J O’callaghan7, Tanios S Bekaii-Saab8, Axel Grothey9, Li-Tzong Chen10, John Simes4, John R Zalcberg11, David Goldstein12, Yoshito Komatsu13, Nozomu Machida14, Taito Esaki15, Hiroki Hara16, Kohei Shitara17 1 Medical Oncology Clinical Trials, Canberra Hospital, Canberra, ACT, Australia, 2Royal North Shore Hospital, Sydney, Australia, 3Cancer Care Centre, St. George Hospital, Sydney, Australia, 4NHMRC Clinical Trials Centre, University of Sydney, Sydney, Australia, 5 Department of Internal Medicine, Seoul National University Hospital, Seoul, Republic of Korea, 6McGill University Health Centre, Montreal, QC, Canada, 7Canadian Cancer Trials Group (CCTG), Kingston, ON, Canada, 8Mayo Clinic Cancer Centre, Phoenix, AZ, USA, 9 West Cancer Centre, University of Tennessee, TN, USA, 10National Health Research Institutes - National Institute of Cancer Research, Tainan, Taiwan, 11Monash University, Melbourne, Australia, 12Cancer Survivors Centre, Prince of Wales Hospital, University of New South Wales, Sydney, Australia, 13Hokkaido University Hospital, Hokkaido, Japan, 14 Shizuoka Cancer Centre, Shizuoka, Japan, 15Kyushu Cancer Centre, Fukuoka, Japan, 16 Saitama Cancer Centre, Saitama, Japan, 17Department of Gastrointestinal Oncology, National Cancer Centre Hospital East, Chiba, Japan



Participating sites are National Cancer Center and Kyoto University Hospital, and will be expanding shortly. Clinical Trial Information: JMA-IIA00344
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