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Abstract ID: LBA2 (163254) 

 

A phase III randomized controlled trial of short-course radiotherapy with or without 

concomitant and adjuvant temozolomide in elderly patients with glioblastoma (CCTG CE.6, 

EORTC26062-22061, TROG 08.02, NCT00482677). 

 

Authors: James R. Perry, Normand Laperriere, Christopher J. O'Callaghan, Alba Ariela Brandes, Johan Menten, 

Claire Phillips, Michael F. Fay, Ryo Nishikawa, J. Gregory Cairncross, Wilson Roa, David Osoba, Arjun Sahgal, 

Hal W. Hirte, Wolfgang Wick, Florence Laigle-Donadey, Enrico Franceschi, Olivier L. Chinot, Chad Winch, Keyue 

Ding, Warren P. Mason; Sunnybrook Health Sciences Centre, Toronto, ON; Princess Margaret Cancer Centre, 

Toronto, ON; Canadian Cancer Trials Group (CTTG), Kingston, ON; Azienda USL Bellaria-Maggiore Hospital, 

Bologna, Italy; Department of Radiotherapy, University Hospitals Leuven and Catholic University of Leuven, 

Leuven, Belgium; Peter MacCallum Cancer Centre, Melbourne, Australia; Royal Brisbane Hospital, Brisbane, 

Australia; Saitama Medical University, Saitama, Japan; Charbonneau Cancer Institute at the University of Calgary, 

Calgary, AB; Cross Cancer Institute, Edmonton, AB; QOL Consulting, West Vancouver, BC; Odette Cancer Centre, 

Toronto, ON; Juravinski Cancer Centre, Hamilton, ON; Neurology Clinic, Heidelberg, Germany; APHP Service de 

Neuro-Oncologie, Paris, France; Department of Medical Oncology, Bellaria Hospital, Azienda USL - IRCCS 

Institute of Neurological Sciences, Bologna, Italy; Aix-Marseille University, AP-HM, Service de Neuro-Oncologie, 

CHU Timone, Marseille, France; Canadian Cancer Trials Group, Queen's University, Kingston, ON; Princess 

Margaret Hospital, Toronto, ON 

 

Background: The EORTC (26981-22981)/NCIC CTG (CE.3) RCT in newly diagnosed glioblastoma (GB) showed 

increased overall survival (OS) with concomitant and adjuvant temozolomide (TMZ) added to radiotherapy (RT). 

Pts were 18-71 (median 56) years; however a trend of decreasing benefit from the addition of TMZ with increasing 

age was noted. Recent RCTs in elderly GB detected non-inferiority of 40 Gy/15 v 60 Gy/30 RT and superior survival 

was noted for MGMT-methylatedpts treated with TMZ alone. However, whether the addition of TMZ to RT 

improves survival inelderly pts remained unanswered. Methods: We conducted a global randomized phase III 

clinical trial for patients ≥ 65 yrs with histologically confirmed newly diagnosed GB, ECOG 0-2, randomized 1:1 

to receive 40Gy/15 RT v 40Gy/15 RT with 3 weeks of concomitant TMZ plus monthly adjuvant TMZ until 

progression or 12 cycles. Stratification was by centre, age (65-70, 71-75, or 76+), ECOG 0, 1 vs 2, and biopsy vs 

resection.
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Abstract ID: 6007 (164086) 

 

Gemcitabine plus cisplatin (GP) versus 5-FU plus cisplatin (FP) as first-line treatment for 

recurrent or metastatic nasopharyngeal carcinoma (NPC): A randomized, open-label, 

multicenter, phase III trial. 

 

Authors: Li Zhang, Gengsheng Yu, Jun Jia, Peijian Peng, Qing Lin, Xuping Xi, Jiewen Peng, Mingjun Xu, Dongping 

Chen, Xiaojun Lu, Rensheng Wang, Xiaolong Cao, Xiaozhong Chen, Zhixiong Lin, Jian ping Xiong, Qin Lin, 

Conghua Xie, Zhihua Li, Chong Zhao, Shaodong Hong; Sun Yat-sen University Cancer Center, Guangzhou, China; 

Jiangmen Central Hospital, Jiangmen, China; Dongguan People's Hospital, Guangzhou, China, Dongguan, China; 

The Fifth Affiliated Hospital of Sun Yat-sen University, Zhuhai, China; Shunde Hospital of Traditional Chinese 

Medicine, Foshan, China; Cancer Hospital of Hunan Province, Changsha, China; Zhongshan People's Hospital, 

Zhongshan, China; The First Affiliated Hospital of Gangnan Medical Colleage, Gangnan, China; The Affiliated 

Cancer Hospital of Guangzhou Medical University, Guangzhou, China; The First Affiliated Hospital of Guangxi 

Medical University, Nanning, China; Panyu Central Hospital, Guangzhou, China; Cancer Hospital of Zhejiang 

Province, Hangzhou, China; The Affiliated Cancer Hospital of Shantou University, Shantou, China; The First 

Affiliated Hospital of Nanchang University, Nanchang, China; The First Affiliated Hospital of Xiamen University, 

Xiamen, China; Zhongnan Hosp Wuhan Univ, Wuhan, China; Sun Yat-sen Memorial Hospital, Sun Yat-sen 

University, Guangzhou, China; Cancer Center, Sun Yat-sen University, Guangzhou, China; Collaborative 

Innovation Center for Cancer Medicine, Guangzhou, China 

 

Background: There are no well-established first-line chemotherapy regimens for recurrent or metastatic (R/M) 

NPC. Several small phase II trials suggest that GP has promising efficacy and acceptable toxicities. This phase III 

trial compared the efficacy and safety of GP versus FP as first-line therapy for patients with R/M NPC. This trial 

has been selected as “Trials in Progress” and presented in the poseter session in 2015 ASCO meeting (Abstract No. 

TPS6098). Methods: Eligible patients were randomized in 1:1 ratio to receive either GP (gemcitabine 1 g/m2 on 

days 1, 8, cisplatin 80 mg/m2 on day 1, q3w) or FP regimens (5-FU 4 g/m2 CIV over 96 hours, cisplatin 80 mg/m2 

on day 1, q3w) for up to 6 cycles. The primary endpoint was progression-free survival (PFS). Secondary endpoints 

include overall survival (OS), objective response rate (ORR), safety and quality of life. Results: From February 

2012 to October 2015, 362 patients from 22 institutions were randomly assigned to GP (n = 181) or FP (n = 181) 

group. Baseline characteristics were similar between both arms. The median PFS was 6.83 months in the GP group 

and 5.70 months in the FP group (HR = 0.57; 95% CI [0.46-0.71]; p < 0.0001). At 1 year, the PFS rate was 21% 

(95% CI, 18 to 24) with GP versus 6% (95% CI, 4 to 8) with FP. This effect was consistent for the best ORR (GP 

68.3% versus FP 47.1%; p = 0.0001). The most common grade ≥ 3 related adverse events (AEs) were leukopenia 

(21.1%) and thrombocytopenia (11.1%) with GP and mucositis (12.9%) with FP. Treatment discontinuation due to 

related AEs was similar between both arms (GP 3.9% versus FP 5.5%; p = 0.458). Conclusions: First-line GP 

significantly improved PFS compared to FP in R/M NPC. Consistent benefit was seen with ORR. AEs were 

manageable with similar low discontinuation rates in both arms. Updated and OS data will be presented at ASCO 

meeting. Clinical trial information: NCT01528618.  
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Abstract ID: 6000 (170084) 

 

Induction docetaxel platinum 5-FU (TPF) followed by cetuximab-radiotherapy (cetux-RT) 

versus concurrent chemo-radiotherapy (CT/RT) in patients with N2b/c-N3 non operated stage 

III-IV squamous cell cancer of the head and neck (SCCHN): Results of the GORTEC 2007-02 

phase III randomized trial. 

 

Authors: Lionnel Geoffrois, Laurent Martin, Pascal Garaud, Dominique De Raucourt, Joelle Miny, Philippe 

Maingon, Cedrik Lafond, Claude Tuchais, Christian Sire, Emmanuel Babin Sr., Alexandre Coutte, Yungan Tao, 

Frederic Rolland, Marie Helene Girard-Calais, Jean Bourhis; Centre Alexis Vautrin, Vandoeuvre-Lès-Nancy, 

France; Radiotherapie, Centre G Le Conquerant, Le Havre, France; GORTEC-GETTEC, Tours, France; CAC de 

Caen, Caen, France; Besancon University Hospital, Besancon, France; Georges-François Leclerc Center, 

Radiotherapy Department, Dijon, France; Clinique Victor Hugo, Le Mans, France; Institut De Cancérologie De 

L'ouest - Site Paul Papin, Angers, France; CH de Bretagne Sud, Lorient, France; CHU Caen, Caen, France; 

Department of Radiotherapie, CHU Amiens, Amiens, France; Gustave Roussy, Villejuif, France; Centre René 

Gauducheau, Saint-Herblain, France; CHU Bretonneau, Tours, France; Lausanne University Medical Center, 

Lausanne, Switzerland 

 

Background: Both CT/RT, and cetux-RT have been established as standard treatments in non-operated locally 

advanced SCCHN. Taxotere-Platinum-5FU (TPF) is a reference induction regimen in this type of cancer and it is 

not known whether the addition of induction TPF followed by cetux-RT could improve the outcome of patients with 

locally advanced SCCHN, as compared to standard CT/RT. Methods: GORTEC 2007-02 trial was restricted to 

patients (pts) with palpable cervical nodes (N2b/c-N3) and was run in parallel with GORTEC 2007-01 randomized 

trial testing the addition of concurrent chemotherapy (CT) to cetux-RT in pts with N0-N2a disease. Selection criteria 

were pts fit for receiving CT with non-metastatic, non-operated stage III-IV SCC of oral cavity, oro/hypopharynx 

and larynx, regardless of HPV status. Pts were randomized to receive concurrent CT/RT (arm A) or induction TPF 

plus cetux-RT (arm B). RT was 70 Gy (2 Gy per day, 5 days per week). Concurrent CT was: 3 cycles of carboplatin 

70mg/m²/d + 5FU 600mg/m²/d D1-4 (Calais JNCI 1999). Primary end point was progression free survival (PFS). 

To detect a hazard ratio of 0.66, inclusion of 370 pts was required to achieve 80% power at 2-sided significance 

level of 0.05. Results: Between 2009 and 2013, 370 pts were randomized. The median follow-up was 31.2 months. 

There is no difference in PFS, median 11.5 m (arm A) vs 12.5 m (arm B); HR = 0.95, [95%CI 0.72-1.27; p = 0.74]. 

At the analysis time, 103 deaths were observed in arm A and 107 in arm B. There is no difference in median OS, 

24.6 m vs 22.8 m; HR = 1.10; [95%CI 0.84-1.45; p = 0.48]. At 24 months, loco-regional control was 46.6% vs 43.3; 

HR = 0.97; [95%CI 0.73-1.30; p = 0.85] and distant free metastasis 86.4% vs 92.9% HR = 0.50; [95%CI 0.22-1.11; 

p = 0.081]. Grade 3-4 neutropenia occurred in 25.8% of pts in arm B vs none in arm A. Conclusions: GORTEC 

2007-02 failed to demonstrate any superiority of induction TPF followed by cetux-RT vs CT/RT in this category of 

very poor prognosis locally advanced SCCHN. CT/RT remains the standard of care in this population.  
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Abstract ID: 6009 (164984) 

 

Further evaluations of nivolumab (nivo) versus investigator’s choice (IC) chemotherapy for 

recurrent or metastatic (R/M) squamous cell carcinoma of the head and neck (SCCHN): 

CheckMate141. 

 

Authors: Robert L. Ferris, George R. Blumenschein Jr., Jerome Fayette, Joel Guigay, A. Dimitrios Colevas, Lisa F. 

Licitra, Kevin J. Harrington, Stefan Kasper, Everett E. Vokes, Caroline Even, Francis P. Worden, Robert I. Haddad, 

Naomi Kiyota, Makoto Tahara, Manish Monga, Mark John Lynch, William J. Geese, Justin Kopit, James W Shaw, 

Maura L. Gillison; University of Pittsburgh Medical Center Cancer Center, Pittsburgh, PA; The University of Texas 

MD Anderson Cancer Center, Houston, TX; Centre Léon Bérard, Lyon, France; Centre Antoine-Lacassagne, Nice, 

France; Stanford Cancer Institute, Palo Alto, CA; IRCCS Istituto Nazionale Tumori, Milan, Italy; Royal Marsden 

NHS Foundation Trust, London, United Kingdom; University Hospital Essen, Essen, Germany; University of 

Chicago, Chicago, IL; Institut Gustave Roussy, Villejuif, France; University of Michigan, Ann Arbor, MI; Dana-

Farber Cancer Institute, Boston, MA; Kobe University Hospital, Kobe-City, Japan; National Cancer Center 

Hospital East, Kashiwa, Japan; Bristol-Myers Squibb, Princeton, NJ; The Ohio State University, Columbus, OH 

 

Background: Patients (pts) with R/M SCCHN have poor prognosis, and median OS for pts with platinum-refractory 

disease is ≤6 mo. We investigated if nivo, a fully human IgG4 anti-PD-1 mAb improves OS in pts with platinum-

refractory R/M SCCHN compared to IC. Methods: Pts aged ≥18 yr with R/M SCCHN and ECOG PS 0–1 were 

randomized 2:1 to nivo 3 mg/kg q2w (until PD or toxicity) or single-agent IC (MTX, docetaxel, or cetuximab). The 

primary endpoint was OS; top line data were presented at AACR. Secondary endpoints included ORR and PFS 

(RECIST 1.1). Here we report additional endpoints: quality of life (QoL) assessments, correlative biomarkers, and 

safety. OS, PFS, and ORR were compared between treatment arms, by PD-L1 expression (≥1%, 5%, and 10%) and 

HPV (p16 IHC) status. Cellular and serum biomarkers are being evaluated. Pts aged ≥18 yr with R/M SCCHN and 

ECOG PS 0–1 were randomized 2:1 to nivo 3 mg/kg q2w (until PD or toxicity) or single-agent IC (MTX, docetaxel, 

or cetuximab). The primary endpoint was OS; top line data were presented at AACR. Secondary endpoints included 

ORR and PFS (RECIST 1.1). Here we report additional endpoints: quality of life (QoL) assessments, correlative 

biomarkers, and safety. OS, PFS, and ORR were compared between treatment arms, by PD-L1 expression (≥1%, 

5%, and 10%) and HPV (p16 IHC) status. Cellular and serum biomarkers are being evaluated. Results: 361 pts 

were randomized, 240 to nivo and 121 to IC. A 30% reduction in risk of death was observed for nivo-treated pts 

with a median OS of 7.5 mo (95% CI: 5.5–9.1) for nivo and 5.1 mo (95% CI: 4.0–6.0) for IC. Among pts with PD-

L1 ≥1% expression, median OS for nivo vs IC was 8.7 vs 4.6 mo in pts ≥1%, 8.8 vs 4.6 mo for ≥5%, and 8.7 vs 5.2 

mo for ≥10%. Overall hazard ratio (HR) for OS of 0.70 (97.73% CI: 0.51–0.96) was consistently better for PD-L1 

expression ≥1%: 0.56 (95% CI: 0.37–0.84), for ≥5%: 0.50 (95% CI: 0.30–0.83), and for ≥10%: 0.56 (95% CI: 0.31–

0.99). Median PFS for nivo vs IC was 2.1 vs 2.0 mo (HR 0.64; 95% CI: 0.44–0.93) for PD-L1 ≥1%, 3.2 vs 2.0 mo 

(HR 0.53; 0.33–0.84) for ≥5%, and 2.1 vs 2.1 mo (HR 0.53; 0.31–0.88) for ≥10%. ORR for nivo with PD-L1 ≥1%, 

≥5%, and ≥10% was 18.2%, 25.9%, and 32.6%, respectively, compared to 3.3%, 2.3%, and 2.9% for IC. Any grade 

treatment-related AEs (TRAEs) occurred in 59.3% and 77.5% of pts on nivo or IC, respectively. Grade 3/4 TRAEs 

occurred in 13.6% and 35.1% of pts. QoL and correlative biomarker data will be presented. Conclusions: Nivo 

demonstrated significant OS benefit compared to IC. OS and ORR improvement was greater with PD-L1 expression 

≥1%. Nivo had a lower incidence of TRAEs compared to IC. Nivo is the first immune checkpoint inhibitor to 

demonstrate improved OS in a randomized controlled trial in R/M SCCHN.  
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Abstract ID: 6011 (166094) 

 

Preliminary results from KEYNOTE-055: Pembrolizumab after platinum and cetuximab 

failure in head and neck squamous cell carcinoma (HNSCC). 

 

Authors: Joshua Bauml, Tanguy Y. Seiwert, David G. Pfister, Francis P. Worden, Stephen V. Liu, Jill Gilbert, Nabil 

F. Saba, Jared Weiss, Lori J. Wirth, Ammar Sukari, Hyunseok Kang, Michael K. Gibson, Erminia Massarelli, Steven 

Francis Powell, Amy Meister, Xinxin Shu, Jonathan D. Cheng, Robert I. Haddad; University of Pennsylvania, 

Philadelphia, PA; University of Chicago, Chicago, IL; Memorial Sloan Kettering Cancer Center, New York, NY; 

University of Michigan Comprehensive Cancer Center, Ann Arbor, MI; Georgetown University Hospital, 

Washington, DC; Vanderbilt University School of Medicine, Nashville, TN; Winship Cancer Institute/Emory 

University, Atlanta, GA; Lineberger Comprehensive Cancer Center at the University of North Carolina, Chapel 

Hill, NC; Massachusetts General Hospital, Boston, MA; Karmanos Cancer Institute, Wayne State University, 

Detroit, MI; Johns Hopkins University School of Medicine, Baltimore, MD; University Hospitals Case Medical 

Center, Cleveland, OH; The University of Texas MD Anderson Cancer Center, Houston, TX; Sanford Health, Sioux 

Falls, SD; Merck & Co., Inc., Kenilworth, NJ; Dana-Farber Cancer Institute, Harvard Medical School, Boston, 

MA 

 

Background: Current treatment options for patients (pts) with recurrent/metastatic (R/M) HNSCC who progress 

on platinum and cetuximab have very limited efficacy. Pembrolizumab, an anti–PD-1 antibody that blocks the 

interaction between PD-1 and PD-L1 and PD-L2, showed promising antitumor activity in R/M HNSCC in the 

KEYNOTE-012 trial. We present preliminary results from the phase 2, nonrandomized KEYNOTE-055 

(NCT02255097) study evaluating pembrolizumab after progression on platinum and cetuximab in R/M HNSCC. 

Methods: Pts receive pembrolizumab 200 mg every 3 weeks. Key eligibility criteria include R/M HNSCC resistant 

to platinum and cetuximab therapies, measurable disease, and ECOG PS 0-1. Primary outcomes include overall 

response rate (ORR, RECIST v1.1 by central imaging vendor) performed every 6-9 wk and safety. Adverse events 

(AEs) were graded using CTCAE, v4.0. Results: In total, 172 pts were enrolled for safety, efficacy, and biomarker 

analyses. Preliminary analyses for this abstract focus on the first 50 pts enrolled. Median age was 59 y; 80% were 

male; 84% had ≥ 2 prior lines of therapy for metastatic disease. Median follow-up time was 6.8 mo (range, 0-12.1). 

Thirty-five (70%) pts experienced a treatment-related AE (TRAE), with 6 (12.0%) pts experiencing a grade 3-5 

TRAE. Two (4%) pts discontinued and 1 (2%) pt died because of a TRAE. AEs of special immunologic interest 

occurred in 11 (22%) pts; hypothyroidism (n = 7; all grade 2) and pneumonitis (n = 2, grade 2; n = 1, grade 5) were 

the most common. Nine pts had a confirmed PR for an ORR of 18.0% (95% CI 8.6-31.4). Five pts had ongoing 

responses at the data cutoff. The stable disease rate was 18.0% (n = 9; 95% CI 8.6-31.4). Conclusions: These 

preliminary results confirm findings from KEYNOTE-012, which demonstrate that pembrolizumab has clinically 

significant antitumor activity and is well tolerated among pts with heavily pretreated R/M HNSCC. Further analyses 

in the total study population, including HPV status and response by anatomic site, will be presented.  
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Abstract ID: 9012 (163941) 

 

A phase II open-label single-arm study of vandetanib in patients with advanced RET-

rearranged non-small cell lung cancer (NSCLC): Luret study. 

 

Authors: Takashi Seto, Kiyotaka Yoh, Miyako Satouchi, Makoto Nishio, Noboru Yamamoto, Haruyasu Murakami, 

Naoyuki Nogami, Kaname Nosaki, Yoshiko Urata, Seiji Niho, Atsushi Horiike, Takashi Kohno, Shingo Matsumoto, 

Shogo Nomura, Sakiko Kuroda, Akihiro Sato, Yuichiro Ohe, Takeharu Yamanaka, Atsushi Ohtsu, Koichi Goto; 

National Kyushu Cancer Center, Fukuoka, Japan; Department of Thoracic Oncology, National Cancer Center 

Hospital East, Kashiwa, Chiba, Japan; Hyogo Cancer Center, Akashi, Japan; Japanese Foundation for Cancer 

Research, Tokyo, Japan; Department of Experimental Therapeutics, National Cancer Center Hospital, Tokyo, Japan; 

Division of Thoracic Oncology, Shizuoka Cancer Center, Shizuoka, Japan; Department of Thoracic Oncology and 

Medicine, National Hospital Organization Shikoku Cancer Center, Matsuyama, Japan; Department of Thoracic 

Oncology, National Kyushu Cancer Center, Fukuoka, Japan; Department of Thoracic Oncology, Hyogo Cancer 

Center, Akashi City, Japan; Department of Thoracic Medical Oncology, Cancer Institute Hospital of Japanese 

Foundation for Cancer Research, Tokyo, Japan; National Cancer Center Research Institute, Tokyo, Japan; 

Biostatistics Division, Center for Research Administration and Support, National Cancer Center, Kashiwa, Japan; 

National Cancer Center, Kashiwa, Japan; Office of Clinical Research Support, National Cancer Center Hospital 

East, Japan, Kashiwa, Japan; National Cancer Center Hospital, Tokyo, Japan; Department of Biostatistics,, 

Yokohama City University, Yokohama, Japan; National Cancer Center Hospital East, Kashiwa, Japan; National 

Cancer Center Hospital East, Kashiwa, Chiba, Japan 

 

Background: RET fusions were identified as new driver oncogenes of NSCLC in 2012 and observed in 1-2% of all 

NSCLC. Vandetanib is a multi-targeted tyrosine kinase inhibitor having RET kinase activity. Methods: This was a 

multicenter, single-arm phase II study to evaluate the efficacy and safety of vandetanib in pts with advanced RET-

rearranged NSCLC who failed at least one prior chemotherapy. Vandetanib was administered orally at 300 mg once 

daily in 28-day cycles. RET fusion positive-pts were screened by a nationwide genomic screening network with 196 

institutions in Japan participating (LC-SCRUM-Japan). The primary endpoint was objective response rate by 

independent review committee (ORR). This study required 17 pts, with ORR of 30% considered non-promising and 

60% promising (one-sided alpha = 0.05; beta = 0.2). Results: 1536 pts with advanced NSCLC without EGFR 

mutation were screened in the LC-SCRUM-Japan from February 2013 to March 2015 and 34 pts (2%) with RET-

rearranged NSCLC were identified. A total of 19 pts (10 KIF5B-RET, 6 CCDC6-RET, and 3 unknown-RET) were 

enrolled in this study and 17 pts were eligible for efficacy analysis. The median age was 59 (range 41-80 years) and 

74% were female. All pts had adenocarcinoma and 68% were never a smoker. 63% of pts had received 2 or more 

prior chemotherapy (range 1-12). Among 17 eligible pts, ORR was 53% (90% CI, 31 to 74) of which 9 partial 

responses met the primary endpoint, and disease control rate was 88%. The median progression-free survival (PFS) 

was 4.7 months (95% CI, 2.8 to 8.3). According to RET fusion subtypes, ORR and median PFS were 83% (5/6) and 

8.3 months in pts with CCDC6-RET versus 20% (2/10) and 2.9 months in those with KIF5B-RET. The median 

overall survival was 11.1 months (95% CI, 9.4 to not reached). The safety profile of vandetanib was similar to that 

reported previously. The most common G3/4 toxicities were hypertension (58%), rash (16%), diarrhea (11%), and 

QTc prolongation (11%). Conclusions: Vandetanib showed marked antitumor activity in pts with advanced RET-

rearranged NSCLC. In particular, it was indicated that CCDC6-RET subtype showed much higher sensitivity to 

vandetanib. 
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Abstract ID: 9004 (169928) 

 

Local consolidative therapy (LCT) to improve progression-free survival (PFS) in patients with 

oligometastatic non-small cell lung cancer (NSCLC) who receive induction systemic therapy 

(IST): Results of a multi-institutional phase II randomized study. 

 

Authors: Daniel Richard Gomez, George R. Blumenschein Jr., J. Jack Lee, Mike Hernandez, D. Ross Camidge, 

Robert Charles Doebele, Laurie E. Gaspar, Don Lynn Gibbons, Jose A. Karam, Brian D. Kavanagh, Ritsuko Komaki, 

Alexander V. Louie, David A. Palma, Anne S. Tsao, William Nassib William Jr., Jianjun Zhang, Stephen Swisher, 

John Heymach; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Thoracic/Head 

& Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of 

Biostatistics, University of Texas MD Anderson Cancer Center, Houston, TX; University of Colorado, Aurora, CO; 

University of Colorado Anschutz Medical Campus, Aurora, CO; University of Colorado Cancer Center, Aurora, 

CO; Department of Thoracic/Head and Neck Medical Oncology, Division of Cancer Medicine, The University of 

Texas MD Anderson Cancer Center, Houston, TX; University of Colorado Denver, Aurora, CO; Department of 

Radiation Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; Department of Radiation 

Oncology, London Regional Cancer Program, London, ON 

 

Background: We performed a randomized study to assess the effect of aggressive LCT in patients with 

oligometastatic NSCLC who did not progress after IST. Methods: This study was performed at MD Anderson, U. 

Colorado, and London HSC, Canada. Eligibility: 1) histologically confirmed NSCLC, 2) Stage IV disease, 3) ≤ 3 

metastases, and 4) no RECIST progression after IST. Appropriate IST was defined as either ≥ 4 cycles of platinum 

doublet therapy or ≥ 3 months of erlotinib/crizotinib for patients with EGFR mutations/ALK fusions, respectively. 

Patients were randomized to either LCT ([chemo]radiation or surgical resection of all sites) +/- systemic therapy 

(ST) vs. ST alone. The ST regimen was physician choice from predefined standard-of-care regimens. The primary 

endpoint was PFS, with the hypothesis that immediate LCT would improve PFS time from 4 months to 7months 

(HR = 0.57) using ITT analysis. The planned study size was 94 randomized patients. Randomization was balanced 

dynamically by number of metastases, IST response, CNS metastases, nodal status, and EGFR/ALK status.
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Abstract ID: 108 (167889) 

 

Efficacy and safety of crizotinib in patients (pts) with advanced MET exon 14-altered non-small 

cell lung cancer (NSCLC). 

 

Authors: Alexander E. Drilon, D. Ross Camidge, Sai-Hong Ignatius Ou, Jeffrey William Clark, Mark A. Socinski, 

Jared Weiss, Gregory J. Riely, Maria Winter, Sherry C. Wang, Katherine Monti, Keith D. Wilner, Paul K. Paik; 

Memorial Sloan Kettering Cancer Center, New York, NY; University of Colorado, Aurora, CO; University of 

California at Irvine, Irvine, CA; Massachusetts General Hospital Cancer Center, Boston, MA; University of 

Pittsburgh Medical Center, Pittsburgh, PA; Lineberger Comprehensive Cancer Center at the University of North 

Carolina, Chapel Hill, NC; Pfizer Oncology, La Jolla, CA; Rho Inc., Chapel Hill, NC 

 

Background: MET alterations leading to exon 14 skipping occur in ~4% of lung carcinomas, resulting in MET 

activation and sensitivity to MET inhibitors in vitro. Crizotinib, initially developed as a MET inhibitor, is currently 

approved for the treatment of ALK-positive NSCLC. We present crizotinib antitumor activity and safety data in pts 

with advanced MET exon 14-altered NSCLC. Methods: Pts with MET exon 14-altered NSCLC were enrolled into 

an expansion cohort of the ongoing phase I PROFILE 1001 study (NCT00585195) and received crizotinib at a 

starting dose of 250 mg BID. Responses were assessed using RECIST v1.0. Results: As of the data cut-off of Oct 

30, 2015, 18 pts with MET exon 14-altered NSCLC had enrolled and 17 received treatment (15 response-evaluable, 

2 not yet evaluable). Two pts discontinued treatment (1 due to an AE, 1 preferred another treatment formulation). 

Median age was 68 y (range 59−87). Tumor histology was as follows: 71% adenocarcinoma, 18% sarcomatoid 

adenocarcinoma, 6% adenosquamous carcinoma, and 6% squamous cell carcinoma. 65% were former and 35% 

never-smokers. Duration of treatment ranged from 0.5 to 9.1+ mo, with 88% of pts (15/17) still ongoing. Evidence 

of antitumor activity per RECIST was documented in 10/15 pts: 5 with confirmed PRs (all seen at the first scheduled 

tumor assessment at 8 wk ± 1 wk) and 5 with unconfirmed PRs (3 pts remained evaluable). Median PFS could not 

be calculated, with no deaths or PD by the data cut-off. Treatment-related AEs (TRAEs) were reported in 82% of 

pts; the most common were edema (35%) nausea (35%), vision disorder (29%), bradycardia (24%), and vomiting 

(24%). Most TRAEs were grade 1/2 in severity. One grade 3 TRAE (edema) and no grade 4/5 TRAEs were reported. 

Accrual of pts with MET exon 14-altered NSCLC continues. Updated data with a cut-off of Feb 2016 will be 

presented. Conclusions: Crizotinib has antitumor activity in pts with MET exon 14-altered NSCLC. The drug has 

a generally tolerable AE profile, consistent with that previously reported for pts with ALK-positive or ROS1-

rearranged NSCLC. Further study of crizotinib in this pt population is warranted.  
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Abstract ID: 9008 (167434) 

 

Alectinib (ALC) versus crizotinib (CRZ) in ALK-inhibitor naive ALK-positive non-small cell 

lung cancer (ALK+ NSCLC): Primary results from the J-ALEX study. 

 

Authors: Hiroshi Nokihara, Toyoaki Hida, Masashi Kondo, Young Hak Kim, Koichi Azuma, Takashi Seto, Yuichi 

Takiguchi, Makoto Nishio, Hiroshige Yoshioka, Fumio Imamura, Katsuyuki Hotta, Satoshi Watanabe, Koichi Goto, 

Kazuhiko Nakagawa, Tetsuya Mitsudomi, Nobuyuki Yamamoto, Hiroshi Kuriki, Ryoichi Asabe, Tomohiro Tanaka, 

Tomohide Tamura; National Cancer Center Hospital, Tokyo, Japan; Department of Thoracic Oncology, Aichi 

Cancer Center Hospital, Nagoya, Japan; Nagoya University Graduate School of Medicine, Nagoya, Japan; Kyoto 

University Hospital, Kyoto, Japan; Division of Respirology, Neurology and Rheumatology, Department of Internal 

Medicine, Kurume University School of Medicine, Kurume, Japan; National Kyushu Cancer Center, Fukuoka-Shi, 

Japan; Grad School of Medcn Chiba Univ, Chiba, Japan; Japanese Foundation for Cancer Research, Tokyo, Japan; 

Kurashiki Central Hospital, Kurashiki, Japan; Osaka Medical Center for Cancer and Cardiovascular Disease, 

Osaka, Japan; Department of Respiratory Medicine, Okayama University Hospital, Okayama, Japan; Niigata 

University Medical and Dental Hospital, Niigata City, Japan; National Cancer Center Hospital East, Kashiwa, 

Chiba, Japan; Kinki University School of Medicine, Osaka, Japan; Kinki University School of Medicine, Osaka-

Sayama, Japan; Third Department of Internal Medicine, Wakayama Medical University, Wakayama, Japan; Chugai 

Pharmaceutical Co., Ltd., Tokyo, Japan; St Luke's International Hospital, Tokyo, Japan 

 

Background: ALC showed promising efficacy and tolerability in the phase I/II study (AF-001JP). Here, we 

conducted the randomized open-label phase III trial (J-ALEX study, JapicCTI-132316) to prove superior 

progression-free survival (PFS) of ALC to CRZ in ALK+ NSCLC patients (pts) without prior ALK inhibitor 

treatment. Methods: ALK+ NSCLC pts were randomized 1:1 either to receive ALC (300 mg b.i.d.) or CRZ (250 

mg b.i.d.) and stratified by ECOG PS (0/1 vs 2), treatment line (1st vs 2nd), and clinical stage (IIIB/IV vs recurrence). 

Treatment on both arms was continued until disease progression or unacceptable toxicity. Primary endpoint was 

PFS according to the blinded independent review board. Secondary endpoints included overall survival, objective 

response rate, and safety. Under an assumption of expected hazard ratio (HR) of 0.643, 164 events were required to 

have 80% power with 2-sided alpha of 0.05. Three interim analyses (IA) for early stopping due to efficacy were 

planned after 33%, 50%, and 75% of required PFS events occurred. Results: 207 pts were enrolled at 41 centers in 

Japan between November 2013 and August 2015. 98%, 73%, and 64% of the pts were PS0-1, stage IV, and 1st line, 

respectively. A second IA was performed on 6th February 2016. Independent data monitoring committee 

recommended the release of study data because the superiority in PFS had been demonstrated. The PFS HR of ALC 

arm to CRZ arm was 0.34 (99.6826% CI: 0.17-0.70, stratified log-rank p<0.0001). Median PFS was not reached 

(95% CI: 20.3-Not Estimated) in ALC arm while it was 10.2 months (95%CI: 8.2-12.0) in CRZ arm. In the ALC 

arm, only constipation (36%) was an adverse event with >30% frequency, while in the CRZ arm nausea (74%), 

diarrhea (73%), vomiting (59%), visual disturbance (55%), dysgeusia (52%), constipation (46%), ALT elevation 

(32%), and AST elevation (31%) were seen in >30% pts. Grade 3-4 AEs occurred with greater frequency in the 

CRZ arm (ALC arm: 27% vs CRZ arm: 51%). There were no treatment-related deaths in either arm. Conclusions: 

At J-ALEX IA, ALC demonstrated significantly prolonged PFS compared with CRZ and was well tolerated with a 

favorable AE profile.  
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Abstract ID: 8500 (168506) 

 

Bayesian randomized trial comparing intensity modulated radiation therapy versus passively 

scattered proton therapy for locally advanced non-small cell lung cancer. 

 

Authors: Zhongxing X. Liao, J. Jack Lee, Ritsuko Komaki, Daniel Richard Gomez, Michael O'Reilly, Pamela Allen, 

Frank V. Fossella, John Heymach, George R. Blumenschein Jr., Noah C. Choi, Thomas Delaney, Stephen M. Hahn, 

Charles Lu, James D Cox, Radhe Mohan; Department of Radiation Oncology, The University of Texas MD 

Anderson Cancer Center, Houston, TX; Department of Biostatistics, University of Texas MD Anderson Cancer 

Center, Houston, TX; The University of Texas MD Anderson Cancer Center, Houston, TX; Department of 

Thoracic/Head & Neck Medical Oncology, The University of Texas MD Anderson Cancer Center, Houston, TX; 

Massachusetts General Hosp Harvard Medcl School, Boston, MA; Massachusetts General Hospital, Boston, MA 

 

Background: We assessed rates of and time to treatment failure (TF) [either grade ≥ 3 radiation pneumonitis (RP) 

or local recurrence (LR) within 12 months] in a Bayesian randomized trial of intensity-modulated radiotherapy 

(IMRT) vs. 3D proton therapy (3DPT), both with concurrent chemotherapy, for locally advanced non-small cell 

lung cancer (NSCLC). Methods: Assumptions for chosen sample size (n = 150) were that TF rate is log-normally 

distributed; IMRT will produce TF rates of 30% at 6 months (mos) and 40% at 12 mos; and 3DPT would reduce the 

TF rate by 10%. Pairs of IMRT and 3DPT plans were created for each patient. Patients were eligible for 

randomization only if both plans satisfied normal tissue constraints at the same radiation dose. Patients not eligible 

for randomization (NR) were treated with the modality producing the better plan. Patients denied coverage for 

protocol treatment were treated with the modality that was covered. Results: Of 255 enrolled patients, 149 were 

randomly allocated to IMRT (n = 92) or 3DPT (n = 57), and 106 received NRIMRT (n = 70) or NR3DPT (n = 36). 

Among randomized patients, patient characteristics were well balanced, but in 3DPT group, target volumes were 

larger (P= 0.071), and more patients received higher doses to tumors and had larger lung volumes receiving ≥ 30-

80 Gy (V30-80) than that in IMRT group. TF rates at 12 mo were 20.7% in all, 15.6% in IMRT, and 24.6% in 3DPT 

groups; corresponding median times to TF were 10.5 mos in all, in IMRT, and 3DPT groups. RP rates were 8.7% in 

all, 7.2% in IMRT, and 11.0% in 3DPT groups. The median times to RP were 4.3, 4.5, and 4.0 mos in all, in IMRT, 

and in 3DPT. The incidence of LR were 23.5%, 22.8%, and 24.6% in all, in IMRT, and in 3DPT. The median times 

to LR were 13.0, 12.7, and 13.4 mos in all, in IMRT, and in 3DPT. Among nonrandomized patients, the IMRT group 

was younger (P= 0.013) and had higher-stage disease (P= 0.071); lung V20-40 was significantly lower in NR-3DPT 

patients, but was not different at other dose levels. The TF rates and time to TF were no different for NR-IMRT vs. 

NR-3DPT. Conclusions: No differences were found between IMRT vs. 3DPT in TF in this randomized trial. 
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Abstract ID: 8507 (166472) 

 

E1505: Adjuvant chemotherapy +/- bevacizumab for early stage NSCLC—Outcomes basedon 

chemotherapy subsets. 

 

Authors: Heather A. Wakelee, Suzanne Eleanor Dahlberg, Steven M. Keller, William J. Tester, David R. Gandara, 

Stephen L. Graziano, Alex A. Adjei, Natasha B. Leighl, Charles Andrew Butts, Seena C. Aisner, Jan M. Rothman, 

Jyoti D. Patel, Mark D. Sborov, Raymond S. McDermott, Roman Perez-Soler, Anne M. Traynor, Tracey L. Evans, 

Leora Horn, Suresh S. Ramalingam, Joan H. Schiller; Stanford Cancer Institute, Stanford, CA; Dana-Farber 

Cancer Institute, Boston, MA; Department of Cardiovascular and Thoracic Surgery, Montefiore Medical Center, 

Bronx, NY; Albert Einstein Cancer Ctr, Philadelphia, PA; University of California, Davis, Sacramento, CA; 

Regional Oncology Center, Syracuse, NY; Roswell Park Cancer Institute, Buffalo, NY; Princess Margaret Cancer 

Centre, University Health Network, Division of Medical Oncology and Hematology, Toronto, ON; Cross Cancer 

Institute, Edmonton, AB; Rutgers New Jersey Medical School, Newark, NJ; The Regional Cancer Center, Erie, PA; 

Robert H. Lurie Comprehensive Cancer Center of Northwestern University, Chicago, IL; Minnesota Oncology, 

Edina, MN; Adelaide and Meath Hospital, Dublin, Ireland; Montefiore Medical Center, Boston, MA; University of 

Wisconsin Carbone Cancer Center, Madison, WI; University of Pennsylvania, Wynnewood, PA; Vanderbilt 

University Medical Center, Nashville, TN; The Winship Cancer Institute of Emory University, Atlanta, GA; The 

University of Texas Southwestern Medical Center, Dallas, TX 

 

Background: Adjuvant chemotherapy (chemo) for resected early stage NSCLC provides modest survival benefit. 

E1505 offers the first opportunity to study 4 modern cisplatin-based regimens in the adjuvant setting in the context 

of a single trial. As previously reported from this trial, the addition of bevacizumab (B) to adjuvant chemo failed to 

improve the primary endpoint of overall survival (OS HR=0.99; 95% CI: 0.82-1.19, p=0.91) or disease free survival 

(DFS HR=0.99; 95%CI: 0.85-1.15, p=0.89). Here we explore outcomes by chemo regimen utilized. Methods: 

Patients (pts) with resected early stage NSCLC, stratified by stage, histology, sex, and chemo option, were 

randomized 1:1 to chemo alone or chemo with B (15 mg/kg every 3 weeks for up to 1 year). Chemo consisted of a 

planned 4 cycles of every 3-week cisplatin (75 mg/m2 d1) with investigator’s choice of vinorelbine (V) (30 mg/m2 

d1,8), docetaxel (D) (75 mg/m2 d1), gemcitabine (G) (1200 mg/m2 d1,8), or pemetrexed (P) (500 mg/m2d1). P was 

added in 2009 for non-squamous (NSq) pts only. Results: From 7/2007 to 9/2013, 1501 pts were enrolled: V 25%, 

D 23%, G 19% and P 33%. Arms were well balanced for known prognostic factors; 28% had Sq histology. Median 

f/up per chemo group is: V 54.3 months (mos); D 60.3 mos; G 57.0 mos; P 40.6 mos. When pts were pooled across 

+/- B arms and divided into NSq and Sq cohorts (to account for P restriction to NSq pts) there was no significant 

difference in OS or DFS by chemo regimen with the following logrank p-values: OS NSq, p=0.19; DFS NSq, p=0.67; 

OS Sq, p=0.96; DFS Sq, p=0.85. Toxicities were consistent with known profiles of the drugs. V was associated with 

more neutropenia and G with more thrombocytopenia. Sq pts had no differences in total Gr 3-5 toxicity by chemo 

groups, but NSq pts who received P had significantly less total Gr 3-5 toxicity (p<0.001) than NSq pts receiving 

other regimens. Conclusions: No differences in OS or DFS were observed between 4 different adjuvant cisplatin-

based chemotherapy regimens for surgically resected early stage NSCLC patients. 
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Abstract ID: LBA8505 (162941) 

 

Safety and efficacy of single-agent rovalpituzumab tesirine (SC16LD6.5), a delta-like protein3 

(DLL3)-targeted antibody-drug conjugate (ADC) in recurrent or refractory small cell lung 

cancer (SCLC). 

 

Authors: Charles M. Rudin, Maria Catherine Pietanza, Todd Michael Bauer, David R. Spigel, Neal Ready, Daniel 

Morgensztern, Bonnie S. Glisson, Lauren Averett Byers, Melissa Lynne Johnson, Howard A. Burris III, Francisco 

Robert, Donald K Strickland, Hany Zayed, Ramaswamy Govindan, Scott Dylla, Stanford L. Peng; Memorial Sloan 

Kettering Cancer Center, New York, NY; Sarah Cannon Research Institute, and Tennessee Oncology, PLLC., 

Nashville, TN; Sarah Cannon Research Institute, Nashville, TN; Duke University Medical Center, Durham, NC; 

Washington University School of Medicine in St. Louis, St. Louis, MO; The University of Texas MD Anderson 

Cancer Center, Houston, TX; The University of Alabama at Birmingham Comprehensive Cancer Center, 

Birmingham, AL; Stemcentrx, Inc., South San Francisco, CA; Washington University School of Medicine, St. Louis, 

MO 

 

Background: SCLC remains among the most deadly of malignancies. Rovalpituzumab tesirine is a first-in-class 

ADC comprised of a humanized monoclonal antibody against DLL3, a dipeptide linker, and a 

pyrrolobenzodiazepine (PBD) dimer toxin. DLL3 is highly expressed in neuroendocrine tumors, including 

approximately 80% of SCLC. The emerging results of the SCLC patients (pts) in a first-in-human study 

(NCT01901653) are reported here. Methods: Pts with progressive SCLC after at least 1 previous systemic therapy 

were eligible. Efficacy was assessed by the investigator via RECIST v1.1, and toxicity graded per CTCAE v4.03. 

When available, archived tumor tissue was assessed retrospectively for DLL3 expression by immunohistochemistry.
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Abstract ID: 8504 (165387) 

 

CONVERT: An international randomised trial of concurrent chemo-radiotherapy (cCTRT) 

comparing twice-daily (BD) and once-daily (OD) radiotherapy schedules in patients with 

limited stage small cell lung cancer (LS-SCLC) and good performance status (PS). 

 

Authors: Corinne Faivre-Finn, Michael Snee, Linda Ashcroft, Wiebke Appel, Fabrice Barlesi, Adityanarayan 

Bhatnagar, Andrea Bezjak, Felipe Cardenal, Pierre Fournel, Susan Harden, Cécile Le Pechoux, Rhona Margaret 

McMenemin, Nazia Mohammed, Mary E.R. O'Brien, Jason R Pantarotto, Veerle Surmont, Jan Van Meerbeeck, 

Penella J. Woll, Paul Lorigan, Fiona Helen Blackhall; The University of Manchester, Institute of Cancer Sciences, 

Manchester, United Kingdom; St James Institute of Oncology, Leeds, United Kingdom; MAHSC-Trials 

Coordination Unit, The Christie NHS Foundation Trust, Manchester, United Kingdom; Lancashire Teaching 

Hospitals NHS Foundation Trust, Manchester, United Kingdom; Aix-Marseille University, Assistance Publique 

Hopitaux de Marseille, Marseille, France; University Hospital Southampton NHS Foundation Trust, Southampton, 

United Kingdom; National Cancer Institute of Canada Clinical Trials Group, Kingston, Toronto, ON; Department 

of Medical Oncology, Catalan Institute of Oncology, Hospitalet (Barcelona), Spain; GFPC (France), Institut de 

Cancérologie de la Loire, St. Priest En Jarez, France; Addenbrookes Hospital, Cambridge, United Kingdom; 

Institut Gustave Roussy, Villejuif, France; Freeman Hospital, Newcastle upon Tyne, United Kingdom; Beatson West 

of Scotland Cancer Centre, Glasgow, United Kingdom; The Royal Marsden Hospital, Surrey, United Kingdom; 

University of Ottawa, Ottawa, ON; Universitar Ziekenhuis Ghent, Ghent, Belgium; Antwerp University, Antwerp, 

Belgium; Weston Park Hospital, Sheffield, United Kingdom; University of Manchester and The Christie NHS FT, 

Manchester, United Kingdom 

 

Background: cCTRT is the standard of care for good PS LS-SCLC but there is no international consensus on a 

standard regimen. BD RT has not been adopted widely due to concerns regarding logistics and toxicity. Our aim 

was to compare overall survival and toxicity of BD with OD RT using modern conformal RT techniques given 

concurrently with chemotherapy. Methods: Patients were randomised 1:1 to receive 45Gy in 30 BD fractions over 

3 weeks or 66Gy in 33 OD fractions over 6.5 weeks starting on day 22 of cycle 1 chemotherapy (4 to 6 cycles of 

Cisplatin 25mg/m2 days 1-3 or 75mg/m2 day 1 with Etoposide 100mg/m2 days 1-3), followed by PCI if indicated. 

RT was planned using 3D conformal or IMRT. Patients were stratified by centre, 4/6 cycles CT and PS 0,1/2. The 

primary endpoint was 2-year survival and all analyses were by intention to treat. Results: 547 patients (274 BD and 

273 OD) were recruited between April 2008 and November 2013 from 88 centres. Patients’ characteristics were 

well balanced in both arms. 88% and 86% of patients in BD and OD arms received PCI. At a median follow up of 

45 months for those alive; two-year survival was 56% (95% CI 50-61) vs 51% (95% CI 45-57) and median overall 

survival was 30 months (95% CI 24-34) versus 25 months (95% CI 21-31) (HR 1.17, 95% CI 0.95-1.45; p = 0.15) 

for BD and OD treatment, respectively. Toxicities were comparable except for significantly more grade 3/4 

neutropenia (74% BD vs 65% OD, p = 0.03). There was no statistical difference, between BD and OD respectively, 

in rates of febrile neutropenia (23.4%, 18%), grade 2 oesophagitis (63%, 55%), grade 3/4 oesophagitis (19%, 19%), 

and grade 3/4 radiation pneumonitis was rare (2.5%, 2.2%). 3 patients died from RT toxicity within 3 months of 

completing RT (1 BD vs 2 OD). Conclusions: OD RT did not result in a superior survival or worse toxicity than 

BD RT, supporting the use of either regimen for standard of care treatment of LS-SCLC with good PS. The survival 

for both regimens was higher than previously reported and using modern RT techniques radiation toxicities were 

lower than expected.   
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Abstract ID: LBA1 (164642) 

 

A randomized trial (MA.17R) of extending adjuvant letrozole for 5 years after completing an 

initial 5 years of aromatase inhibitor therapy alone or preceded by tamoxifen in 

postmenopausal women with early-stage breast cancer. 

 

Authors: Paul E. Goss, James N. Ingle, Kathleen I. Pritchard, Hyman Muss, Julie Gralow, Karen A. Gelmon, 

Timothy Joseph Whelan, Kathrin Strasser-Weippl, Sheldon Rubin, Keren Sturtz, Antonio C. Wolff, Eric P. Winer, 

Clifford A. Hudis, Alison Stopeck, J. Thaddeus Beck, Judith Salmon Kaur, Kate Whelan, Dongsheng Tu, Wendy R. 

Parulekar; Massachusetts General Hospital Cancer Center and Harvard Medical School, Boston, MA; Mayo 

Clinic,Rochester, MN; Sunnybrook Odette Cancer Centre, Toronto, ON; UNC Chapel Hill Lineberger 

Comprehensive Cancer Center, Chapel Hill, NC; University of Washington/Seattle Cancer Care Alliance, Seattle, 

WA; British Columbia Cancer Agency, Vancouver, BC; Cancer Care Ontario, Hamilton, ON; Wilheminen Hospital, 

Vienna, Austria; Moncton Hospital, Department of Medicine and Hematology Assistant Professor, Dalhousie 

University, Department of Medicine, Miramichi, NB; Colorado Cancer Research Program, Denver, CO; The Sidney 

Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD; Dana-Farber Cancer Institute, Boston, 

MA; Memorial Sloan Kettering Cancer Center, New York, NY; Stony Brook Cancer Center, Stony Brook, NY; 

Highlands Oncology Group, Fayetteville, AR; Canadian Cancer Trials Group, Queen's University, Kingston, ON; 

NCIC Clinical Trials Group, Cancer Research Institute, Queen's University, Kingston, ON. 

 

Background: Five years of aromatase inhibitor (AI) therapy either as up-front treatment or after 2-5 years of 

tamoxifen has become the standard of care for postmenopausal women with hormone receptor positive early breast 

cancer. Extending treatment with an AI to 10 years may further reduce the risk of breast cancer recurrence. Methods: 

We conducted a double-blind, placebo-controlled trial (Canadian Cancer Trials Group MA.17R) to test the efficacy 

of extending AI treatment for an additional five years using letrozole. The primary endpoint was disease-free 

survival.  
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Abstract ID: 512 (165547) 

 

Efficacy of palbociclib plus fulvestrant (P+F) in patients (pts) with metastatic breast cancer 

(MBC) and ESR1 mutations (mus) in circulating tumor DNA (ctDNA). 

 

Authors: Nicholas C. Turner, Yuqiu Jiang, Ben O'Leary, Sarah Hrebien, Massimo Cristofanilli, Fabrice Andre, 

Sibylle Loibl, Patricia A. English, Ke Zhang, Sophia Randolph, Cynthia Huang Bartlett, Maria Koehler, Sherene 

Loi; Royal Marsden Hospital and Institute of Cancer Research, London, United Kingdom; Pfizer Inc, San Diego, 

CA; Robert H Lurie Comprehensive Cancer Center, Feinberg School of Medicine, Chicago, IL; Institut Gustave 

Roussy, Villejuif, France; German Breast Group, Neu-Isenburg, Germany; Pfizer Inc, New York, NY; Peter 

MacCallum Cancer Centre, East Melbourne, Victoria, Australia 

 

Background: PALOMA-3 is a randomized, double-blind, phase III study comparing P+F with fulvestrant plus 

placebo (F+Pla) in pre- and postmenopausal women with HR+/HER2– MBC that progressed on prior endocrine 

therapy. Recent studies have implicated ESR1 mu as a mechanism for acquired endocrine resistance in MBC. ctDNA 

assessed in plasma is a potential surrogate for a tumor’s genetic profile. Here, we assess the relationship between 

ctDNA ESR1 mu status and palbociclib sensitivity, and the reproducibility of ESR1 ctDNA analysis. Methods:  

396 baseline plasma samples from 521 pts enrolled in PALOMA-3 were collected and consented for use in this 

study. DNA was extracted from 2 mL aliquots using the QIAamp Circulating Nucleic Acid Kit and 12 ESR1 ligand-

binding domain mus were analyzed in exons 5, 7, and 8 by Sysmex Inostics. To assess reproducibility of ESR1 mu 

analysis, separate samples were analysed by droplet digital PCR. Results: ESR1 mus were detected in 106 (26.8%) 

of the 395 plasma samples tested, most frequently D538G (14.1%), E380Q (8.1%), Y537S (7.3%), and Y537N 

(4.5%). Mus were poly-clonal in 10.1% of pts. All 106 pts with ESR1 mus were previously treated with an aromatase 

inhibitor; no ESR1 mus were identified in pts previously treated with tamoxifen only. Overall, median progression-

free survival (PFS) was 5.7 months (mos) (95% confidence interval [CI]: 3.7–9.4) for pts with ESR1 mus versus 

9.2 mos (95% CI: 7.5–10.9) for pts without ESR1 mus (hazard ratio [HR] = 1.33 [95% CI: 0.99–1.80]; 2-sided P= 

0.0572). Median PFS was significantly longer in the P+F group compared with the F+Pla group both in pts without 

a detectable ESR1 mu (9.5 vs 3.8 mos; HR = 0.44 [95% CI: 0.31‒0.62], 1-sided P< 0.0001) and in pts with an ESR1 

mu (9.4 vs 4.1 mos; HR = 0.52 [95% CI: 0.32‒0.87], 1-sided P= 0.0052). In samples independently tested by droplet 

digital PCR (353/395), the concordance between the two assays was 94.1% (Kappa = 0.84). Conclusions: ESR1 

mus, detected in plasma ctDNA, were identified in a high percentage of pts with HR+ MBC confirming an important 

role in endocrine-resistance. P+F treatment provided significant benefit for MBC pts with and without ESR1 mus.
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Abstract ID: 507 (165131) 

 

PALOMA-2: Primary results from a phase III trial of palbociclib (P) with letrozole (L) 

compared with letrozole alone in postmenopausal women with ER+/HER2– advanced breast 

cancer (ABC). 

 

Authors: Richard S. Finn, Miguel Martin, Hope S. Rugo, Stephen E. Jones, Seock-Ah Im, Karen A. Gelmon, Nadia 

Harbeck, Oleg N. Lipatov, Janice Maria Walshe, Stacy L. Moulder, Eric Roland Gauthier, Dongrui (Ray) Lu, Sophia 

Randolph, Véronique Diéras, Dennis J. Slamon; David Geffen School of Medicine, Santa Monica, CA; Hospital 

Gregorio Maranon, Universidad Complutense, Madrid, Spain; University of California, San Francisco, San 

Francisco, CA; US Oncology Research, and The Woodlands, The Woodlands, TX; Seoul National University 

Hospital, Seoul, South Korea; BC Cancer Agency, Vancouver, BC; Brustzentrum der Universität München (LMU), 

Munich, Germany; State Budget Medical Institution, Republican Clinical Oncology, Ufa, Russian Federation; 

Adelaide and Meath Hospital, Dublin, Ireland; The University of Texas MD Anderson Cancer Center, Houston,TX; 

Pfizer Inc, La Jolla, CA; Pfizer Inc, San Diego, CA; Institut Curie, Paris, France; University of California, Los 

Angeles, Los Angeles, CA 

 

Background: Hormonal therapy (HT) is the mainstay for patients (pts) with ER+ BC. P, a cyclin-dependent kinase 

4/6 inhibitor, blocks growth of ER+/HER2– BC preclinical models. In PALOMA-1, an open-label Ph 2 trial, 

addition of P to L improved median PFS vs L alone (20.2 months [mo] vs 10.2 mo) in pts with first-line ER+/HER2– 

ABC with acceptable safety, leading to accelerated FDA approval. PALOMA-2 is a randomized double-blind Ph 3 

trial designed to confirm these results. Methods: 666 postmenopausal pts with no prior systemic therapy for ABC 

were randomized 2:1 to receive P (oral 125 mg/d; 3 wks on/1 wk off) + L (2.5 mg/d continuously) or PLB + L every 

28 days until disease progression, consent withdrawal or death. Pts were stratified by disease site, disease-free 

interval from end of (neo)adjuvant therapy, and prior HT (yes/no). Primary endpoint: investigator-assessed PFS; 

key secondary endpoints: overall survival (OS), objective response rate (ORR), clinical benefit rate (CBR=CR + 

PR + SD ≥24 wks), patient-reported outcomes and safety. Tumor assessments were every 12 wks. 347 events were 

needed with 90% power to detect a hazard ratio (HR) ≤0.69 in favor of P+L (1-sided α=0.025). Results: By 26 

Feb 2016, 331 PFS events occurred. Baseline characteristics were well balanced. Median PFS was 24.8 mo (P+L) 

vs 14.5 mo (PLB+L) (HR=0.58 [0.46–0.72], P<0.000001). ORR was improved with P+L (42.1% vs 34.7%, P=0.031; 

55.3% vs 44.4% in pts with measurable disease [P=0.013]). CBR was 84.9% vs 70.3% (P<.0001). Common adverse 

events (AEs; all grades) with P+L vs PLB+L were neutropenia (79.5% vs 6.3%), fatigue (37.4% vs 27.5%), nausea 

(35.1% vs 26.1%), arthralgia (33.3% vs 33.8%) and alopecia (32.9% vs 15.8%). Most common severity seen was 

G3 for neutropenia (56.1%) and G1 for the other AEs. Febrile neutropenia was seen only with P+L (2.5%). 

Permanent discontinuation due to AEs was 9.7% (P+L) vs 5.9% (PLB+L). OS data are immature; final OS analysis 

is pending. Conclusion: PALOMA-2 expands and confirms the significant clinical benefit and safety of P+L in 

ER+/HER2– ABC pts who had not received prior systemic therapy for their advanced disease.  
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Abstract ID: 500 (166834) 

 

Pathologic complete response (pCR) rates after neoadjuvant trastuzumab emtansine (T-

DM1[K]) + pertuzumab (P) vs docetaxel + carboplatin + trastuzumab + P (TCHP) treatment in 

patientswith HER2-positive (HER2+) early breast cancer (EBC) (KRISTINE). 

 

Authors: Sara A. Hurvitz, Miguel Martin, William Fraser Symmans, Kyung Hae Jung, Chiun-Sheng Huang, 

Alastair Mark Thompson, Nadia Harbeck, Vicente Valero, Daniil Stroyakovskiy, Hans Wildiers, Karen Afenjar, 

Rodrigo Fresco, Hans-Joachim Helms, Jin Xu, Yvonne Gail Lin, Joseph A. Sparano, Dennis J. Slamon; David 

Geffen School of Medicine,University of California Los Angeles, Los Angeles, CA; Hospital Gregorio Maranon, 

Universidad Complutense, Madrid, Spain; The University of Texas MD Anderson Cancer Center, Houston, TX; 

Department of Oncology, Asan Medical Center, University of UlsanCollege of Medicine, Seoul, Korea South; 

Department of Surgery, National Taiwan University Hospital and National Taiwan University College of Medicine, 

Taipei, Taiwan; Breast Center, University of Munich, Munich, Germany; Moscow City Oncology, Moscow, Russia; 

University Hospitals Leuven, Leuven, Belgium; Translational Research In Oncology,Paris, France; Translational 

Research in Oncology, Montevideo, Uruguay; F. Hoffmann-LaRoche Ltd., Basel, Switzerland; Genentech, Inc., 

South San Francisco, CA; Montefiore Medical Center, Albert Einstein College of Medicine, Bronx, NY; David 

Geffen School of Medicine, University of California Los Angeles, Santa Monica, CA 

 

Background: K and P bind different HER2 domains and have marked antitumor activity in HER2+ breast cancer. 

KRISTINE (NCT02131064) is an open-label phase 3 study comparing neoadjuvant K + P (KP) vs TCHP in patients 

with HER2+ EBC. This provides the first phase 3 data for a complete neoadjuvant regimen omitting standard 

chemotherapy. Methods: The primary endpoint was pCR rate (ypT0/is, ypN0). Treatment-naive women with stage 

II-IIIC centrally assessed HER2+ EBC were randomized to 6 cycles of KP or TCHP and were then evaluated for 

pCR. The Cochran Mantel-Haenszel χ2-test stratified by hormone receptor status and clinical stage was used to 

compare pCR rates. The study had 90% power to detect a 15 percentage point increase in pCR from 60% (TCHP) 

to 75% (KP). Secondary endpoints included breast conserving surgery (BCS) rate, safety, and patient-reported 

outcomes. Results: Baseline demographic and disease characteristics were comparable between the TCHP (n = 221) 

and KP (n = 223) arms. pCR rates were 55.7% (95% CI 48.8–62.3%) and 44.4% (95% CI 37.8–51.2%) in the TCHP 

and KP arms, respectively (p= 0.0155). More women in the TCHP vs KP arm underwent BCS (52.6% vs 41.7%, p= 

0.0228). In patients with ER+ EBC, pCR was 44.8% in the TCHP arm and 37.9% in the KP arm; it was 72.4% with 

TCHP and 53.8% with KP in women with ER-EBC. The incidence of grade ≥ 3 AEs and SAEs was lower with 

KP in the safety population (Table). Time to a ≥ 10-pt decrease from baseline in health related quality of life 

(HRQoL, 4.6 vs 3.0 months) and physical function (4.9 vs 2.8 months) was longer in the KP arm. Conclusion: 

While treatment with KP led to pCR in 44.4% of women, TCHP yielded a significantly higher pCR rate. However, 

KP had a notably better safety profile, and HRQoL and physical functioning were maintained longer. 
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Abstract ID: LBA503 (162159) 

 

Heritage: A phase III safety and efficacy trial of the proposed trastuzumab biosimilar Myl-

1401O versus Herceptin 

 

Authors: Hope S. Rugo, Abhijit Barve, Cornelius F. Waller, Miguel Hernandez-Bronchud, JayHerson, Jinyu Yuan, 

Alexey Manikhas, Igor Bondarenko, Guzel Mukhametshina, Gia Nemsadze,Joseph D. Parra, Maria Luisa T. 

Abesamis Tiambeng, Kakhaber Baramidze, Charuwan Akewanlop, Ihor Vynnychenko, Virote Sriuranpong, 

Gopichand Manillapalli, Sirshendu Ray, Eduardo Patricio Yanez Ruiz, Eduardo J. Pennella; University of 

California, San Francisco, San Francisco, CA; Head of Global Clinical Research, Mylan, Canonsburg, PA; 

University of Freiburg Medical Center, Freiburg,Germany; Quiron Group Spain, Bellaterra, Spain; Johns Hopkins 

Bloomberg School of Public Health, Chevy Chase, MD; Director Biostatistics, Mylan, Canonsburgh, PA; City 

Clinical Oncological Dispensary, St. Petersburg, Russian Federation; Dnipropetrovsk State Medical Academy, 

Dnepropetrovsk, Ukraine; Regional Clinical Oncological Center, Kazan, Russia; Institute of Clinical Oncology, 

Tbilisi, Georgia; St. Luke's Medical Center, Taguig City, Philippines; Cardinal Santos Medical Center, Cancer 

Institute, Metro Manila, philippines; Golden Fleece 21 Century Health HouseLtd, Tbilisi, Georgia; Siriraj Hospital, 

Bangkok, Thailand; Sumy Regional Clinical Oncology Center, Oncothoracic Department, Sumy State University, 

Sumy, Ukraine; King Chulalongkorn Memorial Hospital, Bangkok, Thailand; City Cancer Centre, Vijaywada, India; 

Curie Manavata Cancer Centre, Nasik, India; Instituto Clinico Oncologico del Sur, Temuco, Chile; Mylan, 

Canonsburg, PA 

 

Background: Trastuzumab has revolutionized treatment of HER2+ breast cancer. Globally accessible alternatives 

are a critical need. We evaluated Myl-1401O, a proposed trastuzumab biosimilar, as treatment for HER2+ metastatic 

breast cancer (MBC), based on physicochemic alanalyses, nonclinical, pharmacokinetic and pharmacodynamic 

studies*. Methods: Heritage is adouble-blind, randomized clinical trial designed to evaluate comparative efficacy 

and safety of Myl-1401O vs Herceptin. Eligible patients (pts) had centrally confirmed, measurable HER2+ MBC 

without prior chemotherapy or trastuzumab for metastatic disease. Pts were randomized to receive either Myl-

1401O or Herceptin with docetaxel or paclitaxel for a minimum of 8 cycles. Trastuzumabwas continued until 

progression. The primary endpoint was overall response (ORR) at Week 24 byblinded central evaluation using 

RECIST 1.1. Secondary endpoints include progression free survival (PFS), overall survival, and safety. A sample 

size of 456 pts was calculated to demonstrate equivalence in ORR at Week 24 for MYL-1401O vs Herceptin, defined 

as a 90% confidence interval(CI) for the ratio of best ORR within the equivalence margin (0.81, 1.24).
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Abstract ID: 1000 (166500) 

 

Interim joint analysis of the ABC (anthracyclines in early breast cancer) phase III trials(USOR 

06-090, NSABP B-46I/USOR 07132, NSABP B-49 [NRG Oncology]) comparing docetaxel 

+cyclophosphamide (TC) v anthracycline/taxane-based chemotherapy regimens (TaxAC) in 

womenwith high-risk, HER2-negative breast cancer. 

 

Authors: Joanne Lorraine Blum, Patrick J. Flynn, Greg Yothers, Lina Asmar, Charles E. Geyer Jr., Samuel A. 

Jacobs, Nicholas J. Robert, James Norman Atkins, Joyce O'Shaughnessy, Chau T. Dang, Henry Leonidas Gomez, 

Louis Fehrenbacher, Svetislava J. Vukelja, Alan P. Lyss, Devchand Paul,Adam M. Brufsky, Sandra M. Swain, 

Eleftherios P. Mamounas, Stephen E. Jones, Norman Wolmark; US Oncology Research, and Texas Oncology - 

Baylor Charles A. Sammons Cancer Center, Dallas, TX; NSABP/NRG Oncology, and US Oncology Research, and 

Metro-Minnesota Community Oncology Research Consotrium (MMCORC), Minneapolis, MN; NRG Oncology, and 

The University of Pittsburgh, Pittsburgh, PA; US Oncology Research, and McKesson Specialty Health, The 

Woodlands, TX; NSABP/NRG Oncology, and The Massey Cancer Center, Virginia Commonwealth University, 

Pittsburgh, PA; NSABP/NRG Oncology, and The University of Pittsburgh Cancer Institute, University of Pittsburgh 

School of Medicine, Pittsburgh, PA; The US Oncology Network, Fairfax, VA; NSABP/NRG Oncology, and The 

Southeastern Medical Oncology Center, Goldsboro, NC; US Oncology Research, and The Baylor University 

Medical Center, Dallas, TX; Memorial Sloan Kettering Cancer Center, New York, NY; ECOG/ACRIN, and The 

Instituto Nacional de Enfermedades Neoplasicas INEN, Lima, Peru; NSABP/NRG Oncology, and Kaiser 

Permanente Northern California, Novato, CA;US Oncology Research, and Texas Oncology - Tyler Cancer Center, 

Tyler, TX; NSABP/NRG Oncology, and The Heartland Cancer Research NCORP/Missouri Baptist Cancer Center, 

St. Louis, MO; US Oncology Research, and Rocky Mountain Cancer Centers, Denver, CO; NSABP/NRG Oncology, 

and The Magee Womens Hospital, UPMC, Pittsburgh, PA; NSABP/NRG Oncology, and The Washington Cancer 

Institute, MedStar Washington Hospital Center, Washington, DC; NSABP/NRG Oncology, and UF Cancer Center 

at Orlando Health, Orlando, FL; US Oncology Research, and The Woodlands, The Woodlands, TX; NSABP/NRG 

Oncology, and The Allegheny Cancer Center at Allegheny General Hospital, Pittsburgh, PA 

 

Background: The ABC adjuvant trials (5/2007-11/2013) were developed by USOR and NSABP to determine if a 

regimen of TC for 6 cycles is non-inferior to combination regimens of doxorubicin/cyclophosphamide with 

docetaxel or paclitaxel (TaxAC) in women with resected high-risk, HER2-negative breast cancer. 1870 patients (pts) 

from B-49 were combined with 1077 from the Tax AC and TC groups of B-46-I/USOR 07132, and 1295 from 

USOR 06-090, for a total of 4242. A detailed history of this collaborative effort will be discussed. Methods: The 

primary endpoint was invasive disease-free survival (iDFS), defined as time to local, regional or distant recurrence, 

invasive contralateral breast cancer, second primary cancer, or death. Pts were stratified for: parent trial, pos nodes 

(0, 1-3, 4-9, 10+), and hormonal status (neg, pos). A hazard ratio (HR) from a stratified Cox model of 1.18 or more 

was pre-defined as inferior. HRs above 1 favor TaxAC. Our pre-specified interim monitoring plan was to report 

early for futility if HR was >1.18 when 334 iDFS events were observed (50% of planned 668 events for definitive 

analysis). Results: 2078 pts randomized to TC and 2052 to TaxAC (total 4130) began assigned therapy and comprise 

the analysis set. Median follow-up: 3.2 yrs. Pt and tumor characteristics are balanced by treatment: 69% hormone 

pos, 41% node neg, 51% high grade. With 334 iDFS events, observed HR for TC v TaxAC is 1.202 (95% CI 0.97-

1.49), which exceeds 1.18, thus we are reporting early for futility. With 397 iDFS events, 3 yr iDFS is 91.7% for 

TC v 92.4% for TaxAC. For TNBC: 86.6% v 89.6%, HR, 1.42, (1.04-1.94). For hormone pos: 94.1% v 93.7%, HR, 

1.08 (0.84-1.40). Tests for treatment interaction by hormone receptor, nodal status, and protocol were negative. 

Conclusions: Statistical non-inferiority of the non-anthracycline regime could not be demonstrated. Longer follow-
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up should clarify the clinical utility of these initial findings. SUPPORT: U10CA-180868, -21115, -189867, -180822, 

-180820; 180821; 180791; Genentech
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Abstract ID: 1007 (170337) 

 

Ten-year survival results of ACOSOG Z0011: A randomized trial of axillary node dissection 

inwomen with clinical T1-2 N0 M0 breast cancer who have a positive sentinel node (Alliance). 

 

Authors: Armando E. Giuliano, Kelly Hunt, Karla V. Ballman, Peter D. Beitsch, Pat W.Whitworth, Peter William 

Blumencranz, A. Marilyn Leitch, Sukamal Saha, Linda Mackie McCall, Monica Morrow; Cedars-Sinai Medical 

Center, Los Angeles, CA; Department of Breast Surgical Oncology, Division of Surgery, The University of Texas 

MD Anderson CancerCenter, Houston, TX; Weill Cornell Medical College, New York, NY; Dallas Surgical Group, 

Dallas, TX; NRG Oncology/NSABP, ALLIANCE/ACOSOG, and Nashville Breast Center, Nashville, TN; Morton 

Plant Hosp, Clearwater, FL; The University of Texas Southwestern Medical Center, Dallas, TX; McLaren Regional 

Medical Center, Michigan State University, Flint, MI; Alliance for Clinical Trials in Oncology, Durham, NC; 

Memorial Sloan Kettering Cancer Center, New York, NY 

 

Background: The early results of ACOSOG Z0011 showed that selected sentinel node (SN)-positive patients (pts) 

treated with sentinel node biopsy (SNB), whole breast irradiation, and adjuvant systemic therapy experienced 

overall survival (OS) and disease-free survival (DFS) not inferior to those treated with axillary lymph node 

dissection (ALND). There were concerns that thefollow-up was inadequate to assure non-inferiority. The 10-year 

survival results of Z0011 are reported here. Methods: Clinically node-negative pts with 1 or 2 SNs with H&E-

detected metastases were randomized to ALND or no further axillary specific treatment. All pts were toreceive 

whole breast irradiation and systemic therapy. OS and DFS were evaluated. Results: 446 pts were randomized to 

SNB alone and 445 to SNB + ALND. Pts in both arms were similar with respect to age, tumor size, Bloom-

Richardson score, estrogen receptor status, adjuvant systemic therapy, tumor type, and stage. Pts randomized to 

SNB alone had a median of two lymph nodes removed whereas patients randomized to ALND had a median of 17 

nodes removed. 17.6% of ALND pts had 3 or more involved nodes compared to 5.0% of SNB pts (p < 0.001). At a 

median follow-up of 9.25 years, there were no statistically significant differences in local (p = 0.11) or regional 

recurrence (p = 0.45) There were only 2 nodal recurrences in the ALND arm and 5 in the SNB alone arm. The 10-

year locoregional recurrence-free survival was 93.2% for the ALND arm and 94.1% for the SNB alone arm (p = 

0.36). The 10-year OS for pts undergoing SNB + ALND was 83.6% compared to 86.3% for SNB (p = 0.40), and 

DFS was 78.3% compared to 80.3%, respectively (p = 0.30). Eleven percent of pts did not receive radiation, and 

there were differences in radiation delivery noted upon review of 228 detailed radiation therapy records: 

supraclavicular field (18.9%) or high tangents (50%). Variations in radiation delivery were equally distributed 

among the three arms. Conclusions: Long-term results of ACOSOG Z0011 support the initial conclusion that SNB 

can achieve survival results not inferior to ALND. Support: U10CA180821, U10CA180882. ClinicalTrials.gov 

Id: NCT00003855 
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Abstract ID: 1005 (170268) 

 

A randomized controlled trial evaluating resection of the primary breast tumor in women 

presenting with de novo stage IV breast cancer: Turkish Study (Protocol MF07-01). 

 

Authors: Atilla Soran, Vahit Ozmen, Serdar Ozbas, Hasan Karanlik, Mahmut Muslumanoglu, Abdullah Igci, Zafer 

Canturk, Zafer Utkan, Cihangir Ozaslan, Turkkan Evrensel, Cihan Uras, Erol Aksaz, Aykut Soyder, Umit Mustafa 

Ugurlu, Cavit Col, Neslihan Cabioglu, Betul Bozkurt, Efe Sezgin, Ronald Johnson, Barry C. Lembersky; 

Department of Surgery, Division of Surgical Oncology Magee-Womens Hospital of UPMC, Pittsburgh, PA; Istanbul 

University, Istanbul, Turkey; Federation of Breast Disease Associations, Ankara, Turkey; Istanbul University, 

Institute of Oncology, Istanbul, Turkey; General Surgery Department, Istanbul Medical School, Istanbul University, 

Istanbul, Turkey; Department of General Surgery, Istanbul University, Istanbul, Turkey; Kocaeli University, Kocaeli, 

Turkey; Turkish Federation of Breast Disease Associations, Kocaeli, Turkey; Turkish Federation of Breast Disease 

Associations, Ankara, Turkey; Uludag Univ, Pittsburgh, PA; Turkish Federation of Breast Disease Associations, 

Bursa, Turkey; Turkish Federation of Breast Disease Associations, Aydin, Turkey; Marmara University School of 

Medicine, Department of General Surgery, Istanbul, Turkey; Turkish Federation of Breast Disease Associations, 

Bolu, Turkey; Istanbul Faculty of Medicine, University of Istanbul, Department of Surgery, Istanbul, Turkey; Turkish 

Federation of Breast Disease Associations, Izmir, Turkey; Magee-Womens Hospital, Pittsburgh, PA; University of 

Pittsburgh, Pittsburgh, PA 

 

Background: The MF07-01 trial is a multicenter phase III randomized trial of treatment naivestage IV BC patients 

comparing loco-regional surgery (LRS) followed by appropriate systemictherapy (ST) vs ST alone. Aims: To 

compare 3-year survival and loco-regional progression (LRP). Methods: At initial diagnosis patients were 

randomized 1:1 to LRS group or ST group. After consideration of retrospective studies, we hypothesized at 36 

months a survival difference between the two groups to be 18%. Assuming a 10% drop out rate and with a one sided 

log-rank test with a 95% CI and a 90% power 271 patients needed to be randomized. Results: 274 patients were 

accrued; 138 in the LRS group and 136 in the ST group. The groups were comparable regarding age, BMI, HER2 

neu, tumor type and size, histologic grade, and bone and visceral metastasis (all p > 0.05). There were 76 (55%) 

deaths in the LRS group and 101 (74%) in the ST group during the median 40 (20-51) months follow-up. At 36 

months the survival rate was similar the LRS group and the ST group (60% and 51%, respectively; p = 0.5). Overall 

survival (OS) was 34% higher in the LRS group compared to the ST group (HR: 0.66, 95%CI 0.49-0.88: p = 0.005). 

In unplanned subgroup analyses, OS was statistically higher in LRS group than ST group; ER/PR (+) (HR: 0.64, 

0.46-0.91, p = 0.01), HER2 neu (-) (HR: 0.64, 95%CI 0.45-0.91; p = 0.01), patients < 55 years (HR: 95%CI 0.57, 

0.38-0.86; p = 0.006), and solitary bone only metastasis (HR: 0.47, 95%CI 0.23-0.98; p = 0.04). The median survival 

was 14 months higher in the LRS group comparing with the ST group in bone only metastasis (56 vs 42 months, 

respectively; HR 0.67, 95%CI 0.43-1.07; p = 0.09). LRP was 1% (n = 2) in the LRS group and it was 11% (n = 15) 

in the ST group (p = 0.001). Conclusion: In this trial we did not observe improvement in 36 month survival with 

surgery. However, longer follow up revealed statistically significant improvement in median survival with surgery 

(46 vs.37 months) at median 40 months follow up. Additionally, patients with a more indolent form of metastatic 

BC such as ER (+), HER2 neu (-), solitary bone metastasis, and patients < 55 years old have a significant survival 

benefit with initial surgery. 
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Abstract ID: LBA509 (166552) 

 

Therapy of relapsed/refractory metastatic triple-negative breast cancer (mTNBC) with an anti-

Trop-2-SN-38 antibody-drug conjugate (ADC), sacituzumab govitecan (IMMU-132): Phase II 

results. 

 

Authors: Aditya Bardia, Jennifer Robinson Diamond, Wells A. Messersmith, Ingrid A. Mayer, Steven J. Isakoff, 

Vandana Gupta Abramson, Jordan Berlin, Alexander Starodub, Joyce O'Shaughnessy, Kevin Kalinsky, Rebecca L. 

Moroose, Nikita C. Shah, Dejan Juric, Geoffrey Shapiro, Michael J. Guarino, Allyson J. Ocean, Francois Wilhelm, 

Robert M. Sharkey, David M. Goldenberg, Linda T. Vahdat; Massachusetts General Hospital Cancer Center, Boston, 

MA; University of Colorado Denver, Aurora, CO; University of Colorado Cancer Center, Aurora, CO; Vanderbilt-

Ingram Comprehensive Cancer Center, Nashville, TN; Vanderbilt University Medical Center, Nashville, TN; 

Vanderbilt-Ingram Cancer Center, Nashville, TN; Indiana University Health Goshen Center for Cancer Care, 

Goshen, IN; Baylor University Medical Center, Texas Oncology, Dallas, TX; Columbia University Medical Center, 

New York, NY; UF Health Cancer Center at Orlando Health, Orlando, FL; Dana-Farber Cancer Institute, Boston, 

MA; Helen F. Graham Cancer Center at Christiana Care Health System, Newark, DE; Weill Cornell Medical 

College, New York, NY; Immunomedics, Inc., Morris Plains, NJ; Immunomedics Inc., Morris Plains, NJ 

 

Background: Pts with mTNBC have an aggressive course with limited effective therapyoptions. Sacituzumab 

govitecan (IMMU-132) is a novel ADC comprising SN-38, the activemetabolite of the topoisomerase inhibitor, 

irinotecan, conjugated to an anti-Trop-2 humanized mAb. The mAb and ADC show immunotherapy effects in vitro 

(ADCC). Trop-2’s expression isincreased in most epithelial cancers (>80%), including TNBC. Methods: A Phase 

I/II clinical trial(ClinicalTrials.gov, NCT01631552) enrolled relapsed/refractive (R/R) pts with mTNBC dosed with 

intravenous IMMU-132 on days 1 and 8 of 21-day treatment cycles. Treatment continued based ontolerance or until 

progression. Results, including complete responses (CR), partial response (PR), stable disease (SD), and clinical 

benefit ratio (CBR6), from the phase II are given.
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Abstract ID: 3504 (161936) 

 

Impact of primary (1º) tumor location on overall survival (OS) and progression-free survival 

(PFS) in patients (pts) with metastatic colorectal cancer (mCRC): Analysis of CALGB/SWOG 

80405 (Alliance). 

 

Authors: Alan P. Venook, Donna Niedzwiecki, Federico Innocenti, Briant Fruth, Claire Greene, Bert H. O'Neil, 

James Edward Shaw, James Norman Atkins, Laura E. Horvath, Blase N. Polite, Jeffrey A. Meyerhardt, Eileen Mary 

O'Reilly, Richard M. Goldberg, Howard S. Hochster, Charles David Blanke, Richard L. Schilsky, Robert J. Mayer, 

Monica M. Bertagnolli, Heinz-Josef Lenz; University of California, San Francisco, San Francisco, CA; Duke 

University Medical Center, Durham, NC; The University of North Carolina at Chapel Hill, Chapel Hill, NC; Mayo 

Clinic Cancer Center, Rochester, MN; Indiana University, Simon Cancer Center, Indianapolis, IN; Medstar 

Washington Hospital Center, Washington, DC; NSABP/NRG Oncology, and The Southeastern Medical Oncology 

Center, Goldsboro, NC; Alliance for Clinical Trials in Oncology, Naperville, IL; The University of Chicago, 

Chicago, IL; Dana-Farber Cancer Institute, Boston, MA; Memorial Sloan Kettering Cancer Center, New York, NY; 

The Ohio State University Comprehensive Cancer Center, Arthur G. James Cancer Hospital, Columbus, OH; 

Department of Medical Oncology, Yale University School of Medicine, New Haven, CT; Oregon Health & Science 

University, Portland, OR; American Society of Clinical Oncology, Alexandria, VA; Brigham and Women's Hospital, 

Boston, MA; University of Southern California, Los Angeles, CA 

 

Background: 80405 found no OS or PFS difference when Bevacizumab (BV) or Cetuximab (Cet) was added to 

1st-line FOLFOX or FOLFIRI in mCRC pts. As location of the 1° may affect mCRC outcome, we assessed the 

impact of 1° side (R v L) on OS and PFS in 80405 pts. Methods: 1° location was determined by chart review: 1137 

pts w/KRAS wt (codons 12 and 13) in main cohort; 252 pts w/ KRAS mut tumors treated w/ BV or Cet pre-

amendment. R-sided = cecum to hepatic flexure; L-sided = splenic flexure to rectum. Transverse (T) = hepatic to 

splenic flexure. PFS per investigator. Kaplan Meier and Cox regression methods used. Results: KRAS wt pts: 

Median age = 59; synchronous = 78%. 1° site: R – 280 (25%); L – 689 (61%); T- 62 (5%); unsure – 106 (9%). OS 

& PFS (Table) difference by side statistically significant if adjusted for age, gender, BV / Cet, chemotherapy, prior 

therapy. There was a significant 1° side by biologic interaction (P int = 0.003, PFS and OS) but not by chemo, 

gender or RAS. OS, L-sided: Cet v BV, superiority (Log rank p = 0.04); R-sided: BV v Cet, superiority (p = 0.03). 

Results similar for PFS and if T colon allocated to R side. KRAS mut pts: 1°s: R - 35%; L- 50%. No statistically 

significant difference in any subset although OS favors L > R (only OS data shown). Conclusions: mCRC arising 

in the R v L colon are clinically different. In KRAS wt mCRC, pts w/ L-sided 1° tumor have superior OS and PFS 

v pts w/ R-sided 1°. Though not pre-planned analyses, OS and PFS were prolonged w/ Cet in L and w/BV in R but 

were poorer w/ Cet in R. Forthcoming molecular analysis of 1°s - e.g. BRAF, MSI, methylation - may provide a 

biological explanation. For now, stratification in mCRC studies by R v L 1° sidedness is indicated. These data 

support BV in 1st line treatment for mCRC pts w/R-sided 1° tumor regardless of KRAS status. Support: 

U10CA180821, U10CA180882. 
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Abstract ID: 3507 (169602) 

 

CREST: Randomised phase III study of stenting as a bridge to surgery in obstructingcolorectal 

cancer—Results of the UK ColoRectal Endoscopic Stenting Trial (CREST). 

 

Authors: James Hill, Clive Kay, Dion Morton, Laura Magill, Kelly Handley, Richard G. Gray, CREST Trial 

Collaborative Group; Manchester Royal Infirmary, Manchester, United Kingdom; Bradford Royal Infirmary, 

Bradford, United Kingdom; The Queen Elizabeth Hospital, Birmingham, United Kingdom; University of 

Birmingham, Birmingham, United Kingdom; University of Oxford, Oxford, United Kingdom 

 

Background: Uncertainty remains about the efficacy and safety of endoluminal stenting as an alternative to 

emergency surgery in patients with potentially curable obstructing left sided colorectal cancer. Emergency 

presentations still account for 20% of all colorectal cancer cases; obstruction is present in 80% of these. Methods: 

Patients presenting in the emergency setting with left-sided colonic obstruction needing urgent decompression and 

radiological features of a carcinoma were randomized to either: endoluminal stenting as a bridge to surgery or 

surgical decompression. Patients were stratified according to curative intent based on pre-operative staging 

investigations. A combined endoscopic/fluoroscopic technique was standardized in stent workshops with elective 

surgery performed 1-4 weeks later. Results: 246 patients from 39 units were randomized between 2009 and 2014 

with 98% complying with allocated treatment. 92% were treated with curative intent. 30-day post-operative 

mortality (5.3% vs 4.4%) and length of hospital stay [15.5 days (IQR 10-26) vs 16 days (10-27)] were similar with 

stenting and surgery. Stenting achieved relief of obstruction in 82% of patients and reduced stoma formation; 69% 

emergency surgery v 45% with stenting as a bridge to surgery (p < 0.001). There were no significant differences in 

QoL at 3 and 12 months or critical care utilization. 1 year mortality for potentially curative patients did not differ 

by treatment group. Conclusions: CReST is the largest trial of endoluminal stenting in obstructing colorectal cancer. 

In patients fit enough to undergo surgery, stenting as a bridge to surgery reduced stoma formation without a 

detrimental effect on one-year survival. Post-operative mortality, length of hospital stay, critical care usage and 

Quality of Life were not different between the two treatment groups.  
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Abstract ID: 3511 (169716) 

 

The potential of circulating tumor DNA (ctDNA) to reshape the design of clinical trialstesting 

adjuvant therapy in patients with early stage cancers. 

 

Authors: Jeanne Tie, Yuxuan Wang, Cristian Tomasetti, Lu Li, Simeon Springer, Isaac Kinde, Rachel Wong, Suzanne 

Kosmider, Ben Tran, Jayesh Desai, Theresa M. Hayes, Andrew Mark Haydon, Desmond Yip, Michael Christie, 

Robert Strausberg, Luis A. Diaz Jr., Nickolas Papadopoulos, Kenneth W. Kinzler, Bert Vogelstein, Peter Gibbs; 

Walter and Eliza Hall Institute of Medical Research, Melbourne, Australia; Ludwig Center for Cancer Genetics and 

Therapeutics, Johns Hopkins University School of Medicine, Baltimore, MD; Division of Biostatistics & 

Bioinformatics, Department of Oncology, Johns Hopkins University School of Medicine, Baltimore, MD; 

Department of Biostatistics, Johns Hopkins Bloomberg School of Public Health, Baltimore, MD; Eastern Health 

Department of Medical Oncology, Monash University, Melbourne, Australia; Western Health, Melbourne, Australia; 

Royal Melbourne Hospital, Melbourne, Australia; St. John of God Health Care, Warrnambool, Australia; Alfred 

Hospital, East Brighton, Australia; The Canberra Hospital, Canberra, Australia; Walter and Eliza Hall Institute of 

Medical Research and Royal Melbourne Hospital, Parkville, Australia; Ludwig Institute for Cancer Research, New 

York, NY; Johns Hopkins University, Baltimore, MD; Ludwig Center for Cancer Genetics and Therapeutics at Johns 

Hopkins, Baltimore, MD 

 

Background: The conventional approach to testing the benefit of adjuvant therapies in patients (pts) with relatively 

favorable prognoses is to follow a large number of pts for long periods of time, hoping that mature outcome data 

will document an improved outcome compared to control pts. We reasoned that the design of such trials could be 

improved if pts with minimal residual disease could be identified a priori through the presence of ctDNA, and the 

effects of adjuvant therapy then assessed through serial ctDNA assays. Methods: We carried out a prospective trial 

in 231 pts with Stage II colon cancer. Serial plasma samples were collected every 3 months starting 4-10 weeks 

after surgery. Somatic mutations in pts' tumors were identified via sequencing of 15 genes commonly mutated in 

colon cancer. We then designed personalized assays to quantify ctDNA in plasma samples. Adjuvant chemotherapy 

was administered at clinician discretion, blinded to ctDNA analysis. Results: Somatic mutations were identified in 

230 (99.6%) of tumors. Matching ctDNA was detected in the immediate post-operative period in 14 of 178 (8%) 

pts not treated with chemotherapy, 11 of whom had recurred (79%) at a median follow-up of 27 months. In contrast, 

recurrence occurred in only 16 (10%) of the 164 pts with negative ctDNA not treated with chemotherapy (HR 15.66, 

log-rank P<0.0001). ctDNA was detected in the immediate post-operative period in 6 of 52 pts who went on to 

receive chemotherapy. The ctDNA status turned from positive to negative during adjuvant treatment phase in all 6 

pts (100%) but became positive again following completion of chemotherapy in 2 pts, both of whom have recurred. 

In patients with serial samples available, the median lead-time between ctDNA detection and radiologic-recurrence 

was 167 days. Conclusions: Detection of ctDNA in pts with resected stage II colon cancer provides direct evidence 

of residual disease. As well as defining pts at very high risk of later radiologic-recurrence, serial ctDNA analysis 

may provide an early readout of adjuvant treatment effect. Including ctDNA analyses would increase the efficiency 

of clinical trials testing the benefit of adjuvant treatment.  
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Abstract ID: 3512 (168547) 

 

FOLFIRINOX combined to targeted therapy according RAS status for colorectal cancer 

patients with liver metastases initially non-resectable: A phase II randomized Study—Prodige 

14 –accord 21 (METHEP-2), a unicancer GI trial. 

 

Authors: Marc Ychou, Michel Rivoire, Simon Thezenas, Rosine Guimbaud, Francois Ghiringhelli, Anne Mercier-
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Aparicio, Rene Adam, Marie-Pierre Galais, Franck Audemar, Eric Assenat, Trevor Stanbury, Olivier Bouche; 

Montpellier Cancer Institute, Montpellier, France; Centre Léon Bérard, Lyon, France; Institut Régional du Cancer 

Montpellier, Montpellier, France; University Hospital of Rangueil, Toulouse, France; Centre Georges-François 

Leclerc, Dijon, France; Centre Hospitalier Privé de Saint-Grégoire, Saint-Grégoire, France; Radiotherapy and 
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Background: Liver metastases (LM) from colorectal cancer (CRC) are initially resectable in only 10-15% of 

patients (pts). The conversion to resectability following induction chemotherapy is an important strategy to increase 

survival. Our study was designed to determine the most appropriate chemotherapy (associated with a targeted 

therapy) for CRC pts with LM considered as initially unresectable. Methods: This French phase II, multicenter, 

prospective trial, randomized pts between bi-chemotherapy (BiCT) versus tri-chemotherapy (TriCT). The 

population was initially stratified by targeted therapy depending on KRAS status and then by RAS status (from 02 

Dec 2013 due to the change in cetuximab’s [Cet] marketing authorization): Cet for wt(K)RAS pts and bevacizumab 

(Bev) for mtRAS pts. The hypothesis was to increase the rate of LM resection (R0-R1) from 50% with BiCT to 70% 

with TriCT (bilateral α-test 5%; power 90%). Results: 256 patients were randomized in 33 sites from February 2011 

till April 2015: 126 BiCT (FOLFIRI [56 pts]; FOLFOX4 [70 pts]) and 130 TriCT (FOLFIRINOX). The resection 

rate (R0 or R1; CI95%) of the LM was 45.2% [36; 54] for pts treated with BiCT vs 56.9% [48; 66] for TriCT (p = 

0.062).The LM resection rate (R0 or R1; CI95%) was 44.7% [35; 55] for pts treated with Bev (mtRAS) vs 55.6% 

[47; 64] for Cet (wtRAS) (p = 0.087). At the time of data analysis, the median follow-up (CI95%) was 22.5 months 

[19.6;29.5] for the BiCT pts and 23.5 months [19.8; 28.8] for the TriCT pts and at analysis 78 patients had died. The 

median overall survival (OS) is significantly different (p = 0.048): in the TriCT Arm the median OS was not reached 

and is 36 months [23.5;40.6] in the BiCT Arm. The severe toxicity rate was 37.6% for BiCT vs 41.7% for TriCT (p 

= 0.503). 38 BiCT pts and 34 TriCT pts had surgical complications, with two deaths in each arm. Conclusions: First 

line FOLFIRINOX chemotherapy, in association with a targeted therapy, showed a higher rate of LM R0/R1 

resections than standard BiCT (FOLFIRI or FOLFOX4) combined with the same targeted therapy, with a 

statistically significant difference in terms of OS. 
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NCI9673: A multi-institutional eETCTN phase II study of nivolumab in refractory metastatic 

squamous cell carcinoma of the anal canal (SCCA). 

 

Authors: Van Karlyle Morris II, Kristen Keon Ciombor, Mohamed E. Salem, Halla Sayed Nimeiri, Syma Iqbal, 

Preet Paul Singh, Blase N. Polite, Dustin A. Deming, Emily Chan, James Lloyd Wade III, Tanios S. Bekaii-Saab, 

Hope Elizabeth Uronis, Manolo G Pasia, Gail Bland, Robert A. Wolff, Aki Ohinata, Chimela Ohaji, Jane Rogers, 

Padmanee Sharma, Cathy Eng; The University of Texas MD Anderson Cancer Center, Houston, TX; The Ohio State 

University Comprehensive Cancer Center, Arthur G. James Cancer Hospital, Columbus, OH; Lombardi 

Comprehensive Cancer Center, Georgetown University, Washington, DC; Robert H. Lurie Comprehensive Cancer 

Center of Northwestern University, Chicago, IL; University of Southern California/Norris Comprehensive Cancer 
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Background: The incidence of SCCA continues to rise annually in the US. 20% of patients (pts) will develop 

metastatic (met) disease which lacks a consensus approach to treatment. SCCA is largely driven by immune evasion 

of HPV-specific CD8 and CD4 T cells which promote oncogenesis for SCCA. Nivolumab (Nivo), a monoclonal 

antibody targeting PD-1 on T cells, promotes immune-mediated anti-tumor activity of T cells against HPV-positive 

cells in vitro. This is the first phase II trial of Nivo for pts with refractory met SCCA. Methods: Previously treated 

but immunotherapy naïve met SCCA pts were eligible. PD-L1 expression was not required. HIV+ (CD4 count > 

300/uL) and hepatitis B/C pts were eligible. A Simon two-stage phase II trial (Ho: p < .05, Ha: p ≥ .20) was 

conducted. All pts were evaluated by RECIST Criteria 1.1. Pts received Nivo (3 mg/kg) IV every 2 weeks. Optional 

pre-treatment and on-treatment tissue biopsies and plasma samples were collected for immune biomarkers and 

HPV/p16 status. All correlatives were evaluated at MDACC by the Immunotherapy Platform team and the Core 

Facility. Results: 39 pts were screened across the ETCTN network (May 2015 - October 2015); 37 pts were eligible. 

Median age was 56 years (interquartile range [IQR], 51.1-63.6); M:F was 12:25. Median number of prior therapies: 

2 (range 1-8). All pts were evaluable for toxicity; 33 pts were evaluable for response. Median number of cycles: 6 

(IQR, 3-10). Seven (21%) pts had a partial response and 19 (58%) pts had stable disease; disease control rate of 

79%. Ten pts (one HIV+) remain on study [7 pts for > 6 months (M)]. Median progression-free survival was 4.1M. 

Common adverse events (AE): fatigue, nausea, and rash. Six pts had grade 3 AE’s: fatigue (N = 2) and one pt each 

of pneumonitis, rash, anemia, and hyperglycemia. Conclusions: Currently, there is no consensus approach for met 

SCCA. NCI9673 is the first prospective phase II trial of nivolumab in refractory metastatic SCCA. Single agent 

nivolumab demonstrated potentially meaningful activity and was well tolerated. Further evaluation of immune 

checkpoint therapy in met SCCA is justified. Updated clinical results will be presented. Exploratory correlative 

work is ongoing.  
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FAST: An international, multicenter, randomized, phase II trial of epirubicin, oxaliplatin, and 

capecitabine (EOX) with or without IMAB362, a first-in-class anti-CLDN18.2 antibody, as first-

linetherapy in patients with advanced CLDN18.2+ gastric and gastroesophageal junction (GEJ) 

adenocarcinoma. 
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Background: Claudin18.2 (CLDN18.2) is a tight junction protein expressed by several cancers including gastric 

and GEJ adenocarcinoma. IMAB362 is a chimeric monoclonal antibody that mediates specific killing of 

CLDN18.2-positive cancer cells by activation of immune effector mechanisms. IMAB362 has demonstrated single-

agent activity and was safe and tolerable inpatients (pts) with pretreated gastric cancer. Methods: Pts with 

advanced/recurrent gastric and GEJ cancer were centrally evaluated for CLDN18.2 expression by IHC (validated 

CLAUDETECT18.2 Kit). Eligible pts had a CLDN18.2 expression of ≥ 2+ in ≥ 40% tumor cells, an ECOG PS of 

0–1 and were not eligible for trastuzumab. Pts were randomized 1:1 to first-line EOX (epirubicin 50 mg/m2 and 

oxaliplatin 130 mg/m2 d1, and capecitabine 625 mg/m2 bid, d1–21; qd22) with or without IMAB362 (loading dose 

800 mg/m2, then 600 mg/m2 d1, qd21). The study was extended by an exploratory Arm3 (N = 85) to investigate a 

high dose IMAB362 (1000 mg/m2) plus EOX, (not subject here). The primary study endpoint was PFS (Arm 1 v 2, 

70% power, HR 0.72, 1-sided p = 0.1). 
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Phase III randomized study of sorafenib plus doxorubicin versus sorafenib in patients with 

advanced hepatocellular carcinoma (HCC)- CALGB 80802 (Alliance). 
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and Weill Cornell Medical College, New York, NY; Duke University, Durham, NC; Princess Margaret Cancer 

Centre, Toronto, ON; Montefiore Medical Center, New York, NY; University of Alabama at Birmingham 

Comprehensive Cancer Center, Birmingham, AL; Division of Oncology, Washington University School of Medicine, 
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Background: An exploratory analysis of a randomized phase II study in HCC comparing doxorubicin (D) alone to 

doxorubicin plus sorafenib (D+S) showed a significant improvement in overall survival favoring D+S (JAMA, 

2011). The results appeared promising compared to the historic outcomes seen in the pivotal sorafenib (S) trials. 

CALGB 80802 was designed to determine if D+S improved survival compared to S alone. Methods: Patients with 

histologically proven advanced HCC, no prior systemic therapy and Child-Pugh A were randomized to receive D 

60 mg/m2 every 21 days plus S 400 mg PO twice daily (D+S) or S alone. For bilirubin ≥ 1.3x normal, D and S 

doses were halved. D was maxed out at 360 mg/m2. The study was stratified by extent of disease (locally advanced; 

metastatic), the primary endpoint was overall survival (OS); and secondary endpoint progression-free survival (PFS). 

The final analysis was to occur when 364 events were observed among 480 total patients, with 90% power to detect 

a 37% increase in median OS (10.7 to 14.7 months; 1-sided α = 0.05). Results: The Alliance DSMB halted the 

study after accrual of 346 patients (173 on each of D+S and S) when a futility boundary was crossed at a planned 

interim analysis. With 107 events in each arm, median OS was 9.3 months (95%CI 7.1-12.9) for D+S, and 10.5 

months (95% CI 7.4-14.3) for S with a hazard ratio (HR) 1.06 (95% CI 0.8- 1.4) for D+S vs. S. Median PFS was 

3.6 (95% CI 2.8-4.6) and 3.2 months (95% CI 2.3-4.1), respectively (HR = 0.90, 95% CI 0.72-1.2). There were 38 

deaths on treatment: 18 on D+S and 20 on S. Among these 8 [sepsis (1), dysphagia (1), pneumonia (1), cardiac (2), 

hepatic failure (2), and not otherwise specified (1)] on D+S, and 3 [fatigue (1), hepatic failure (1), and a secondary 

malignancy (1)] on S, were at least possibly related to treatment. A maximum grade 3 or 4 only hematologic adverse 

events (AE) occurred in 37.8% of patients on D+S and 8.1% of patients on S. Non-hematologic AEs were 

comparable, in 63.6% and 61.5% of patients, respectively. Conclusions: The addition of D to S resulted in higher 

toxicity and did not improve OS or PFS. The S median OS of about 10 months is consistent with previous reports. 

NCI Grant U10CA180821 
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NETTER-1 phase III: Efficacy and safety results in patients with midgut neuroendocrine 

tumors treated with 177Lu-DOTATATE. 
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Background: There are limited therapeutic options for patients with advanced midgut NETs progressing on first-

line somatostatin analog therapy. The purpose of this phase III trial was to evaluate the efficacy and safety of 177Lu-

DOTA0-Tyr3-Octreotate (Lutathera) in patients with advanced, progressive sstr positive midgut NETs. Methods: 

230 patients with grade 1-2 metastatic midgut NETs were randomized to Lutathera, 7.4 GBq every 8 weeks (x 4 

administrations) vs Octreotide LAR 60 mg every 4 weeks. Primary endpoint was PFS (RECIST 1.1) with tumor 

assessment every 12 weeks. Secondary objectives included ORR, OS, toxicity and QoL. Results: In the intent-to-

treat population (ITT), the median PFS was not reached for Lutathera and was 8.4 months with control (p < 0.0001, 

HR 0.21). There were 23 centrally confirmed disease progressions or deaths in the Lutathera arm and 67 in the 

Octreotide LAR 60 mg arm. The objective radiographic response rate (ORR) was 18% with Lutathera and 3% with 

control (p = 0.0008). Besides the scintigraphic 111In-pentetreotide tumor uptake score (Krenning scale > = 2), tumor 

burden and Ki67 grade had no significant effect on clinical efficacy outcomes (PFS, OS, TTP) in the Cox regression 

models. Interim OS analysis (13 deaths in Lutathera group and 22 in control group; p = 0.019) strongly suggests an 

improvement in OS. Only 5% (6 patients) experienced dose modifying toxicity with Lutathera. Grade 3 or 4 adverse 

events of neutropenia, thrombocytopenia and lymphopenia occurred in 1%, 2% and 9% of patients in Lutathera arm 

vs. none in controls. Conclusions: The NETTER-1 trial provides evidence for a clinically meaningful and 

statistically significant increase in PFS and ORR, and suggests a potential survival benefit in patients with advanced 

midgut NETs treated with Lutathera in both ITT and PP analyses. Lutathera safety profile was found to be very 

favorable.  
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A multicenter randomized phase III trial of neo-adjuvant chemotherapy followed by surgery 

and chemotherapy or by surgery and chemoradiotherapy in resectable gastric cancer: First 

resultsfrom the CRITICS study. 
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Background: The mainstay of potentially curative treatment of gastric cancer is radical surgical resection. Because 

most patients in the Western world present with advanced stages long-term survival remains poor at about 25%, 

with local recurrences as part of treatment failure in up to 80% of cases. Postoperative chemoradiotherapy (CRT) 

and perioperative chemotherapy (CT) have demonstrated a survival benefit over surgery alone. The current 

randomized phase III CRITICS-study (NCT00407186) investigated whether chemoradiotherapy after neo-adjuvant 

chemotherapy and adequate (D2) surgery leads to improved overall survival (OS) in comparison with postoperative 

chemotherapy. Furthermore, toxicity of both treatment regimens was explored. Methods: Patients with stage Ib-

IVa resectable gastric cancer were randomized after diagnosis. Neo-adjuvant CT was prescribed in both arms and 

consisted of 3 courses of epirubicin, cisplatin/oxaliplatin and capecitabine (ECC/EOC). After gastric cancer 

resection, patients received another 3 courses of ECC/EOC or CRT (45 Gy in 25 fractions combined with weekly 

cisplatin and daily capecitabine). Primary endpoint is OS; secondary endpoints are: disease free survival, toxicity 

profile and quality of life. Results: Between January 2007 and April 2015, 788 patients from The Netherlands, 

Sweden and Denmark were randomized (393 CT; 395 CRT). Baseline characteristics were well balanced with 70% 

males and a median age of 61 years. 84% completed 3 cycles before surgery. In the CT arm 46% and in the CRT 

arm 55% completed treatment according to protocol. After a median follow-up of 50 months, 405 patients have 

died. The 5-year survival is 41.3% for CT and 40.9% for CRT (p=0.99). Toxicity was mainly hematological (grade 

III or higher: 44% vs 34%; p=0.01) and gastrointestinal (grade III or higher: 37% vs 42%; p=0.14) for CT and CRT, 

respectively. Conclusion: No significant difference in overall survival was found between postoperative 

chemotherapy and chemoradiotherapy.  
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ESPAC-4: A multicenter, international, open-label randomized controlled phase III trial 

ofadjuvant combination chemotherapy of gemcitabine (GEM) and capecitabine (CAP) versus 

monotherapy gemcitabine in patients with resected pancreatic ductal adenocarcinoma. 
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Background: The ESPAC-3 trial compared adjuvant GEM with 5-fluorouracil/folinic acid forresected pancreatic 

cancer. GEM is the standard of care based on similar survival and less toxicity. ESPAC-4 aimed to determine 

whether combination chemotherapy with GEM/CAP improved survival compared to GEM monotherapy. Methods: 

Patients with pancreatic ductal adenocarcinoma were randomized within 12 weeks of surgery (stratified for R0/R1 

resection margin status and country) to have either six 4 week cycles of IV GEM alone or GEM with oral CAP. The 

primary endpoint was overall survival; secondary endpoints were toxicity, relapse free survival, 2 and 5 year survival 

and quality of life. 722 patients (480 expected events), 361 in eacharm, were needed to detect a 10% difference in 

2 year survival rates with 90% power (log-rank testwith 5% two-sided alpha).  
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Cabazitaxel vs docetaxel in chemotherapy-naive (CN) patients with metastatic castration-

resistant prostate cancer (mCRPC): A three-arm phase III study (FIRSTANA). 
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Background: The Phase III TROPIC study (NCT00417079) reported significant improvement in overall survival 

(OS) for cabazitaxel 25 mg/m2IV Q3W plus prednisone 10 mg PO QD (P) vs. mitoxantrone plus P in mCRPC pts 

previously treated with a docetaxel (D)-containing regimen. The FIRSTANA study examined if cabazitaxel 20 

mg/m² (C20) or 25 mg/m² (C25) IV Q3W plus P is superior to docetaxel 75 mg/m² (D75) IV Q3W plus P in terms 

of OS in CN mCRPC pts. Methods: In this multinational, open label phase III study, mCRPC pts, ECOG PS 0-2, 

who had progressed after castration were randomized 1:1:1 to C20, C25 or D75 IV Q3W plus P. The primary 

endpoint was OS. Key secondary endpoints were safety, progression free survival (PFS), tumor PFS, tumor response 

(RECIST 1.1), PSA response, PSA PFS, pain response, pain PFS, time to skeletal-related events (SRE) and health-

related quality of life (HRQOL). Results: Between May 2011 and April 2013, 1168 pts were randomized (C20=391, 

C25=389, D75=388). Baseline demographics and disease characteristics were similar across cohorts. The median 

number of treatment cycles was 9 for all dose groups. In the ITT analysis, median OS was 24.5 months for C20, 

25.2 months for C25 and 24.3 months for D75. HR for C20 vs. D75 was 1.009 (0.85 to 1.197, p=0.9967) and for 

C25 vs. D75 was 0.97 (0.819 to 1.16, p=0.7574), indicating that C20 and C25 were not superior to D75 in terms of 

OS. PFS was 4.4 months for C20, 5.1 months for C25 and 5.3 months for D75 (NS). Tumor responses were superior 

in C25 (41.6%) compared to D75 (30.9%), p=0.0370. Other secondary endpoints did not significantly differ across 

dose groups. Adverse events (AEs) grade 3-4 were 41.2% in C20, 60.1% in C25 and 46.0% in D75; pts discontinuing 

treatment due to an AE were 25.2% in C20, 31.7% in C25 and 33.9% in D75. Febrile neutropenia, diarrhea and 

hematuria were more frequent in C25; peripheral neuropathy, peripheral edema, alopecia and nail disorders were 

more frequent in D75. Conclusions: C20 and C25 did not demonstrate superiority for OS compared to D75 in CN 

mCRPC pts. Among secondary endpoints only tumor responses were significantly superior for C25. AEs were less 

frequent in C20 for most categories.  
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Phase III non-inferiority study of cabazitaxel (C) 20 mg/m2 (C20) versus 25 mg/m2 (C25) in 

patients (pts) with metastatic castration-resistant prostate cancer (mCRPC) previously treated 

with docetaxel (D). 
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Institut Català d'Oncologia, Hospital Universitari Germans Trias i Pujol, Badalona, Spain; Amethyst Radiotherapy 

Center, Cluj, Romania; Sanofi, Paris, France; Sanofi, Bridgewater, NJ; The Sidney Kimmel Comprehensive Cancer 
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Background: The Phase III TROPIC study (NCT00417079) reported a significant improvement in overall survival 

(OS) for C plus prednisone (P) (25 mg/m2 once every 3 weeks plus 10 mg orally once daily) versus mitoxantrone 

plus P (Hazard Ratio [HR] 0.70; P < 0.0001) in pts with mCRPC previously treated with D. This PROSELICA study 

(NCT01308580) was designed to determine the relative efficacy and safety profile of C20 plus P compared with 

C25 plus P. Methods: In this randomized, open-label, multinational phase III study, pts with mCRPC and ECOG 

performance status 0–2, who progressed after treatment with D, were stratified (ECOG, RECIST, region) and 

randomized 1:1 to C20 or C25. To show that C20 could preserve ≥ 50% of the efficacy benefit showed by C25 in 

TROPIC, the HR of C20 vs C25 for the primary endpoint OS could not exceed 1.214 under 1-sided 98.89% 

confidence level adjusted after interim analyses. Secondary endpoints included progression free survival (PFS), 

safety, PSA, pain and tumor responses and quality of life. Results: From April 2011 to December 2013, 1200 pts 

were randomized (C20 n = 598; C25 n = 602). Patient characteristics were similar for C20 and C25. Median number 

of C cycles was 6 for C20 and 7 for C25. The median survival of C20 and C25 did not differ significantly and the 

HR boundaries (99% confidence level) were within the non-inferiority margins assumptions, therefore meeting the 

study’s non-inferiority endpoint. PSA and RECIST response rates were higher in C25 (see Table). Grade 3–4 adverse 

events: 39.7% C20; 54.5% C25. Grade 4 laboratory neutropenia: 21.3% C20; 48.6% C25. Neutropenic 

sepsis/infection: 2.2% C20; 6.1% C25. Conclusions: In pts with mCRPC progressing after treatment with D, C20 

demonstrates non-inferiority for OS compared with C25 and an improved overall safety profile.  
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A randomized phase III trial between adjuvant docetaxel and surveillance after radical 

prostatectomy for high risk prostate cancer: Results of SPCG12. 
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Background: Docetaxel has proved to prolong survival in advanced castrate resistant prostate cancer (PCa) and we 

therefore started this trial to evaluate if six courses of docetaxel improves biochemical disease free survival (BDFS) 

after radical prostatectomy for high risk PCa. Methods: A total of 459 patients were randomised in 2005-2010 in 

this multinational openlabeled phase III study, to receive either 6 cycles of adjuvant docetaxel 75mg/m2 q 3 weeks 

(Arm A) or Surveillance (Arm B). Primary end-point was a rising PSA >0.5ng/ml. High risk prostate cancer was 

defined as pT2 with a positive margin if Gleasonscore (GS) 4+3 or higher, pT3b >GS 3+4, any lymph node positive 

disease with >GS 3+4, patients were followed for 5 years with PSA every 3 months. The study was powered to 

show a 15% difference at 5 years follow up. Results: All six cycles were completed by 79.1% of the patients. 

Salvage radiotherapy before the primary end-point was reached was given to 8% in Arm A and 10% in Arm B. 

Mean age was 62.2 years, mean baseline PSA 0.156, 83.7% had pT3 disease and 37.5% had GS 8-10 at 

randomisation. Of the 308 patients that had a lymph node dissection, 55 (17.5%) had metastasis. Median follow up 

was 56.8 months. The endpoint was reached in 43.2% of patients; 47.9% in Arm A and 38.9% in Arm B. In a 

Kaplan-Meier analysis there was no significant difference between the BDFS curves (p=0.078), but the curve of 

Arm A crossed the curve of Arm B at 15 months and it was parallel at a 10% lower level beyond 24 months. There 

were 6 deaths from prostate cancer in Arm A and only 3 in Arm B. Febrile neutropenia occurred in 18.7% of the 

patients in Arm A. No deaths were related to treatment. In a Cox multivariate analysis excluding lymph node status, 

GS (p<0.001), pT-stage (p=0.002) and positive surgical margin (p=0.009) were significant predictors of progression 

while randomisation arm (p=0.09) did not reach significance. Conclusions: Adjuvant docetaxel without hormonal 

therapy did not improve BDFS after radical prostatectomy for high risk prostate cancer. Instead, docetaxel as 

monotherapy seems to generate a more rapid biochemical progression in a subgroup of patients. Further analysis of 

this subgroup is warranted.  
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A randomized trial of a shorter radiation fractionation schedule for the treatment of localized 

prostate cancer. 
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Background: Men with localized prostate cancer (PC) are often treated with high dose radiotherapy (RT) over 8-9 

weeks. The α-β ratio which describes the dose-response of tumors and normal tissues to fractionated RT is low for 

PC. Hence, hypofractionation RT may be more efficacious in PC. Objective: To determine whether an 8-week 

course of escalated dose conformal RT can be compressed safely, and with similar efficacy into a 4-week course in 

intermediate risk PC. Methods: Men with intermediate risk PC (T1-2 Gleason 6 and PSA 10-20 ng/ml or T2b-c 

Gleason 6 and PSA < 20 ng/ml or T1-2 Gleason 7 and PSA < 20 ng/ml) were randomized to conventional (CON) 

RT, 78Gy in 39 fractions over 8 weeks or hypofractionated (HYP) RT, 60Gy in 20 fractions over 4 weeks, without 

hormone therapy. RT was planned to respect predefined dose constraints to a risk-adapted volume that included 

prostate +/- base of seminal vesicles. Daily image guidance was mandated and RT plans underwent real-time central 

review. The primary outcome is biochemical-clinical failure (BCF) defined by any of: PSA failure (nadir+2), 

hormonal intervention, clinical local or distant failure, or death. The trial was designed to show that the 5-year BCF 

of the HYP RT regimen is no higher than CON RT by up to 7.5% (hazard ratio [HR] up to 1.32) with 85% power 

and one-sided α = 5%. Acute and late GU/GI toxicity were assessed using RTOG criteria. Results: Between 2006 

and 2011, 1,206 men from 27 sites in Canada, Australia and France were allocated to HYP RT (608) or CON RT 

(598). Mean age was 71 (48-88) years. Baseline characteristics were similar between arms. Median follow-up is 6.0 

years. To date, 164 patients receiving HYP RT experienced a BCF event compared to 173 in the CON RT group. 

The BCF event rate at 5 years in both arms was 21%. The observed HR is 0.96 with 90% CI, 0.80 to 1.15. Overall 

75 patients have died in each group. GU/GI toxicity grade > 3 was comparable in the acute period; however, late 

toxicity favored the HYPO RT arm: 3.5% vs. 5.4%, diff = -1.9%, 95% CI, - 4.3 to 0.43%. Conclusion: The HYP 

RT regimen was not inferior to conventional RT with no increase in acute or late toxicity. Thus, it is a consideration 

for men with intermediate risk PC. (ClinicalTrials.gov Identifier: NCT00304759).  
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Quality of life (QOL) analysis from CHAARTED: Chemohormonal androgen ablation 

randomized trial in prostate cancer (E3805). 
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Background: Androgen deprivation therapy plus docetaxel (ADT+D) for metastatic hormone sensitive prostate 

cancer (mHSPC) improves overall survival over ADT. However, docetaxel’s adverse event profile that can diminish 

QOL Methods: Patients were randomized to ADT+D (6 cycles) or ADT. QOL instruments including Functional 

Assessment of Cancer Therapy-Prostate (FACT-P), FACT-Taxane, FACIT-Fatigue, and Brief Pain Inventory (BPI) 

were collected at baseline, 3, 6, 9 & 12 months (mo) post randomization. Wilcoxon signed rank tests examined 

change over time. Mixed effect models compared QOL between arms at each time point. Results: 790 patients were 

randomized to ADT+D (N = 397) or ADT alone (N = 393) and completed QOL assessments (90% baseline; 84% 3 

mo; 74% 9 mo; 69% 12 mo). ADT+D patients reported significant decline in FACT-P at 3 mo (p < .001), but did 

not differ significantly from baseline to 12 mo (p = .38). ADT+D was associated with significantly worse FACT-P 

scores at 3 mo (p = 0.02), yet significantly better scores at 12 mo (p = .04). ADT+D patients reported significantly 

worse FACIT-F scores at 3 mo (p < .001). ADT+D and ADT patients both reported significantly worse follow-up 

FACT-Taxane scores at all time points (P < .001) and significantly worse BPI scores at 9 and 12 mo (p < .05). BPI 

scores did not differ significantly between arms over time. Conclusions: Although ADT+D is associated with 

decreased QOL at 3 mo, 12 mo QOL was better for ADT+D than ADT patients. While both ADT+D and ADT 

patients report some increased symptoms over time, this study suggests that ADT+D not only provides a survival 

benefit, but also preserves a better QOL for mHSPC longer than ADT alone. [caption] Mixed effects model FACT-

P total score1. [/caption]  
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Overall survival (OS) in METEOR, a randomized phase 3 trial of cabozantinib (Cabo) versus 

everolimus (Eve) in patients (pts) with advanced renal cell carcinoma (RCC). 
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Background: Cabo is an inhibitor of tyrosine kinases including MET, VEGF receptors, and AXL, which are 

oncogenic drivers in RCC. In the METEOR trial (NCT01865747), Cabo showed a statistically significant 

improvement in progression-free survival (PFS, the primary endpoint) compared with Eve in pts with previously 

treated RCC (median of 7.4 vs 3.8 mo; HR=0.58, 95% CI 0.45–0.75; P <0.001) and improved the objective response 

rate (Choueiri NEJM 2015). The safety profile of Cabo was acceptable and similar to other VEGFR TKIs in this 

population. Interim analysis of the secondary endpoint of OS with a minimum follow-up of 6 mo revealed a 

favorable trend for Cabo vs Eve (HR=0.67, 95% CI 0.51–0.89; P=0.005). Here we present the final OS results, 

arising from a second interim analysis. Methods: Pts with measurable clear cell RCC, KPS ≥70, and ≥1 prior 

VEGFR TKI were randomized 1:1 to Cabo (60 mg qd) or Eve (10 mg qd) stratified by MSKCC risk group and 

number of prior VEGFR TKIs (1 or ≥2). The study was designed to detect a HR for OS of 0.75 (80% power, 2-

sided α=0.04). Results: From Aug 2013–Nov 2014, 658 pts were randomized. As of 31 Dec 2015, with a minimum 

follow-up of 13 mo, 320 deaths were recorded (140 for Cabo and 180 for Eve). 74 (22%) pts remained on therapy 

in the Cabo arm vs 25 (8%) pts in the Eve arm. The secondary endpoint of improved OS for Cabo-treated pts was 

met. The median OS was 21.4 mo for Cabo vs 16.5 mo for Eve, with a 33% reduction in the rate of death (HR 0.67, 

95% CI 0.53 to 0.83, P=0.0003). Landmark estimates of survival at 18 mo were 58% in the Cabo arm vs 47% of 

the Eve arm. OS benefit with Cabo was consistently observed across all prespecified subgroups including MSKCC 

risk group, number and type of prior VEGFR TKIs, prior anti-PD-1/PD-L1 treatment, location and extent of tumor 

metastases, and tumor MET expression level. SAEs were consistent with the safety profile previously reported. 

Conclusions: Cabo is the only agent to demonstrate a significant benefit in OS, PFS, and ORR in a Phase 3 trial in 

previously treated pts with advanced RCC. Cabo is an important new treatment option for these patients.  
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Atezolizumab (atezo) as first-line (1L) therapy in cisplatin-ineligible locally 

advanced/metastatic urothelial carcinoma (mUC): Primary analysis of IMvigor210 cohort 1. 
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Background: Cisplatin-based chemo is a standard 1L treatment (tx) for mUC and the only tx thatprolongs OS; 

however, age or comorbidities render many pts ineligible, and 30-50% receive no tx.Atezo (MPDL3280A) is active 

and well tolerated in platinum-treated mUC, justifying testing atezoas 1L tx in cisplatin-ineligible pts. Methods:  

Pts were chemo naive in the metastatic setting and cisplatin ineligible (renal [GFR > 30 but < 60 mL/min]/hearing 

impairment, ≥ G2 peripheralneuropathy [PN] or ≥ ECOG PS2). Atezo 1200 mg was given IV q3w until PD (RECIST 

v1.1). Centrally assessed PD-L1 on tumor infiltrating immune cells (IC; SP142 IHC assay) was scored IC2/3, 1 or 

0. The primary efficacy endpoint was confirmed ORR assessed per RECIST v1.1 (central independent review 

facility) using a data cutoff of Sep 14, 2015.  
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Limited versus extended pelvic lymphadenectomy in patients with bladder cancer undergoing 

radical cystectomy: Survival results from a prospective, randomized trial (LEA AUO AB 25/02). 
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Background: The extent of pelvic lymph node dissection (PLND) in bladder cancer patients (pts.) undergoing 

radical cystectomy may affect survival according to retrospective studies. The German Urologic Oncology Group 

(AUO) reports mature data of the first prospective, randomized clinical trial to evaluate the impact of a limited 

versus an extended PLND. Methods: Pts. with high-grade T1 or invasive urothelial bladder cancer (cT2-T4a) from 

16 German centers were randomized 1:1 to receive a limited versus an extended PLND at the time of radical 

cystectomy. Limited PLND included 6 fields (bilateral obturator, internal and external iliac nodes) and extended 

PLND defined 14 fields (in addition bilateral deep obturator fossa, presacral, paracaval, interaortocaval and 

paraaortal nodes up to the inferior mesenteric artery). Pts. with neoadjuvant chemo- or radiotherapy were excluded, 

adjuvant chemotherapy was allowed. The primary endpoint was recurrence-free survival (RFS). Cancer-specific 

survival (CSS) was a secondary endpoint. The planned total sample size was 400 to detect an improvement in 5-

year RFS from 50% to 65% (90% power, 2-sided test, p < 0.05) in the extended arm. Results: In total, 375 of 437 

pts. were randomized from 02/2006 to 08/2010 and eligible for intention-to-treat analysis (191 limited and 184 

extended PLND). The tumor was locally confined (≤ pT2 pN0) in 49.6% of patients and 24.0% were node positive 

(pN+). The median number of dissected nodes was 19 in the limited and 32 in the extended arm. The 5-year RFS 

rate was 62.0% in the limited compared to 69.3% in the extended arm which was statistically not significant (Hazard 

ratio (HR) = 0.80, 95% Confidence Interval (CI) (0.54-1.19); log-rank p = 0.28). The 5-year CSS rate was improved 

from 66.2% in the limited to 77.5% in the extended arm which was statistically not significant (HR = 0.70, 95%CI 

0.45-1.10; log-rank p = 0.13). Conclusions: We observed a trend but no significant difference toward improved 

RFS and CSS with an extended PLND. The rate of recurrence was lower than expected in the limited arm, which 

might be due to the high number of resected nodes in this arm. NCT01215071. 
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Overall survival (OS) in patients (pts) with platinum-sensitive relapsed serous ovarian cancer 

(PSR SOC) receiving olaparib maintenance monotherapy: An interim analysis. 
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Background: In a phase II study (NCT00753545, Study 19), maintenance monotherapy with the EU/US-approved 

PARP inhibitor olaparib significantly improved PFS, and times to first and second subsequent therapy or death 

(TFST and TSST), vs placebo in PSR SOC pts. Pts with a BRCA1/2 mutation (BRCAm) derived the greatest benefit 

from olaparib. Analyses after a data cut-off (DCO) on Nov 26, 2012 did not show a significant OS improvement 

with olaparib in the full analysis set (FAS) (58% maturity; HR 0.88, 95% CI 0.64–1.21, P =0.44) or BRCAm 

subgroup (52% maturity; HR 0.73, 95% CI 0.45–1.17, P= 0.19) (Ledermann et al, Lancet Oncol 2014). We report 

updated OS, evaluated after 77% of pts had died (DCO: Sep 30, 2015). Methods: Pts received olaparib (400 mg 

bid, capsules) or placebo after response to platinum-based therapy. BRCAm status was known for 254/265 pts (96%) 

from germline or tumor tests. Results: Maintenance olaparib gave pts an OS advantage vs placebo; analyses suggest 

that the results seen in the FAS may have been driven by the BRCAm group. Investigations into the contribution of 

pts who were non-BRCAm but homologous recombination repair deficient are ongoing. In the FAS, 5-yr survival 

was 29.2% and 20.4% in the olaparib and placebo arms, respectively (36.9% and 24.3% in BRCAm pts). At the 

2015 DCO, 15 pts remained on olaparib (BRCAm, n = 8) and 1 on placebo (BRCAm, n = 1). 18/136 FAS pts (13.2%) 

received olaparib for > 5 yrs (by subgroup: 11/74 BRCAm pts [14.9%]; 7/62 non-BRCAm pts [11.3%]). There was 

no change to the safety profile and no new cases of MDS/AML were reported since the 2012 DCO. Conclusions: 

There is an OS advantage for pts in Study 19 receiving maintenance olaparib after response to platinum therapy. 

Long-term treatment with maintenance olaparib was observed. This analysis supports prior Study 19 data in pts 

with BRCAm PSR SOC showing a significant PFS benefit and delay to TFST and TSST with olaparib.  
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Authors: Usha Menon, Andy Ryan, Matthew Burnell, Aleksandra Gentry-Maharaj, Jatinderpal K Kalsi, Steven J 

Skates, Mahesh K B Parmar, Ian J Jacobs, UKCTOCS trialists; University College London, Institute for Women’s 

Health, London, United Kingdom; University College London, Institute for Womens Health, London, United 

Kingdom; University College London/Institute for Womens Health, London, United Kingdom; University College 

London/Institute for Women's Health, London, United Kingdom; Massachusetts General Hospital, Boston, MA; 

Medical Research Council, Clinical Trials Unit at University College London, London, United Kingdom; University 

of New South Wales, Sydney, Australia 

 

Background: We report on the overall performance of the screening strategies and stage distribution of invasive 

epithelial ovarian/tubal/peritoneal (iEO/T/PP) cancers Methods: Postmenopausal women aged 50-74 were 

randomised (1:1:2 ratio) to annual multimodal (MMS) using the Risk of Ovarian Cancer Algorithm (ROCA) or 

ultrasound (USS) screening, or no screening (control, C). Women with abnormal screens had repeat tests and those 

with persistent abnormality underwent clinical evaluation and, where appropriate, surgery. Results: Of 202,638 

women randomised, 50,624 MMS, 50,623 USS and 101,299 C were eligible for analysis. At median follow-up 11.1 

years, 299 MMS, 259 USS and 574 C women developed iEO/T/PP cancers. In the C group, 26% (149/574; 95% CI 

22.4, 29.7) were stage I/II/IIIA (low volume disease, LVD). In the subgroup of screen detected cancers, in both 

MMS (44.2%; 80/181; 95% CI 36.8, 51.8; p<0·0001) and USS (42.9%; 45/105; 95% CI 33.2, 52.9; p=0.00042) 

group, there was significantly more LVD compared to C. However, across all iEO/T/PP cancers, while proportions 

of women with LVD remained significantly higher in the MMS (40.1%; 120/299; 95% CI 34.5, 45.9; p<0·0001) 

versus C comparison, there was no evidence of a difference between the USS (23.9%; 62/259; 95% CI 18.9, 29.6; 

p= 0.57) and C. Conclusions: While LVD was significantly more frequent in women with screen detected iEO/T/PP 

cancers in both screen arms compared to C, when all iEO/T/PP cancers were analysed, the difference only persisted 

in the MMS arm. The latter is a reflection of the high sensitivity of multimodal screening. The findings are in 

keeping with the emerging mortality reduction observed in the MMS arm in UKCTOCS. [caption]Performance 

characteristics for iEO/T/PP cancers diagnosed <1 year of screen. [/caption]  
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Abstract ID: LBA5503 (168863) 

 

OV21/PETROC: A randomized Gynecologic Cancer Intergroup (GCIG) phase II study of 

intraperitoneal (IP) versus intravenous (IV) chemotherapy following neoadjuvant 

chemotherapy and optimal debulking surgery in epithelial ovarian cancer (EOC). 

 

Authors: Helen Mackay, Christopher J. Gallagher, Wendy R. Parulekar, Jonathan A. Ledermann, Deborah Kay 

Armstrong, Charlie Gourley, Ignacio Romero, Amanda Feeney, Paul Bessette, Marcia Hall, Johanne Ingrid 

Weberpals, Geoff Hall, Susie K Lau, Philippe Gauthier, Michael Fung-Kee-Fung, Elizabeth A. Eisenhauer, Chad 

Winch, Dongsheng Tu, Diane M. Provencher; Princess Margaret Cancer Centre, Toronto, ON; St Bartholomew's 

Hospital, London, United Kingdom; NCIC Clinical Trials Group, Cancer Research Institute, Queen's University, 

Kingston, ON; University College London, London, United Kingdom; The Sidney Kimmel Comprehensive Cancer 

Center at Johns Hopkins, Baltimore, MD; University of Edinburgh Cancer Research UK Centre, Edinburgh, United 

Kingdom; Clinical Area Gynecologic Oncology, Instituto Valenciano de Oncologia, Valencia, Spain; Cancer 

Research UK & UCL Cancer Trials Centre, London, United Kingdom; National Cancer Institute of Canada-Clinical 

Trials Group, Sherbrooke, QC; Mount Vernon Cancer Centre, Middlesex, United Kingdom; Ottawa General 

Hospital, Ottawa, ON; St James's University Hospital, Leeds, United Kingdom; McGill University, Montreal, QC; 

CHUM - Hopital Notre-Dame, Montreal, QC; The Ottawa Hospital, Ottawa, ON; NCIC Clinical Trials Group, 

Kingston, ON; Canadian Cancer Trials Group (CTTG), Kingston, ON; Canadian Cancer Trials Group, Queen's 

University, Kingston, ON; Centre hospitalier de l'Université de Montréal, Montreal, QC 

 

Background: The aim of this 2 stage randomized trial was to evaluate whether womenundergoing neoadjuvant IV 

chemotherapy followed by delayed debulking surgery benefit from the addition of IP/IV treatment after surgery 

Methods: Stage 1 was a randomized 3-arm design including 2 IP platinum regimens: 153 women who received 3-

4 courses of IV platinum-based chemo for stage IIB-III (IV pleural effusion only) EOC followed by optimal 

debulking surgery ( < 1cm) were randomized to: ARM1 D1 IV paclitaxel (pacli) 135mg/m2 + IV Carboplatin  AUC 

5/6 withd8 pacli IV 60 mg/m2 Q 21d X3; ARM 2 D1 IV pacli  135mg/m2 + IP cisplatin (Cis) 75 mg/m2 and d8 IP 

pacli 60 mg/m2 Q21d X3; or ARM 3 d1 IV pacli 135mg/m2+ IP Carboplatin AUC 5/6 and d8 IPpacli 60 mg/m2 

Q21dX3. A planned DSMC review confirmed dropping ARM2 (IP cis) and continuing study as an expanded phase 

II comparing 200 patients randomized to ARMs 1 and 3, which has 80% power to detect a 19% difference in 

progression rate at 9 mo (PD9, primary endpoint), 2-sidedα = 0.05. Progression free survival (PFS) and overall 

survival (OS) are secondary efficacy endpoints.
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Abstract ID: 5508 (167372) 

 

Baseline quality of life (QOL) as a predictor of stopping chemotherapy early, and of overall 

survival, in platinum-resistant/refractory ovarian cancer (PRROC): The GCIG symptom 

benefitstudy (SBS). 

 

Authors: Felicia Roncolato, Rachel O'Connell, Luke Buizen, Florence Joly, Anne Lanceley, Felix Hilpert, Aikou 

Okamoto, Eriko Aotani, Sandro Pignata, Paul P. Donnellan, Amit M. Oza, Elisabeth Avall-Lundqvist, Jonathan S. 

Berek, Katrin Marie Sjoquist, Kim Gillies, Martin R. Stockler, Madeleine Trudy King, Michael Friedlander, GCIG 

Symptom Benefit group; St George Hospital, Sydney, Australia; NHMRC Clinical Trials Centre, University of 

Sydney, Sydney, Australia; NHMRC Clinical Trials Centre, The University of Sydney, Sydney, Australia; Centre 

François Baclesse, Caen, France; University College London Teaching Hospitals, London, United Kingdom; 

Department of Obstetrics and Gynecology, University of Schleswig-Holstein, Kiel, Germany; The Jikei University 

School of Medicine, Tokyo, Japan; Kanagawa Academy of Science and Technology, Kawasaki-City, Japan; National 

Cancer Institute of Naples, Naples, Italy; Galway University Hospital, Galway, Ireland; Princess Margaret Cancer 

Centre, Toronto, ON; Department of Oncology and Department of Clinical Experimental Medicine, Linköping 

University and Karolinska Institutet, Linköping, Sweden; Stanford Women's Cancer Center, Stanford, CA; Psycho-

oncology Co-operative Research Group (PoCoG), The University of Sydney, Sydney, Australia; The Prince of Wales 

Hospital, Randwick, Australia 

 

Background: 110 (19%) of the 570 women with PRROC enrolled in SBS stopped chemotherapy within 8 weeks. 

We sought to identify baseline characteristics, including QOL and clinical factors, that were associated with overall 

survival and stopping chemotherapy early. Methods: QOL domains were measured with the EORTC QLQ-C30 and 

QLQ-OV28. QLQ-C30 subscales were dichotomised using cut-points recommended by Diouf et al (The Oncologist 

2015). Cox’s Proportional Hazards regression was used to assess univariable and multivariable associations with 

overall survival. Clinical factors for the multivariable model were selected using backward elimination; candidate 

variables included those with P<0.05 in univariable analyses. The association between baseline QOL domains and 

stopping chemotherapy early was determined by categorising the QOL domains and using a chi-squared test. 

Results: Univariable analyses of baseline QOL data (N=545) showed that physical function (PF), role function (RF), 

global health status (GHS) and abdominal/GI symptoms (AGIS) were significantly associated with OS (all p<0.001). 

Multivariable analyses included haemoglobin, ascites, neutrophil to lymphocyte ratio, platelet count, log serum 

CA125, and abdominal/GI symptoms. All 4 QOL domains remained significant in multivariable models (p=0.001, 

p=0.005, p=0.014, p=0.027 respectively). Low GHS, RF, PF and high AGIS were all significantly associated with 

stopping chemotherapy within 8 weeks (all p<0.007). Conclusions: GHS, PF, RF and AGIS were independent 

predictors for OS and are significantly associated with stopping chemotherapy early. Assessment of QOL could help 

identify patients with PRROC unlikely to benefit from palliative chemotherapy.   
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Abstract ID: 7009 (168695) 

 

Results of a phase 1b study of venetoclax plus decitabine or azacitidine in untreated acute 

myeloid leukemia patients ≥ 65 years ineligible for standard induction therapy. 

 

Authors: Daniel Aaron Pollyea, Courtney Denton Dinardo, Michael J. Thirman, Anthony Letai, Andrew H. Wei, 

Brian Andrew Jonas, Martha Lucia Arellano, Mark G Frattini, Hagop M Kantarjian, Brenda Chyla, Ming Zhu, 
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Colorado School of Medicine, Aurora, CO; The University of Texas MD Anderson Cancer Center, Houston, TX; 

The University of Chicago Medical Center, Chicago, IL; Dana-Farber Cancer Institute, Boston, MA; The Alfred 

Hospital and Monash University, Melbourne, Australia; UC Davis Comprehensive Cancer Center, Sacramento, CA; 

Emory University Winship Cancer Institute, Atlanta, GA; Columbia University Medical Center, New York, NY; The 

University of Texas MD Anderson Cancer Center, Department of Leukemia, Houston, TX; AbbVie, Inc., North 

Chicago, IL; AbbVie Inc., North Chicago, IL; AbbVie, Inc, North Chicago, IL; Abbvie Inc., North Chicago, IL; 

Johns Hopkins Sidney Kimmel Comprehensive Cancer Center, Baltimore, MD 

 

Background: Venetoclax (VEN) is a potent, orally bioavailable BCL-2 inhibitor with single-agent activity in 

relapsed/refractory acute myeloid leukemia (AML) patients (pts), displaying synergistic activity with 

hypomethylating agents in preclinical studies. This trial evaluates VEN plus decitabine (DEC) or azacitidine (AZA) 

in treatment (Tx)-naive AML pts ≥ 65 y (NCT02203773). Methods: Tx-naive pts (ECOG PS ≤ 2, ≥ 65 y, 

intermediate- or poor-risk karyotype) not eligible for standard induction therapy received DEC (Arm A: 20 mg/m2 

iv) daily on days (D) 1−5 or AZA (Arm B: 75 mg/m2; subcutaneous or iv) daily on D 1−7 of each 28-D cycle in 

combination with once-daily continuous oral VEN. VEN dose escalation follows a 3+3 design; 1200 mg is the final 

dose level. Objectives include safety, preliminary efficacy, and biomarker evaluations. Results: As of 11/28/15, 39 

pts (49% male; median age 74 y [65–85 y]) have been enrolled in Arm A (n = 20) and Arm B (n = 19). Median time 

on study is 111 D (6−375 D); 16 pts (41%) remain on therapy. Biomarker analysis and response evaluations have 

been completed in 34 pts with 400-mg and 800-mg VEN doses. As of 9/19/15, overall response rate (ORR; complete 

response [CR]/CR with incomplete marrow recovery [CRi]/partial remission [PR]) within this population was 76% 

(CR: 13/CRi: 11/PR: 2; 26/34 pts). Poor-risk cytogenetics and IDH1/2 mutations were reported in 24% (8/34) and 

32% (11/34) of pts; ORR was 88% (7/8) and 82% (9/11), respectively. Median time to CR/CRi was 29.5 D (24−112 

D). Most common TEAEs were nausea (54%), febrile neutropenia (41%), diarrhea (44%), decreased appetite (33%), 

and peripheral edema (31%). No dose-limiting toxicity was reported. Febrile neutropenia (41%) and neutropenia 

(33%) were the most common Grade 3/4 TEAEs. Most frequent serious AE was febrile neutropenia (28%). Four 

relapses occurred, all on Arm A. Six deaths occurred (3 disease progression, 1 sepsis, 1 respiratory failure, 1 

bacteremia). MTD has not been reached. Conclusions: Tx with VEN plus DEC or AZA shows a tolerable safety 

profile, with high response rates observed in Tx-naive AML pts ≥ 65 y, including those with adverse biologic disease 

features.  
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Abstract ID: 7008 (170782) 

 

Crenolanib besylate, a type I pan-FLT3 inhibitor, to demonstrate clinical activity in multiply 

relapsed FLT3-ITD and D835 AML. 

 

Authors: Jorge E. Cortes, Hagop M. Kantarjian, Tapan M. Kadia, Gautam Borthakur, Marina Konopleva, 

Guillermo Garcia-Manero, Naval Guastad Daver, Naveen Pemmaraju, Elias Jabbour, Zeev Estrov, Abhijit 
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Levis, Alexander E. Perl, Michael Andreeff, Robert Collins; The University of Texas MD Anderson Cancer Center, 

Houston, TX; AROG Pharmaceuticals Inc., Dallas, TX; The University of Texas Southwestern Medical Center, 

Dallas, TX; The Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore, MD; University of 

Pennsylvania, Philadelphia, PA 

 

Background: We investigated the clinical activity, PK, safety and resistance mechanisms to single-agent crenolanib 

patients (pts) with refractory/relapsed acute myeloid leukemia (R/R AML) with FLT3 ITD. Methods: From Aug 

2012 to May 2015, 69 pts (65 evaluable) with R/R FLT3+ AML (29 ITD, 11 D835, 29 ITD+D835) were treated 

with crenolanib 100 mg TID (42) or 200 mg/m2/d in 3 divided doses (27). Results: Crenolanib therapy resulted in 

a 39% CRi and 11% PR amongst the 18 pts (6 D835, 9 ITD, 3 ITD+D835) with R/R FLT3 AML who had not 

received prior FLT3 inhibitors (Cohort A). OS was 234d (238d in pts with ≤ 2 prior therapies and 133d in ≥ 3 prior 

therapies). Activity was seen in FLT3 ITD (OS 238d), TKD (OS 185d), and TKD+ITD (128d). Pts < 60 had a higher 

survival (OS 234d) than those ≥ 60 (OS 185d). 36 pts received crenolanib after progressing on prior TKIs (Cohort 

B), sorafenib (28), quizartinib (11), midostaurin (3), pexidartinib (4), gilteritinib (2) and FLX-925 (1). 10 pts had 

received ≥ 2 prior TKIs. FLT3-TKD mutations were acquired in 25 pts following TKI exposure: 19/36 had dual 

mutations with FLT3-ITD and FLT3-D835 (15 ITD, 2 D835). Overall RR was 31% (6 CRi, 5 PRs). OS was 94d in 

this cohort (158d in ITD, 63d in the dual ITD+D835 mutants). Cohort C consisted of 11 pts who developed FLT3+ 

AML after prior MDS (8 pts), and 1 pt each after prior myelofibrosis, polycythemia vera and systemic mastocytosis. 

These pts had only transient benefit from crenolanib, with OS of 55d. Crenolanib had predictable PKs (tmax 2 hrs, 

T1/27.5 hrs), with no accumulation seen with repeated dosing. Median Day 15 trough level was 352 nM 

documenting therapeutic drug levels. Common AEs included nausea/vomiting, transaminitis and fluid retention 

(majority Grade 1/2). Only 2 pts discontinued crenolanib due to related AEs. No pt acquired a secondary FLT3 

mutation at the time of relapse following crenolanib. Conclusions: Encouraging single-agent activity, safety and 

PK is observed with crenolanib in multiply relapsed FLT3+ AML (including 40 pts with FLT3 D835 mutations). 

Crenolanib is now being assessed in combination with standard chemotherapy in newly diagnosed and R/R AML. 

NCT01522469 NCT01657682  
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Abstract ID: 7000 (165504) 

 

Final results of a phase III randomized trial of CPX-351 versus 7+3 in older patients with newly 

diagnosed high risk (secondary) AML. 

 

Authors: Jeffrey E. Lancet, Geoffrey L. Uy, Jorge E. Cortes, Laura F. Newell, Tara L. Lin, Ellen K. Ritchie, Robert 
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Rochester, NY; Cancer Research and Biostatistics, Seattle, WA; Celator Pharmaceuticals, Inc., Ewing, NJ; Stanford 

University School of Medicine, Stanford, CA 

 

Background: Older patients with secondary AML have poor outcomes following first-line cytarabine and 

anthracycline-based treatment. CPX-351 is a liposomal formulation of cytarabine and daunorubicin encapsulated at 

a 5:1 molar ratio with enhanced efficacy among poor risk AML patients. We report final results from a randomized 

open-label study of first-line CPX-351 in patients with high-risk sAML (NCT01696084). Methods: Patients 60-75 

years of age with untreated AML with a history of prior cytotoxic treatment, antecedent MDS or CMML (+/- prior 

hypomethylator treatment), or AML with WHO-defined MDS-related cytogenetic abnormalities were eligible. 300 

patients were to be randomized 1:1 to CPX-351 (100 units/m2, days 1, 3, 5) or 7+3 (cytarabine 100 mg/m2/day x 7 

days, daunorubicin 60 mg/m2 days 1, 2, 3) induction therapy. Endpoints included: overall (OS, 1o) and event free 

survival (EFS) assessed by stratified log rank analysis, independent blinded assessment of CR+CRi, and 60-day 

mortality. Patient enrollment was from Dec 2012 to Nov 2014 at 39 US and Canadian sites. Study assumptions 

included: exponential survival, control median OS=192d, accrual of 135 pt/yr, and analysis after 236 deaths, 

resulting in 93.7% power to detect a HR=0.635, p=0.05 (2-sided). Results: A total of 309 patients were randomized 

(153 to CPX-351 + 156 to 7+3) and were well balanced for sex, race, age, performance status, AML-subtype, MDS-

related cytogenetics and prior HMA therapy. After minimum follow-up of 13.7 months final analysis began. CPX-

351 treatment resulted in superior overall survival (HR=0.69; P=0.005; median OS 9.56 vs. 5.95 months), EFS 

(HR=0.74; P=0.021), and CR+CRi response (47.7% vs. 33.3%; P=0.016). 60-day mortality favored CPX-351 (13.7% 

vs. 21.2%). Grade 3-5 AEs were equal (92% vs. 91%) and were similar in frequency and severity in both arms. 

Similar numbers of patients were transplanted in both arms. Conclusion: CPX-351 treatment significantly improved 

overall survival, event free survival, and response without an increase in 60-day mortality or AE frequency or 

severity. CPX-351 should become the standard of care for older patients with secondary AML.   
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Abstract ID: 7001 (166320) 

 

Treatment-free remission (TFR) in patients (pts) with chronic myeloid leukemia in 

chronicphase (CML-CP) treated with frontline nilotinib: Results from the ENESTFreedom 

study. 
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Background: In prior clinical trials, ≈40-60% of pts with CML-CP and sustained deep molecular response (MR) 

maintained TFR after stopping long-term imatinib (median duration: ≈ 5-7 y). The single-arm phase 2 

ENESTfreedom study (NCT01784068) is the first to specifically investigate TFR following frontline nilotinib. 

Methods: Pts with CML-CP with typical b2a2 or b3a2 BCR-ABL1 transcripts, ≥ 2 y of frontline nilotinib, and MR4.5 

(BCR-ABL1IS ≤ 0.0032%) at prescreening were eligible. Upon enrollment, pts continued nilotinib for 1 y, with RQ-

PCR assessments every 12 wk (consolidation [CONS] phase) at a central standardized laboratory. Pts with no 

assessment worse than MR4 (BCR-ABL1IS ≤ 0.01%), ≤ 2 assessments between MR4 and MR4.5, and MR4.5 in the 

last assessment of the CONS phase were eligible to stop treatment (TFR phase). Loss of major MR (MMR [BCR-

ABL1IS≤ 0.1%]) triggered re-initiation of nilotinib (ReRx phase). The data cutoff for this analysis was 30 Nov 2015, 

when all pts who entered the TFR phase had completed 48 wk of TFR, entered the ReRx phase, or discontinued 

from the study. Results: A total of 215 pts entered the CONS phase. Of these, 190 stopped nilotinib and entered the 

TFR phase (median age at baseline: 55 y; median time from first MR4.5 to study entry: 18 mo; median nilotinib 

duration prior to TFR: 43 mo [range: 33-89 mo]). At wk 48 of the TFR phase, 51.6% (95% CI: 44.2-58.9%) of these 

190 pts were in MMR and had not re-initiated treatment (primary endpoint). Of 86 pts who entered the ReRx phase 

due to loss of MMR by the data cutoff, 85 regained MMR (1 pt discontinued from the study [pt decision] without 

MMR 7.1 wk after entering the ReRx phase) and 76 regained MR4.5 (median time to MMR and MR4.5 among all 

pts who entered the ReRx phase: 7.9 wk and 13.1 wk, respectively). No new safety signals were observed on 

treatment. During the TFR phase, 24.7% of pts experienced musculoskeletal pain (grade 3/4 in 1.1%). Conclusions: 

These data demonstrate the feasibility of TFR following frontline nilotinib. Nilotinib is the first tyrosine kinase 

inhibitor to emonstrate successful TFR in a large proportion of eligible pts after relatively short exposure (median: 

≈ 3.6 y) 
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Randomized phase III study on the effect of early intensification of rituximab in combination 

with 2-weekly CHOP chemotherapy followed by rituximab or no maintenance in patients with 

diffuse large B-cell lymphoma: Results from a HOVON-Nordic Lymphoma Group study. 
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Rotterdam, Netherlands; Department of Pathology, Erasmus MC, Rotterdam, Netherlands; Department of Nuclear 
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Background: Rituximab (R)-CHOP is standard treatment for patients with diffuse large B-cell lymphoma (DLBCL). 

The optimal R dose and schedule is not known. We compared R-CHOP-14 with the same regimen combined with 

4 extra R administrations during the first 4 cycles. Patients in complete remission after induction treatment were 

randomized between observation and R maintenance. Here we report the efficacy results of the first randomization. 

Methods: Patients with DLBCL, stage II-IV, were randomized between R-CHOP-14 and an experimental arm with 

R-CHOP-14 combined with extra R 375 mg/m2 IV on day 8 of the first 4 cycles. Response was evaluated using 

PET-CT scans (Lugano criteria 2014). A Deauville score of ≤ 3 was considered as a complete response. The primary 

endpoint was metabolic complete remission rate after induction treatment. (www.trialregister.nlNTR1014). Results: 

575 patients were randomized (standard arm 286 patients, experimental arm 289 patients). Median age was 65 years 

(range, 18-80), 50% of patients were 66 years or older and 52% were male. The majority of patients (57%) had a 

high-intermediate or high aa-IPI score. Baseline patient and disease characteristics were well balanced between 

treatment arms. No significant difference in CR rate was observed between the two treatment arms, standard arm 

84% CR and experimental arm 82% CR (odds ratio = 0.83, 95% CI 0.54-1.28, p=0.40). The observed CR rates in 

patients ≤ or > 65 years were identical. With a median follow-up of 49 months (maximum 90 months), 3- and 5- 

year progression free survival (PFS) were 74% and 68% in the standard arm and 71% and 61% in the experimental 

arm (hazard ratio = 1.23, 95% CI 0.92-1.63, p=0.16). No significant improvement in PFS was noted in subgroups 

by age (≤ or > 65 years) or gender. Toxicity data will be available at ASCO. Conclusions: In patients with DLBCL 

treated with R-CHOP-14 rituximab intensification early during treatment did not improve the CR rate or the 3-year 

PFS. No clinical subgroup benefited from rituximab intensification.   
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A phase 2 trial of ABVD followed by brentuximab vedotin consolidation in limited stage non-

bulky Hodgkin lymphoma. 
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Background: The current standard for limited stage Hodgkin lymphoma (HL) is chemotherapy with or without 

radiation therapy. Given the unclear overall survival advantage and the long-term side effects associated with 

consolidative radiation, the use of this modality remains controversial in the treatment of HL. Brentuximab vedotin 

(BV) has emerged as one of the most active therapeutic agents in HL. We hypothesize that BV may be safe and 

effective in eradicating residual disease after induction chemotherapy and may replace radiation for consolidation 

in patients with limited stage HL. Methods: In this phase 2 multicenter study, patients with previously untreated 

limited stage non-bulky HL received ABVD followed by BV (NCT01578967). The primary objective was to 

estimate the proportion of patients who achieve PET-negative disease (Deauville score ≤ 2) after ABVD followed 

by BV consolidation. Patients received 2 to 6 cycles of ABVD based on their baseline risk factors and the interim 

PET scan result. Approximately 6 weeks after the induction therapy, 1.8 mg/kg of BV was given every 3 weeks for 

6 cycles. Results: Forty one patients were enrolled from April 2012 through December 2015. Out of 40 evaluable 

patients, the median age was 29 years (range 19 – 67), and 46% presented with unfavorable disease. Over 90% of 

patients received ≤ 4 cycles of ABVD, and one patient received radiation due to disease progression. Grade ≥ 3 

toxicities associated with BV included neutropenia in 3 patients and peripheral neuropathy and rash in 1 patient 

each. There was one death due to sepsis and hepatic failure, a very rare but known complication of BV, and all 

reported ≥ grade 4 toxicities were associated with this event. After 2 cycles of ABVD, 72% of patients achieved 

PET-negative disease, and 90% of patients were PET-negative after the completion of BV. The estimated one-year 

progression free and overall survival rates are 91% and 96%, respectively, with a median follow up of 12 months. 

Conclusions: BV demonstrates promising safety and clinical activity following ABVD. BV consolidation may 

obviate the need for radiation therapy and achieve similar survival outcomes in the majority of patients with limited 

stage non-bulky HL.  
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A prospective, multicenter, randomized study of anti-CCR4 monoclonal antibody 

mogamulizumab (moga) vs investigator's choice (IC) in the treatment of patients (pts) with 

relapsed/refractory (R/R) adult T-cell leukemia-lymphoma (ATL). 

 

Authors: Adrienne Alise Phillips, Paul Fields, Olivier Hermine, Juan Carlos Ramos, Brady Ernesto Beltran, 

Juliana Pereira, Carlos Brites, Michael R. Kurman, Joyce George, Karen M. Dwyer, Kevin Conlon, Graham P. 

Taylor, Jason Parker Gonsky, Steven M. Horwitz; New York Presbyterian/Weill Cornell Medical College, New York, 

NY; Guys Hospital, London, United Kingdom; Hospital Necker Service d'Hematologie, Paris, France; University 

of Miami/Sylvester Cancer Center, Miami, FL; Edgardo Rebagliati Martins Hospital, Surco, Peru; Hospital das 

Clinicas da Faculdade de Medicina da Universidade de Sao Paulo, Sao Paulo, Brazil; Hospital Universitario 

Professor Edgar Santos, Salvador, Brazil; Kyowa Kirin Pharmaceuticals, Upper Saddle River, NJ; Kyowa Kirin 

Pharmaceutical Development, Inc, Princeton, NJ; Kyowa Kirin Pharmaceuticals, Princeton, NJ; National Cancer 

Institute, Bethesda, MD; Imperial College, London, United Kingdom; State University of New York Downstate and 

Kings City Hospital Center, Brooklyn, NY; Memorial Sloan Kettering Cancer Center, New York, NY 

 

Background: ATL is a malignancy of T-cells infected with HTLV-1. Prognosis is poor and subtype related. There 

is no consensus treatment for R/R patients with aggressive ATL in whom median OS is < 3 months. Moga, a 

monoclonal antibody directed against CCR4 (expressed in >90% of ATL patients), is approved in Japan for the 

treatment of CCR4+ ATL, PTCL, and CTCL. Methods: To evaluate moga outside of Japan, pts from sites in the 

USA, EU, and Latin America with aggressive R/R ATL (acute, lymphomatous, and chronic subtypes) were 

randomized 2:1 to treatment with moga, 1.0 mg/kg, given weekly for the first 4-week cycle and then biweekly, or 

to 1 of 3 investigator choice (IC) regimens (Gem/Ox, DHAP or pralatrexate). Due to the rarity of the disorder and 

lack of effective therapy, no power calculation was performed. Pts in the IC arm were permitted to cross-over to 

moga upon progression. The primary endpoint was objective response rate (ORR) based on modified Tsukasaki 

criteria. ORR was assessed by the treating investigator (IA) and in blinded fashion by independent review (IR). 

Results: 71 pts were randomized (47 to moga, 24 to IC). Tissue /blood from 65/71 pts (91.5%) expressed CCR4. In 

the moga treated group, ORR was 23.4% (11/47) by IR and 34.0% (16/47) by IA; in the IC group, ORR was 2/24 

(8.3%) by IR and 0/24 by IA. Confirmed ORR (maintained response after 1 month) for moga was 10.6% by IR and 

14.9% by IA; there were no confirmed responses in the IC group. 18 IC pts crossed over to moga and 3 responded. 

Median duration of response for moga was 5.0 months by IR (range: 3.8 – 9.6 mos) and 1 pt had CR lasting >9 

months. Survival data are not yet mature. The most frequently observed treatment-emergent, drug-related adverse 

events in the moga arm were infusion reactions (46.8%), rash/drug eruption (25.5%) and infections (14.9%). 

Conclusions: This was the largest randomized clinical trial of R/R ATL thus far conducted. In patients with 

aggressive R/R ATL commonly used cytotoxic regimens provided limited therapeutic benefit whereas treatment 

with moga resulted in an ORR that supports its therapeutic potential in this setting.  
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Abstract ID: 7506 (163467) 

 

PILLAR-2: A randomized, double-blind, placebo-controlled, phase III study of adjuvant 

everolimus (EVE) in patients (pts) with poor-risk diffuse large B-cell lymphoma (DLBCL). 

 

Authors: Thomas E. Witzig, Kensei Tobinai, Luigi Rigacci, Tongyu Lin, Takashi Ikeda, Anna Vanazzi, Masayuki 

Hino, Yuankai Shi, Jiri Mayer, Luciano J Costa, Carlos DANIEL Bermudez, Jun Zhu, David Belada, Kamal 

Bouabdallah, Joseph Gergi Kattan, Cassandra Wu, Jenna Fan, Anne-Laure Louveau, Maurizio Voi, Franco Cavalli; 

Mayo Clinic, Rochester, MN; National Cancer Center Hospital, Tokyo, Japan; Hematology, Azienda Ospedaliero 

Universitaria Careggi, Firenze, Italy; Cancer Center Sun Yat Sen University, Guangzhou, China; Division of 

Hematology and Stem Cell Transplantation, Shizuoka Cancer Center, Shizuoka 4111-8777, Japan; Division of 

Clinical Haemato-Oncology, Milano, Italy; Department of Clinical Hematology and Diagnostics, Osaka University 

Graduate School of Medicine, Osaka, Japan; Department of Medical Oncology, Cancer Hospital, Chinese Academy 

of Medical Sciences & Peking Union Medical College; Beijing Key Laboratory of Clinical Study on Anticancer 

Molecular Targeted Drugs, Beijing, China; University Hospital Brno, Brno, Czech Republic; University of Alabama, 

Birmingham, AL; Instituto Nacional de Cancerologia, Bogota, Colombia; Department of Lymphoma, Peking 

University School of Oncology, Beijing Cancer Hospital and Institute, Beijing, China; Fourth Department of 

Internal Medicine - Hematology, Charles University Hospital and Faculty of Medicine, Hradec Králové, Czech 

Republic; Department of Haematology, CHU Haut-Lévèque, Bordeaux, France; Hotel Dieu De France Univ 

Hospital, Beirut, Lebanon; Oncology Clinical Development, Novartis Pharmaceuticals Corporation, East Hanover, 

NJ; Novartis Pharmacuticals Corp, East Hanover, NJ; Novartis Pharma, Paris, France; Novartis Oncology, East 

Hanover, NJ; Oncology Institute of Southern Switzerland, Bellinzona, Switzerland 

 

Background: The goal of PILLAR-2 (NCT00790036) was to reduce DLBCL relapse by providing 1 year of 

adjuvant EVE to poor-risk (International Prognostic Index [IPI] ≥3) pts who had achieved a CR with R-chemo. 

Methods: PILLAR-2 was a multicenter double-blind, placebo (PBO)-controlled, phase 3 study. Pts with 

histologically confirmed stage III/IV poor-risk (IPI ≥3) DLBLC who had a PET/CT-confirmed CR to first-line R-

chemo were randomized 1:1 to EVE 10 mg/day or PBO for 1 year or until disease relapse, unacceptable toxicity, or 

death. The primary endpoint was disease-free survival (DFS) by local assessment using revised IWRC; secondary 

endpoints were overall survival (OS), lymphoma-specific survival (LSS), and safety. Results: Median study follow-

up was 50.4 months (range, 24.0–76.9 months). Of the 742 pts randomized, 177 (48%) pts in the EVE and 249 

(67%) in the PBO arms completed the study treatment as per protocol. Overall, 47% pts were ≥65 years, 50% were 

male and 42% had an IPI of 4+5. Adjuvant EVE did not improve DFS vs. PBO (Log-rank p = 0.276) (Table). The 

2-yr DFS rates (95% CI) were 78% (73-82%) in EVE vs 77% (72-81%) in PBO. However, trends favoring EVE 

were observed for OS and LSS, and for exploratory analyses of DFS and OS in males and those with IPI 4+5. 

Common grade 3/4 AEs with > 3% difference for EVE vs PBO included neutropenia, stomatitis, CD4 lymphocytes 

decreased, lymphopenia and anemia. Conclusions: In poor-risk DLBCL patients with a CR after R-chemo, adjuvant 

EVE for 1 year did not improve DFS. A trend favoring EVE for OS and LSS, overall and for DFS in selected patient 

subgroups suggests that everolimus may provide anti-lymphoma activity in high-risk DLBCL, and warrant further 

investigation.  
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Two years rituximab maintenance vs. observation after first-line treatment with bendamustine 

plus rituximab (B-R) in patients with mantle cell lymphoma: First results of aprospective, 

randomized, multicenter phase II study (a subgroup study of the StiL NHL7-2008 MAINTAIN 

trial) 

 

Authors: Mathias J. Rummel, Wolfgang Knauf, Martin Goerner, Ulrike Soeling, Elisabeth Lange, Bernd Hertenstein, 

Jochen Eggert, Georg C Schliesser, Rudolf Weide, Klaus Blumenstengel, Ninia Detlefsen, Axel Hinke, Frank Kauff, 

Juergen Barth; Universitaetsklinik, Giessen, Germany; Centre for Haematology & Oncology Bethanien, Berlin, 

Germany; Stadt Klinikum Bielefeld, Bielefeld, Germany; Onkologie Kassel, Kassel, Germany; Evangelisches 

Krankenhaus Hamm, Hamm, Germany; Department of Hematology and Oncology, Klinikum Bremen Mitte, Bremen, 

Germany; Onkologische Praxis Moers, Moers, Germany; Medical Office, Giessen, Germany; Hematology and 

Oncology Group Practice, Koblenz, Germany; Medical Practice for Oncology and Hematology, Eisenach, Germany; 

Universitaetsklinikum, Giessen, Germany; Wisp Gmbh, Langenfeld, Germany 

 

Background: Rituximab maintenance is part of a standard treatment approach for follicular lymphoma. In mantle 

cell lymphoma (MCL), however, it is not yet common practice. In this study we compared the effect of rituximab 

maintenance vs observation after first-line treatment with B-R in patients with previously untreated MCL. 

Methods: Patients were required to have stage II (with bulky disease > 7 cm), III, or IV disease for registration in 

this study. Primary endpoint was progression free survival (PFS). Secondary endpoints included response rates, 

overall survival (OS), time to progression, event free survival, toxicity. Patients were treated with up to 6 cycles of 

B-R plus 2 additional rituximab cycles. 120 Patients who have responded to B-R were then randomized to either 

rituximab maintenance (375 mg/m2every 2 months for a total of 2 years) or observation only. Results: A total of 

120 patients were evaluable for the analysis, 59 (49%) were randomized to maintenance with rituximab and 61 

(51%) to observation, respectively. Patient characteristics were comparable for both groups. Median patient age 

was 70 years, median time of observation was 54.2 months at the time of this analysis (January 2016). No 

significant difference in PFS between both arms could be observed (p = 0.130, 47 events, HR 0.64, 95% CI 0.36 – 

1.14). The median for R maintenance was not yet reached, whereas for the observation arm the median was 54.7 

months (95% CI 40.1. – n. y. r.). The results for overall survival showed no difference (p = 0.271, 27 events, HR 

1.53, 95% CI 0.73 – 3.32) with a median of 69.6 months for R maintenance versus a median not yet reached in the 

observation arm. Conclusions: After a median observation time of 4.5 years, the results are yet inconclusive. Up 

to date we were not able to demonstrate statistical evidence supporting the benefit of R maintenance after B-R in 

the treatment of patients with MCL. Longer follow-up is needed before final results can be presented. 
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Abstract ID: LBA4 (172609) 

 

Phase III randomized controlled study of daratumumab, bortezomib, and dexamethasone 

(DVd) versus bortezomib and dexamethasone (Vd) in patients (pts) with relapsed or refractory 

multiple myeloma (RRMM): CASTOR study. 

 

Authors: Antonio Palumbo, Asher Alban Akmal Chanan-Khan, Katja Weisel, Ajay K. Nooka, Tamas Masszi, Meral 

Beksac, Ivan Spicka, Vania T.M. Hungria, María-Victoria Mateos, Tomer Martin Mark, Ming Qi, Jordan Mark 

Schecter, Himal Amin, Xiang Qin, William Deraedt, Tahamtan Ahmadi, Andrew Spencer, Pieter Sonneveld; 

University of Torino, Torino, Italy; Mayo Clinic Florida, Jacksonville, FL; Universitaetsklinikum Tuebingen der 

Eberhard-Karls-Universitaet, Tubingen, Germany; Emory University Winship Cancer Center, Atlanta, GA; 

Fovarosi Onkormanyzat Szent Laszlo Korhaza, Hematologia, Budapest, Hungary; Ankara Universitesi Tip 

Fakultesi, Ankara, Turkey; Vseobecna Fakultni Nemocnice V Praze, Prague, Czech Republic; Irmandade da Santa 

Casa de Misericordia de SÃ£o Paulo, Sao Paulo, Brazil; University Hospital of Salamanca/IBSAL, Salamanca, 

Spain; New York Presbyterian Weill CornellÂ Hospital, New York, NY; Janssen Research and Development, LLC, 

Raritan, NJ; Janssen Research & Development, Raritan, NJ; Janssen Research & Development LLC, Raritan, NJ; 

Johnson and Johnson, Philadelphia, PA; Alfred Hospital, Melbourne, Australia; Erasmus Medical Center, 

Rotterdam, Netherlands 

 

Background: Daratumumab (D), a human anti-CD38 IgGκ mAb, induces deep and durable responses with a 

favorable safety profile in RRMM pts. We report a pre-specified interim analysis of the first randomized controlled 

study of D (CASTOR; NCT02136134). Methods: Pts with ≥1 prior line of therapy were randomized (1:1) to 8 

cycles (q3w) of bortezomib (V)/dexamethasone (d) (V: 1.3 mg/m2sc on Days 1, 4, 8, 11; d: 20 mg po on Days 1, 2, 

4, 5, 8, 9, 11, 12) ± D (16 mg/kg iv qw in Cycles 1-3, Day 1 of Cycles 4-8, then q4w until progression). Primary 

endpoint was PFS. 
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Abstract ID: 8000 (167867) 

 

Upfront autologous stem cell transplantation (ASCT) versus novel agent-based therapy for 

multiple myeloma (MM): A randomized phase 3 study of the European Myeloma Network 

(EMN02/HO95 MM trial). 

 

Authors: Michele Cavo, Antonio Palumbo, Sonja Zweegman, Meletios A. Dimopoulos, Roman Hajek, Lucia 

Pantani, Meral Beksac, Ruth Wester, Hans E. Johnsen, Ulf-Henrik Mellqvist, Maria Teresa Petrucci, Christoph 

Driessen, Francesco Di Raimondo, Rossella Troia, Annalisa Pezzi, Bronno van der Holt, Ka Lung Wu, Heinz 

Ludwig, Francesca Gay, Pieter Sonneveld; Seràgnoli Institute of Hematology, Bologna University School of 

Medicine, Bologna, Italy; Myeloma Unit, Division of Hematology, University of Torino, Azienda Ospedaliera Citta` 

della Salute e della Scienza di Torino, Torino, Italy; Department of Hematology, VU University Medical Center, 

Amsterdam, Netherlands; School of Medicine, National and Kapodistrian University of Athens, Athens, Greece; 

Masaryk University Hospital, Brno, Czech Republic; Ankara Universitesi Tip Fakultesi, Ankara, Turkey; Erasmus 

Medical Center, Department of Hematology, Rotterdam, Netherlands; Department of Hematology, Clinical Cancer 

Research Center, Aalborg University Hospital, Aalborg, Denmark; South Elvsborg Hospital, Borås, Sweden; 

Department of Hematology, Sapienza University of Rome, Rome, Italy; Kantonsspital St. Gallen, St. Gallen, 

Switzerland; Division of Hematology, Ospedale Ferrarotto, University of Catania, Catania, Italy; HOVON Data 

Center, Erasmus MC Cancer Institute-Clinical Trial Center, Rotterdam, Netherlands; ZNA Stuivenberg, Department 

of Hematology, Antwerp, Belgium; Wilhelminen Cancer Research Institute, Wilhelminenspital, Department of 

Medicine, Center of Oncology, Hematology and Palliative Care, Vienna, Austria; Erasmus Medical Center, 

Rotterdam, Netherlands 

 

Background: The role of upfront ASCT for newly diagnosed (ND) MM (NDMM) patients (pts) has been 

questioned in the novel agent era. Methods: A phase 3 study was designed to compare [random (R) 1] 4 cycles of 

bortezomib-melphalan-prednisone (VMP) vs high-dose melphalan (HDM) and single or double ASCT (this latter 

limited to centers applying a tandem ASCT policy) as intensification therapy following induction with bortezomib-

cyclophosphamide-dexamethasone and subsequent collection of peripheral blood stem cells. Consolidation therapy 

with bortezomib-lenalidomide-dexamethasone vs no consolidation (R2) was planned after VMP and HDM, 

followed by lenalidomide maintenance until progression or toxicity in both treatment arms. Primary study end point 

was progression-free survival (PFS) from R1. A first prespecified interim analysis was performed in January 2016 

when at least 33% of the required events had been observed. Results are herein reported. Results: From February 

2011 through April 2014, 1503 pts aged ≤65 years with symptomatic NDMM were registered. Of these, 1308 pts 

were eligible for R1 and 1266 who were randomized (1:1 ratio; stratification by ISS stage) to VMP (512 pts) or 

HDM (1±2 ASCT) (754 pts) were analyzed. Median follow up from R1 was 24 months. PFS was significantly 

prolonged in pts randomized to HDM (HR=0.76; 95% CI=0.61-0.94; P=0.010), a benefit retained across predefined 

pt subgroups, including those with revised ISS stage III (HR=0.52; CI=0.32-0.84; P=0.008) and high-risk 

cytogenetics [t(4;14) ± del(17p) ± del(1p) ± 1q gain] (HR=0.72; CI=0.54-0.97; P=0.028). Superior rate of ≥ very 

good partial response was observed with HDM (84%) vs VMP (74%) (odds ratio=1.90; CI=1.42-2.54; P<0.0001). 

In a Cox regression analysis, randomization to HDM (HR=0.61, CI=0.45-0.82; P=0.001) was confirmed to be an 

independent predictor of prolonged PFS. Overall survival was not yet mature and no difference between the 

treatment groups was evident. Conclusions: Upfront ASCT still remains the preferred treatment for younger 

NDMM pts. Further follow-up of the study is needed.  
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Abstract ID: 8001 (168948) 

 

Lenalidomide (LEN) maintenance (MNTC) after high-dose melphalan and autologous stem cell 

transplant (ASCT) in multiple myeloma (MM): A meta-analysis (MA) of overall survival (OS). 

 

Authors: Michel Attal, Antonio Palumbo, Sarah A. Holstein, Valerie Lauwers-Cances, Maria Teresa Petrucci, Paul 

G. Richardson, Cyrille Hulin, Patrizia Tosi, Kenneth Carl Anderson, Denis Caillot, Valeria Magarotto, Philippe 

Moreau, Gerald Marit, Zhinuan Yu, Philip L. McCarthy; CHU Purpan, Toulouse, France; Department of 

Hematology, University of Torino, Torino, Italy; Roswell Park Cancer Institute, Buffalo, NY; University La Sapienza, 

Rome, Jersey; Department of Hematology, Sapienza University of Rome, Rome, Italy; Dana-Farber Cancer Institute, 

Boston, MA; Hematology Department, University Hospital, Nancy, France; Seràgnoli Institute of Hematology and 

Medical Oncology, Bologna University, Bologna, Italy; Dijon University Hospital Center, Dijon, France; Myeloma 

Unit, Division of Hematology, University of Torino, AOU S. Giovanni Battista, Torino, Italy; University Hospital 

Hotel-Dieu, Nantes, France; Service d'Hématologie Clinique, Hôpital du Haut Leveque CHU de Bordeaux, 

Bordeaux, France; Celgene Corporation, Summit, NJ 

 

Background: Several studies demonstrate that LEN MNTC post ASCT reduces the risk of disease progression or 

death in patients (pts) with MM by ≈ 50% (Attal NEJM 2012; McCarthy NEJM 2012; Palumbo NEJM 2014). 

However, these studies were not powered for OS. To assess the effect of LEN MNTC post ASCT on OS, an MA 

was conducted. Methods: A prospectively planned MA assessed the OS of LEN vs placebo/no MNTC (control; 

CTL) after ASCT. A search identified 17 randomized controlled trials (RCTs) using LEN post ASCT. 3 RCTs (IFM 

2005-02, CALGB 100104 [Alliance], GIMEMA RV-209) met prespecified inclusion criteria (had pt-level data, a 

CTL arm, and achieved database lock for primary efficacy analysis of NDMM pts receiving LEN post ASCT). A 

March 2015 cutoff of the 3 RCTs enabled sufficient OS events to test treatment effect (HR = 0.78). Results: In the 

3 RCTs, 1209 pts were randomized from 2005 to 2009 to receive LEN (n = 605) 10 mg/day on days 1-21/28 

(GIMEMA) or 1-28/28 (IFM and CALGB) or CTL (n = 604). With a median follow-up of 6.6 yrs, 491 pts (41%) 

had died. Baseline characteristics were generally balanced in the pooled data. After induction and single (82%) or 

tandem (18%) ASCT, 55% of pts achieved a complete response (CR) or very good partial response (VGPR). Median 

OS for LEN vs CTL was not reached vs 86 mos (HR = 0.74; 95% CI, 0.62-0.89; log-rank P = .001), and 5-, 6-, and 

7-yr OS were longer in LEN vs CTL group (71% vs 66%, 65% vs 58%, and 62% vs 50%, respectively). Fisher’s 

combination test confirmed the significant OS benefit of the MA (P = .001). Pts who achieved ≤ PR post ASCT 

benefited from LEN (HR = 0.86; 95% CI, 0.65-1.15) as well as pts with CR/VGPR (HR = 0.70; 95% CI, 0.54-0.90). 

OS benefit was generally consistent across subgroups. Heterogeneity test showed significant difference across trials 

(P = .047). The potential impact of baseline/disease characteristics, as well as 2nd - line therapy (IFM and CALGB), 

on OS will be explored and presented. Second primary malignancy data will be presented. Conclusions: This large 

MA demonstrates that LEN MNTC significantly prolonged OS vs CTL post ASCT, including in pts who achieved 

CR, demonstrating benefit in pts in all response categories.  
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Abstract ID: 8009 (164111) 

 

A phase Ib dose escalation trial of isatuximab (SAR650984, anti-CD38 mAb) plus lenalidomide 

and dexamethasone (Len/Dex) in relapsed/refractory multiple myeloma (RRMM): Interim 

results from two new dose cohorts. 

 

Authors: Ravi Vij, Nikoletta Lendvai, Thomas G. Martin, Rachid C. Baz, Frank Campana, Florent Mazuir, Eric 

Charpentier, Don M. Benson Jr.; Washington University, St. Louis, MO; Memorial Sloan Kettering Cancer Center, 

New York, NY; University of California, San Francisco, San Francisco, CA; Moffitt Cancer Center, Tampa, FL; 

Sanofi Oncology, Cambridge, MA; Sanofi Research & Development, Alfortville, France; The Ohio State University, 

Columbus, OH 

 

Background: Isatuximab (ISA), a humanized anti-CD38 monoclonal antibody, has demonstrated activity in patients 

(pts) with RRMM in combination with Len/Dex in an ongoing Phase 1b study (NCT01749969). Overall response 

rate (ORR) was 63% at ISA 10 mg/kg Q2W (n = 24). Here, we report data from 2 new cohorts evaluating a higher 

ISA dose and a different administration schedule. Methods: Pts with RRMM (≥ 2 prior MM therapies) were 

sequentially enrolled to ISA 10 or 20 mg/kg (weekly × 4 doses, then every 2 wks; initial infusion rate 175 and 250 

mg/h at 10 and 20 mg/kg, respectively) plus Len 25 mg (days [D] 1–21) and Dex 40 mg (D1, 8, 15, and 22), in 28-

day cycles. Primary objective: to determine the maximum tolerated dose (MTD). Results: An additional 26 pts were 

treated in the 2 cohorts: median age 65 (42–76) yrs; median yrs from diagnosis 4.5 (1.8–16.6). Median 4.5 (1–8) & 

6 (3–10) prior lines of therapy at 10 & 20 mg/kg, respectively; Len-refractory (67% & 86%), 

pomalidomide+carfilzomib-refractory (25% & 64%), immunomodulatory drug+proteasome inhibitor-refractory (50% 

& 86%). At data cut-off (Dec 2015), median duration of dosing was 21.5 wks (10 mg/kg) and 9.9 wks (20 mg/kg); 

13 pts remain on treatment. 4 pts discontinued therapy due to adverse events (AEs) (grade [Gr] 3 infusion-associated 

reactions [IARs] [n = 3], dose-limiting toxicity of Gr 3 pneumonia [n = 1]), all at 20 mg/kg in Cycle 1; these pts 

were excluded from the efficacy analysis. Most frequent AEs were fatigue (46%), pyrexia (35%) and diarrhea (31%). 

IARs occurred in 65% of pts, mostly Gr ≤ 2, and > 90% during 1st infusion. MTD has not been reached. In evaluable 

pts, ORR (IMWG criteria; confirmed responses) was 50% in both cohorts (10 mg/kg [n = 12]: VGPR 25%; PR 25%. 

20 mg/kg [n = 10]: VGPR 20%; PR 30%). Clinical benefit rate (≥ MR) was 83% and 50% in the 10 and 20 mg/kg 

cohorts, respectively. Median time to 1st response was 4 (4–16) wks. Conclusions: The combination of ISA ≥ 10 

mg/kg and Len/Dex was generally tolerated and clinically active in heavily pretreated RRMM. Responses were 

observed after approximately 4 wks. PK, biomarker, and longer term follow-up data will be presented.  
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Abstract ID: 8003 (170498) 

 

Genetic plasma cell signatures in high-risk smoldering myeloma versus multiple myeloma 

patients 

 

Authors: Sham Mailankody, Neha Korde, Mark J. Roschewski, Austin Christofferson, Martin Boateng, Yong Zhang, 

Elisabet Esteve Manasanch, Dickran Gano Kazandjian, Mary Kwok, Manisha Bhutani, Nishant Tageja, Adriana 

Zingone, Rene Costello, Laurence Lamy, Malin Hultcrantz, Elli Papaemmanuil, Maryalice Stetler-Stevenson, 

William Douglas Figg, Jonathan J Keats, Carl Ola Landgren; Memorial Sloan Kettering Cancer Center, New York, 

NY; MSKCC, New York, NY; Center for Cancer Research, National Cancer Institute, Bethesda, MD; Translational 

Genomics Research Institute, Phoenix, AZ; National Cancer Institute, Bethesda, MD; The University of Texas MD 

Anderson Cancer Center, Houston, TX; Office of Hematology and Oncology Products/Food and Drug 

Administration, Silver Spring, MD; Walter Reed National Military Medical Center, Chevy Chase, MD; Department 

of Hematologic Oncology & Blood Disorders, Levine Cancer Institute/Carolinas Healthcare System, Charlotte, NC; 

National Cancer Institute/ National Institute of Health, Wheeling, WV; Metabolism Branch, National Cancer 

Institute, National Institutes of Health, Bethesda, MD; Paradigm Shift Therapeutics, Bethesda, MD; Sloan Kettering 

Institute, New York, NY; Clinical Pharmacology Program, National Cancer Institute at the National Institutes of 

Health, Bethesda, MD 

 

Background: Smoldering myeloma (SMM) is an ill-defined clinical myeloma precursor state. Recently, treatment 

studies targeting high-risk SMM patients have been conducted, showing promising clinical outcomes. Limited 

information is available on the biology of SMM. Using samples from a prospective clinical trial based on 

carfilzomib, lenalidomide and dexamethasone (CRd) (Korde et al. JAMA Oncology 2015), we showed near 

complete response (CR) or better in 28 of 45 (62%) patients with newly diagnosed multiple myeloma (NDMM); in 

high-risk SMM patients we reported stringent CR in 12 of 12 (100%) and 11 of 12 were MRD negative. Here, we 

sequenced the patients on our clinical trial and provide novel insights on tumor cell biology. Methods: We 

performed whole exome sequencing (median 125x, range 105-184x) and RNA sequencing of plasma cells obtained 

from baseline bone marrow samples in 39 patients with NDMM and 12 patients with high-risk SMM. Results: 

Whole exome sequencing on the 39 patients with NDMM identified a total of 2273 non-synonymous variants 

(median 53, range 26-139). Amongst the 12 SMM patients, 692 non-synonymous variants were identified (median 

44, range 26-124). Previously reported recurrently mutated genes in multiple myeloma patients (BRAF, DIS3, 

FAM46C, IDH1, INTS12, IRF4, KRAS, NRAS, PRDM1, TP53, TRAF3, CYLD, RB1, ACTG1, LTB, HIST1H1E 

and MAX) were observed in 16 of 39 (41%) NDMM patients. In the high-risk SMM cohort, we did not detect any 

non-synonymous mutations amongst these genes. Conclusions: Amongst patients with NDMM and high-risk SMM 

enrolled in a prospective clinical trial of treatment with CRd, we confirmed previously reported recurrent mutations 

in NDMM. While the number of non-synonymous variants was similar in the two groups, none of the high-risk 

SMM patients had mutations in these genes. Our novel results suggest that at least a proportion of high-risk SMM 

patients have different molecular profiles compared to NDMM patients, which could have implications for risk 

determination and initiation of therapy. Additional analysis including clonal heterogeneity and subclonal 

architecture will be presented at the meeting. 
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Three-year overall survival for patients with advanced melanoma treated with pembrolizumab 

in KEYNOTE-001. 
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Sydney, Sydney, Australia; Merck & Co., Inc., North Wales, PA; Merck & Co., Inc., Kenilworth, NJ; Dana-Farber 
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Background: The anti–PD-1 antibody pembro (pembro; MK-3475) prevents PD-1 from binding to its ligands, PD-

L1 and PD-L2, and is approved for treating advanced melanoma at a dose of 2 mg/kg every 3 wk (Q3W). Pembro 

demonstrated superior PFS over chemotherapy for ipilimumab (ipi)-refractory melanoma (KEYNOTE-002) and 

superior OS and PFS over ipi for advanced melanoma (KEYNOTE-006). We present 3-year OS data for all patients 

(pts) with melanoma enrolled in the phase 1b KEYNOTE-001 study (NCT01295827). Methods: Pts were enrolled 

in ipi-naive and ipi-treated cohorts and received pembro 2 or 10 mg/kg Q3W or 10 mg/kg Q2W until intolerable 

toxicity, progression, or investigator decision. Clinically stable pts with radiographic progression could remain on 

pembro until progression was confirmed. Response was assessed by RECIST v1.1 every 12 wk. After pembro 

discontinuation, pts were contacted to assess survival every 3 mo. OS was estimated using the Kaplan-Meier method. 

Results: Of the 655 pts enrolled, 24% had BRAFV600 mutation, 78% had stage M1c disease, 38% had elevated LDH, 

75% had ≥1 prior therapy, and 52% had prior ipi. As of the Sep 18, 2015, data cutoff date, median follow-up duration 

was 32 mo (range 24-46) and 358 (55%) pts had died. The 36-mo OS rate was 40% and median OS was 23.8 mo 

(95% CI, 20.2-29.0), with similar results for each dose (Table). 36-mo OS rates were 41% in both ipi-treated and 

ipi-naive pts and 45% in treatment-naive pts (Table). Examination of the OS curve suggests a long-term OS benefit 

for a fraction of pts treated with pembro. Additional data, including PFS, ORR, duration of response, and safety, 

will be available for presentation. Conclusions: Pembro provides long-term survival benefit in pts with ipi-naive 

and ipi-treated advanced melanoma, with 40% of pts alive at 3 years. These data support the use of pembrolizumab 

in pts with advanced melanoma regardless of prior treatment.  
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Updated results from a phase III trial of nivolumab (NIVO) combined with ipilimumab (IPI)in 

treatment-naive patients (pts) with advanced melanoma (MEL) (CheckMate 067). 
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Background: In CheckMate 067, NIVO (anti-PD-1) plus IPI (anti-CTLA-4) significantly improved progression-

free survival (PFS) and objective response rate (ORR) vs IPI alone in pts with MEL (N Engl J Med 2015;373:23). 

We report updated efficacy and safety results from this study. Methods: Treatment-naïve pts (N=945) were 

randomized 1:1:1 to NIVO 1 mg/kg Q3W + IPI 3 mg/kg Q3W for 4 doses (followed by NIVO 3 mg/kg Q2W), 

NIVO 3 mg/kg Q2W + placebo, or IPI 3 mg/kg Q3W for 4 doses + placebo, until progression or unacceptable 

toxicity. Pts were stratified by PD-L1 status, BRAFmutation status, and M-stage. Co-primary endpoints were PFS 

and overall survival (data remain immature). Secondary endpoints included efficacy by PD-L1 status and safety. 

Results: At ≥18 months of follow-up, median PFS continued to be significantly longer for NIVO+IPI and NIVO 

vs IPI (P<0.001), and was numerically longer for NIVO+IPI vs NIVO alone (Table). Median duration of response 

in 181/314 (57.6%) NIVO+IPI responders has not been reached, and was 22.3 and 14.4 months in 138/316 (43.7%) 

NIVO and 60/315 (19.0%) IPI responders, respectively. Median PFS was also numerically longer with NIVO+IPI 

vs NIVO or IPI regardless of PD-L1 tumor expression (Table). For NIVO+IPI, NIVO, and IPI groups, median PFS 

was 15.5, 5.6, and 4.0 months in pts with a BRAF mutation and was 11.3, 7.1, and 2.8 months in pts with wild-type 

BRAF, respectively. The frequency and types of drug-related grade 3/4 AEs were consistent with earlier reports 

(NIVO+IPI, 56.5%; NIVO, 19.8%; IPI, 27.0%). Conclusions: NIVO+IPI and NIVO alone continue to demonstrate 

superior clinical activity vs IPI monotherapy. NIVO+IPI appears to have greater efficacy than either agent alone, 

regardless of PD-L1 expression or BRAF mutation status.  
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Pembrolizumab (pembro) plus ipilimumab (ipi) for advanced melanoma: Results of the 

KEYNOTE-029 expansion cohort. 

 

Authors: Georgina V. Long, Victoria Atkinson, Jonathan S. Cebon, Michael B. Jameson, Bernie M. Fitzharris, 

Catriona M. McNeil, Andrew Graham Hill, Antoni Ribas, Michael B. Atkins, John A. Thompson, Wen-Jen Hwu, F. 

Stephen Hodi, Alexander M. Menzies, Alexander David Guminski, Richard Kefford, Xinxin Shu, Scot Ebbinghaus, 

Nageatte Ibrahim, Matteo S. Carlino; Melanoma Institute Australia, The University of Sydney, Mater Hospital, and 

Royal North Shore Hospital, North Sydney, NSW, Australia; Gallipoli Medical Research Foundation and 

Greenslopes Private Hospital, Brisbane, Australia; Olivia Newton-John Cancer Research Institute, Heidelberg, 

Australia; Waikato Hospital, Hamilton, New Zealand; Canterbury District Health Board, Christchurch, New 

Zealand; Chris O’Brien Lifehouse, Royal Prince Alfred Hospital, Melanoma Institute Australia, The University of 

Sydney, Sydney, Australia; Tasman Oncology Research, Southport, Australia; UCLA Jonsson Comprehensive 

Cancer Center, Los Angeles, CA; Georgetown-Lombardi Comprehensive Cancer Center, Washington, DC; Seattle 
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Background: Pembro (MK-3475), an anti–PD-1 antibody that prevents PD-1 from binding to its ligands, PD-L1 

and PD-L2, is approved in several countries for treating advanced melanoma. In KEYNOTE-006, pembro showed 

superior OS over the anti–CTLA-4 inhibitor ipi. In a phase 3 trial, combination therapy with reduced-dose 

nivolumab (anti–PD-1) and standard-dose ipi showed higher ORR and longer PFS than either checkpoint inhibitor 

alone but was associated with increased toxicity. Preliminary data from the phase 1 KEYNOTE-029 study 

(NCT02089685) suggested that standard-dose pembro + reduced-dose ipi was safe and provided robust antitumor 

activity. Here, we present data from a larger population of patients (pts) treated with pembro + ipi in the KEYNOTE-

029 expansion cohort. Methods: Eligible pts had advanced melanoma, ECOG PS 0-1, no active brain metastases, 

and no prior immune checkpoint inhibitor therapy. Pts received pembro 2 mg/kg Q3W + ipi 1 mg/kg Q3W for 4 

doses, then pembro 2 mg/kg Q3W until intolerable toxicity, progression, or 2 y. Response was assessed by RECIST 

v1.1 at wk 12, every 6 wk until wk 30, then every 12 wk thereafter. Results: Of 153 pts enrolled in the expansion, 

107 had ≥18 wk of follow-up (median 6.4 mo, range 4.3-9.4) by the Oct 26, 2015, data cutoff and were eligible for 

analysis. 18% of pts had elevated LDH, 55% had stage M1c disease, 36% were BRAFV600mutant, 13% received 

≥1 prior therapy, and 12% received a prior BRAF ± MEK inhibitor; 84% had PD-L1–positive tumors (ie, ≥1% 

staining in tumor and adjacent immune cells). 79 pts (74%) received all 4 ipi doses; 73 pts (68%) remained on 

pembro. 41 pts (38%) had ≥1 grade 3-4 drug-related AE (DRAE); 68% of these DRAEs resolved by data cutoff. 

DRAEs led to discontinuation of pembro and ipi in 9 pts (8%), ipi alone in 11 (10%), and pembro alone in 4 (4%); 

there were no treatment-related deaths. Immune-mediated AEs of any grade and grade 3-4 severity occurred in 57 

(53%) and 21 (20%) pts. ORR by investigator review was 57%, with 5 (5%) CR and 56 (52%) PR; by central review, 

ORR was 51%, with 9% CR and 42% PR. Conclusions: Pembro 2 mg/kg in combination with 4 doses of ipi 1 

mg/kg has a manageable toxicity profile and provides robust antitumor activity in pts with advanced melanoma.  
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Pembrolizumab versus ipilimumab for advanced melanoma: Final overall survival analysis of 

KEYNOTE-006. 
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Background: In the phase III KEYNOTE-006 study (NCT01866319), pembro (anti–PD-1) provided superior OS 

and PFS and a lower incidence of grade 3-5 treatment-related AEs compared with ipi (anti–CTLA-4) in patients 

(pts) with advanced melanoma and ≤ 1 prior therapy. Here, we present the final OS analysis. Methods: 834 pts 

were randomized 1:1:1 to 24 mo of pembro 10 mg/kg Q3W or Q2W or to 4 doses of ipi 3 mg/kg Q3W. Clinically 

stable pts with radiologic progression could receive treatment until confirmed progression. Response was assessed 

per RECIST v1.1 by central review at wk 12, every 6 wk until wk 48, then every 12 wk thereafter. Survival 

follow-up was every 12 wk. Final OS analysis occurred after all pts were followed for ≥ 21 mo. Differences in OS 

were assessed in the intention-to-treat population using the stratified log-rank test with the Hochberg procedure. 

Results: As of Dec 3, 2015, median follow-up duration was 22.9 mo and 383 pts had died. Pembro continued to 

provide superior OS, PFS, and ORR over ipi, with no difference between pembro schedules (Table). Median OS 

was not reached for pembro vs 16.0 mo with ipi; estimated 24-mo OS rates were 55% and 43%, respectively. The 

PFS KM curves appeared to flatten after ~20 mo for all arms, with estimated 24-mo rates of ~30% for pembro and 

14% for ipi. KM estimates suggest ~70% of responding pts have a response lasting ≥ 72 wk. There was 1 

treatment-related death (sepsis in the pembro Q2W arm). The safety profile was consistent with that previously 

reported. Conclusions: With an additional 9 mo of follow-up, median OS was not reached for pembro, and the 

superiority of pembro over ipi for advanced melanoma was confirmed. Coupled with the durability of response 

and manageable safety profile, these data support pembro as a standard of care for advanced melanoma. 
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Genomic analysis and 3-y efficacy and safety update of COMBI-d: A phase 3 study of 

dabrafenib (D) + trametinib (T) vs D monotherapy in patients (pts) with unresectable or 

metastatic BRAF V600E/K-mutant cutaneous melanoma. 
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Background: Previous analysis of COMBI-d (NCT01584648) showed that D+T compared with D monotherapy 

improved ORR (69% [95% CI, 62%-75%] vs 53% [95% CI, 46%-60%]; P = 0.0014), reduced risk of progression 

(HR, 0.67 [95% CI, 0.53-0.84]; P = 0.0004) and death (HR, 0.71 [95% CI, 0.55-0.92]; P = 0.0107), and increased 

2-y OS rate (51% vs 42%) in BRAFV600–mutant melanoma. Methods: In this phase 3, randomized, double-blind 

study, pts with histologically confirmed unresectable stage IIIC or IV, BRAF V600E/K–mutant melanoma were 

randomized 1:1 to receive frontline D 150 mg twice daily (BID) + T 2 mg once daily or D 150 mg BID only. The 

primary endpoint was PFS; secondary endpoints were OS, ORR, duration of response, and safety. Whole-exome 

sequencing was used to assess somatic mutations and copy number changes in pretreatment tumor (mean target 

coverage [MTC], 170×) and matched normal blood samples (MTC, 100×) collected from > 140 pts to further 

characterize BRAF V600–mutant melanoma and explore whether individual gene changes or genetic profiles were 

associated with treatment benefit. Results: A total of 423 pts were randomized to D+T (n = 211) or D (n = 212). As 

expected, initial genetic analysis of 130 pts showed that BRAF was the most frequently mutated gene (V600E, 83%; 

V600K, 15%). Additional mutations were observed in genes related to tumor suppression (TP53, PTEN, CDKND2A) 

and resistance to MAPK pathway inhibition (MEK1, MEK2, NRAS, NF1, RAC1), and amplifications were observed 

in BRAF and MITF. Overall mutation rate was higher in V600K vs V600E pts (median mutations per sample, 1701 

vs 419; P< 0.0001). Updated genomic analysis, including OS and mutation rate association, and efficacy and safety 

results, including 3-y OS, will be presented. Conclusions: Preliminary genetic analyses showed additional 

mutations related to tumor suppression and MAPK inhibitor resistance were present in pts with BRAF-mutant 

melanoma, with a higher overall mutation rate in V600K-mutant tumors. Updated genetic analysis and 3-y efficacy 

and safety analysis will be presented.  
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Comorbidities and risk of chemotherapy-induced peripheral neuropathy among participants 

in SWOG clinical trials. 
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Background: Neuropathy is a debilitating toxicity associated with various chemotherapy agents. We evaluated the 

association between common comorbid conditions and the development of peripheral neuropathy in patients treated 

with taxane-based chemotherapy. Methods: We examined the SWOG database to identify phase II/III trials that 

included taxane therapy from 1999-2011. We linked the SWOG clinical records to Medicare claims data according 

to social security number, sex, and date of birth. The following disease conditions potentially associated with 

peripheral neuropathy were evaluated: diabetes, hypothyroid, hypercholesterolemia, hypertension, varicella zoster, 

peripheral vascular disease, and autoimmune diseases. Multivariate logistic regression was used to model the odds 

of experiencing Grade 2-4 neuropathy. Results: A total of n = 1401 patients from 23 studies were included in the 

analysis. Of these 251/1401 patients (18%) had Grade 2-4 neuropathy. Patients receiving paclitaxel were more likely 

to experience neuropathy (25% vs. 12%; OR = 2.20, 95% CI: 1.52-3.18, p < .0001) compared to docetaxel. The 

inclusion of a platinum agent in addition to a taxane was also associated with greater neuropathy (OR = 1.68, 95% 

CI: 1.18-2.40, p = .004). For each increase in age of one year, the odds of neuropathy increased 4% (p = .006). 

Patients with complications from diabetes had twice the odds of neuropathy (OR = 2.13, 95% CI: 1.31-3.46, p = .002) 

compared to patients with no diabetes. In contrast, patients with autoimmune disease were half as likely to 

experience neuropathy (OR = 0.49, 95%CI: 0.24-1.02, p = .06). There were higher rates of Grade 2-4 neuropathy 

(22% vs. 0%, p = .0005) among diabetics on taxane therapy compared diabetics who did not receive a taxane or a 

platinum agent. Conclusions: In summary, we found that in addition to drug-related factors, age and history of 

diabetes are independent predictors of the development of CIPN. Interestingly, we also observed that a history of 

autoimmune disease was associated with reduced odds of neuropathy. Patients with diabetic complications may 

choose to avoid paclitaxel, or taxane/platinum combination therapies, if other efficacious options exist.  
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Benefits of physician orders for scope of treatment (POST) forms on end-of-life care incancer 

patients: Insights from the West Virginia registry. 

 

Authors: Mark W. Knestrick, Sandra L. Pedraza, Stacey Culp, Evan C. Falkenstine, Alvin Howard Moss; 

Department of Medicine, West Virginia School of Medicine, Morgantown, WV; Department of Statistics, West 

Virginia University, Morgantown, WV; West Virginia Center for End-of-Life Care, Morgantown, WV 

 

Background: The West Virginia POST form, a POLST Paradigm form (www.polst.org), converts patient 

preferences into medical orders and implements advance care planning for patients with advanced illness for whom 

their physicians would not be surprised if they died in the next year. Few studies have evaluated the benefits of 

POST forms to cancer patients. The objective of this study was to compare the outcomes from the use of POST 

forms versus advance directives (ADs) on end-of-life care quality metrics in cancer patients. Methods: A 

retrospective study of West Virginians who submitted POST forms or ADs to the West Virginia e-Directory Registry 

and died from cancer between 1/1/2011 and 6/30/2014. Results: Of patients in the West Virginia e-Directive 

Registry during the study period, 1129 patients were identified who died from cancer: 538 (47.7%) with ADs and 

591 (52.3%) with POST forms. Of patients with POST forms, 323 (54.7%) were referred to hospice compared to 

146 (27.1%) with ADs (p<.001). In-hospital death occurred in 163 (30.3%) of patients with ADs compared to only 

66 (11.2%) of patients with POST forms; the unadjusted odds ratio for an out-of-hospital death for patients with 

POST forms compared to AD was 3.46 (p<.001). Of the 591 POST forms, 31 oncologists completed 82 (13.9%), 

20 palliative care physicians completed 205 (34.7%), and 195 primary care physicians completed 304 (51.4%). 

Median time from POST form completion to death was only .95 months. Conclusions: Utilization of POST forms 

compared to advance directives in cancer patients is associated with a greater achievement of two quality metrics 

for end-of-life care: referral to hospice and out-of-hospital death. Oncologist use of the surprise question and earlier 

POST form discussions may contribute to higher quality end-of-life care for patients with advanced cancer.  
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A URCC NCORP nationwide randomized controlled trial investigating the effect of exercise on 

chemotherapy-induced peripheral neuropathy in 314 cancer patients. 
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Background: Over 50% of cancer patients receiving chemotherapy regimens including platinums, vinca alkaloids, 

and taxanes experience chemotherapy-induced peripheral neuropathy (CIPN), which presents as numbness, tingling, 

pain, and movement problems. CIPN is a dose-limiting toxicity that reduces quality of life and can increase mortality. 

There are no FDA-approved drugs to treat CIPN and behavioral interventions like exercise have received little 

research attention. We conducted a secondary analysis of our nationwide phase III randomized controlled trial to 

examine the effect of exercise on CIPN and possible moderators to identify for whom exercise best treats CIPN. 

Methods: Cancer patients (N = 314, 56±11 yrs, 92% female, 78% breast cancer) receiving platinum, vinca alkaloid, 

or taxane regimens were randomized to standard chemotherapy or chemotherapy plus Exercise for Cancer Patients 

(EXCAP). EXCAP is a standardized, individualized, moderate-intensity, home-based, six-week progressive 

walking and resistance exercise program. We assessed CIPN pre- and post-intervention using patient-reported 

numbness and tingling (0-10 scale; 10 = as bad as you can imagine). Moderators tested included sex, age, BMI, and 

cancer stage. Results: Exercise reduced CIPN compared to control (p = 0.04, effect size [ES] = 0.26, ANCOVA). 

Older patients benefitted more from exercise than younger patients, compared to control (p = 0.06, ES= 1.05 for 

ages 28-47 vs. ages 64-79). We found no evidence of moderation by other variables. Conclusions: Exercise reduces 

CIPN for patients receiving platinum, vinca alkaloid, and taxane chemotherapy regimens, especially for older 

patients. Clinicians should consider prescribing exercise for patients receiving platinums, vinca alkaloids, and 

taxanes and especially for their geriatric patients. Funded by NCI grants R25 CA102618, UG1 CA189961, and 

2U10 CA037420-20.  
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Randomized trial of early integrated palliative and oncology care. 
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Background: Early palliative care (PC) improves outcomes in patients with newly diagnosed metastatic non-small 

cell lung cancer (NSCLC) and in patients identified by clinicians as having poor prognosis, advanced cancer. We 

evaluated the impact of early, integrated palliative and oncology care in patients with newly diagnosed lung and 

gastrointestinal (GI) cancer. Methods: We randomly assigned patients with newly diagnosed incurable lung 

(NSCLC, small cell, mesothelioma) or GI (pancreas, hepatobiliary, gastric, esophageal) cancer to PC integrated 

with oncology care (at least monthly visits with PC) or usual oncology care. We used the Functional Assessment of 

Cancer Therapy-General (FACT-G) to assess quality of life (QOL) and the Patient Health Questionniare-9 (PHQ-9) 

and Hospital Anxiety and Depression Scale (HADS) for mood at baseline, weeks 12 and 24. We assessed patients’ 

perception of their likelihood of cure and their communication about their end of life (EOL) preferences. WΒe used 

linear regression controlling for baseline values and clinical characteristics to evaluate the impact of group 

assignment on QOL and mood and chi-square to evaluate report of treatment intent and communication about EOL. 

Results: Between 5/2/11 and 7/20/15, we randomized 350 patients (175 per group), including 191 lung and 159 GI 

cancer patients. Patients assigned to early PC had higher QOL (β=4.98, 95%CI: 1.58 to 8.38, p=0.004) and less 

depression on the PHQ-9 (β=-1.22, 95% CI: -2.40 to -0.02, p=0.047) at 24 weeks, but not at 12 weeks. There were 

no between-group differences in HADS at either time point. At 24 weeks, similar proportions of patients reported 

that their cancer was unlikely to be cured (36/105 [33.6%] in PC and 43/115 [37.4%] in usual care) but more patients 

assigned to early PC reported they discussed their EOL preferences (31/116 [30.2%] versus 71/117 [14.5%], 

p=0.005). Patterns of change in QOL over time differed between lung and GI patients. Conclusions: Early PC 

improved QOL, decreased depression, and increased the frequency of EOL discussions in patients with newly 

diagnosed lung and GI cancer. The benefits of the integrated care model extend to other populations with newly 

diagnosed disease and include improved communication about EOL care. 
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Abstract ID: 10019 (161961) 

 

Placebo-controlled phase III study comparing dexamethasone on day 1 to on day 1-3 with NK1  

receptor antagonist and palonosetoron in high emetogenic chemotherapy. 
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Background: Standard antiemetic therapy for chemotherapy-induced nausea and vomiting in high emetogenic 

chemotherapy (HEC) is a combination of NK1 receptor antagonist, 5-HT3 receptor antagonist and dexamethasone 

(DEX) on day 1-3. This study compared the efficacy of DEX on day 1 to on day 1-3 due to reduce side effects of 

DEX. Methods: Patients with a malignant solid tumor to receive HEC (containing > 50 mg/m2 of cisplatin or 

anthracycline+cyclophosphamide) were randomly assigned to Arm A (DEX on day 1-3) or Arm B (DEX on day 1) 

with NK1 receptor antagonist and palonosetron. Primary endpoint was complete response (CR) rate defined as no 

emetic episodes and no rescue medications in the overall (0-120h) phase. Secondary endpoints included CR rates 

in the acute (0-24h) and delayed (24-120h) phases, severity of nausea, adverse events (AEs) related to DEX and 

chemotherapy with CTCAE ver 4.0 on day 1-5, and quality of life with EROTC QLQ-C30 on day 5. The planned 

sample size of 400 provided power of 80% to detect the non-inferiority of Arm B to Arm A with the non-inferiority 

margin of difference by 15% in CR rate (one-sided α=0.025). Results: 401pts were enrolled and 396 pts were 

evaluable. Baseline characteristics were well-balanced. CR rates in the overall phase were 46.9% in Arm A and 

44.0% in Arm B (risk difference: -2.9%, 95%CI: -12.6%-6.8%, P=0.007 for non-inferiority). CR rates in Arm A 

and in Arm B were 63.3% and 64.5% (risk difference: 1.2%, 95% CI: -8.1%-10.6%, P<0.001) in the acute phase; 

56.6% and 51.5% (risk difference: -5.1%, 95% CI: -14.8%-4.6%, P=0.023) in the delayed phase, respectively. The 

severity of nausea was not significantly different between 2 arms on each day. AEs related to DEX depends on the 

duration of DEX administration: hot flushes on day 4 (P=0.013) and 5 (P=0.038) and tremor on day 5 (P=0.041) 

were observed more frequently in Arm A, while anorexia on day 2 (P=0.039) and 3 (P=0.006), depression on day 
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2 (P=0.045) and fatigue on day 2 (P=0.001) and 3 (P=0.004) were more in Arm B. Other grade >3 AEs and Global 

health status in QOL were similar between 2 arms. Conclusions: Administration of DEX can be limited to on day 

1 in anti-emetic therapy for HEC. 
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Abstract ID: 2500 (164336) 

 

Phase Ib study of BGJ398 in combination with BYL719 in patients (pts) with select advanced 

solid tumors. 
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Background: Phosphatidylinositol-3-kinase (PI3K) and fibroblast growth factor receptor (FGFR) pathway 

dysregulation can co-occur in tumors. In this study (NCT01928459), safety, tolerability,and preliminary activity of 

the pan-FGFR (BGJ398) + α-specific PI3K (BYL719) inhibitors were evaluated and maximum tolerated dose (MTD) 

was established in pts w/ advanced solid tumors w/PI3K catalytic subunit (PIK3CA) mutations ± FGFR alterations. 

Methods: Pts w/ solid tumorsreceived once-daily (QD) BGJ on D1-D21 of each 28-D cycle (C) and BYL 

continuously duringescalation (PIK3CA-mutant ± FGFR-altered) and expansion (arm 1, PIK3CA-mutant [n = 15]; 

arm 2, PIK3CA-mutant + FGFR-altered [n = 10]; arm 3, PIK3CA-mutant + FGFR-altered breast cancer [n =10]). 

Results: Of 62 pts enrolled, 44% had ≥ 4 prior therapies. The MTD, 125 BGJ + 300 BYL, was determined based 

on 32 evaluable pts’ data during escalation. C1 dose-limiting toxicities (DLTs) occurred in 4 pts (table). During 

expansion, 24 pts in arms 1 (n = 12), 2 (n = 6), and 3 (n = 6) received the MTD. At data cutoff (Nov 6, 2015), 4 pts 

were ongoing; median treatment duration was 64 D (range, 7-456 D). Common adverse events (AEs) included 

diarrhea (60%), fatigue (53%), nausea (48%), and on-target AEs (hyperphosphatemia [37%], hyperglycemia [36%]); 

most were G1/2. At the MTD, 61% of pts had ≥ 1 BGJ dose reduction; 61% of pts had ≥ 1 BYL dose reduction. 

Eight pts had partial responses (PRs), w/ 4 confirmed in urothelial, head and neck, melanoma, and anal cancer. One 

pt w/ FGFR3-TACC3 fusion urothelial carcinoma w/ PR had a complete shrinkage in target lesions lasting 4 mo. 

Conclusions: The MTD for BGJ + BYL was determined as QD 125 BGJ on D1-D21 of each C + 300 BYL 

continuously. Given the high number of reductions w/ chronic treatment, lower starting doses may be warranted in 

future studies. Responses were observed in tumors w/ specific genetic alterations; however, it is not known if BGJ 

+ BYL in combination offers improved efficacy over single agents. [caption]Dose-escalation DLTs.[/caption] 
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Abstract ID: 2503 (171083) 

 

Phase I study of sapacitabine and seliciclib in patients with advanced solid tumors. 
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Background: Sapacitabine is an oral nucleoside analogue; the active metabolite CNDAC generatesss DNA breaks 

that are converted to dsDNA breaks (DSB) during subsequent replication, resulting incell death. CNDAC-induced 

DSB repair is dependent on homologous recombination (HR). Seliciclibis an oral CDK2, 7 and 9 inhibitor, and 

sensitizes cells to CNDAC by decreasing DSB repairvia compromise of HR protein activation. This phase I study 

evaluates sequential and concomitantsapacitabine and seliciclib treatment. Methods: Dose escalation was 

conducted in patients withincurable solid tumors with sapacitabine b.i.d. x 7 consecutive days (d 1-7) followed by 

seliciclibb.i.d. x 3 consecutive days (d 8-10) or sapacitabine q.d. concomitantly with seliciclib q.d. x 5 daysper week 

x 2 weeks (d 1-5, 8-12). MTD was the highest dose level at which less than one-third of atleast 6 patients experienced 

cycle 1 DLT. Skin biopsies were obtained to assess DNA damage following sapacitabine and seliciclib treatment. 

Results: 67 patients were treated including 45 BRCA mutation carriers (BRCA +ves). MTDs are sapacitabine 50 

mg b.i.d./seliciclib 1200 mg b.i.d. and sapacitabine 250 mg q.d./seliciclib 200 mg q.d. respectively. DLTs were 

reversible elevations in transaminase and bilirubin, neutropenia/febrile neutropenia and pneumonia. The most 

frequent grade 3/4 adverse events included elevations in ALT (10%), AST (13%), bilirubin (6%) and alkaline 

phosphatase (7%), neutropenia (21%), febrile neutropenia (6%), hyperglycemia (6%), hypokalemia (6%), and 

abdominal pain (7%). Skin biopsies showed a 2.3-fold increase in gH2AX staining post-sapacitabine (n = 16; p = 

0.007) and a further 0.58-fold increase post-seliciclib (n = 12; p = 0.069). Six confirmed PRs occurred in BRCA 

+ves with pancreatic, ovarian and breast cancer. Response durations range from 49 to > 224 weeks in 4 ovarian and 

breast patients. SD was observed in 10 additional BRCA +ves with durations ranging from 26 to 81 weeks in 5 

ovarian and breast cancer patients. Conclusions: Sequential and concomitant sapacitabine and seliciclib is safe with 

preliminary antitumor activity (35% PR + SD) in BRCA +ves, the status of which may be a potential biomarker for 

response across multiple tumor types.   
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Checkmate 032: Nivolumab (N) alone or in combination with ipilimumab (I) for thetreatment 

of recurrent small cell lung cancer (SCLC). 
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Background: Patients (pts) with advanced (adv) SCLC after first-line platinum-basedchemotherapy have limited 

options. Nivolumab, a programmed death-1 (PD-1) immune checkpointinhibitor, is approved for previously treated 

metastatic NSCLC in the US and for squamous NSCLC inthe EU. Nivolumab + ipilimumab, a cytotoxic T-

lymphocyte antigen-4 immune checkpoint inhibitor, has shown durable responses in multiple tumor types. 

CheckMate 032 was designed to evaluate nivolumab +/- ipilimumab in adv tumors including SCLC. Methods: 

AdvSCLC pts with progressivedisease (PD) after ≥1 platinum-based chemotherapy, regardless of platinum 

sensitivity or tumorPD-1 ligand 1 (PD-L1) expression, were eligible. Pts received nivolumab ([mg/kg] N3 Q2W) 

or nivolumab + ipilimumab combination (N1 + I3 or N3 + I1 Q3W for 4 cycles then N3 Q2W). Primaryendpoint 

was objective response rate (ORR). Additional endpoints were safety, overall survival (OS), progression-free 

survival (PFS), and biomarkers. Results: 180 pts were enrolled (n=80, N3; n=47, N1 + I3; n=53, N3 + I1). Among 

127 pts in the N3 and N1 + I3 cohorts, 56% received ≥2 prior regimens and 30% were platinum resistant. Efficacy 

data are shown (Table). Responses were observed independent of platinum sensitivity and PD-L1 expression. Grade 

3–4 treatment-related adverse events (TRAEs) occurred in 11% of pts in N3 and 32% of pts in N1 + I3; 5% and 13% 

discontinued due to TRAEs, respectively. One TR death due to myasthenia gravis occurred (N1 + I3 arm). 

Conclusions: Nivolumab and nivolumab + ipilimumab showed durable objective responses and manageable safety 

profiles, with possibly higher toxicities observed with the combination, in previously treated SCLC pts. Updated 

efficacy including OS by prior lines of therapy, safety, and biomarkers will be presented for the N3 and N1 + I3 

cohorts. Efficacy and safety for the N3 + I1 cohort will be presented. [footer] a15 pts had <6 weeks minimum follow-

up bMinimumfollow-up = 120 days c25 pts in N3 and 2 pts in N1 + I3 were non-evaluable for tumor response DOR 

= duration of response[/footer]    



74                                                             Best of ASCO® 2016 Event in China 

Abstract ID: 3003 (170754) 

 

Programmed death-1 blockade in mismatch repair deficient cancer independent of tumor 

histology. 
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Background: Mismatch repair deficiency (MRD) is feature of many cancers at a frequency of approximately 1 in 

30 patients independent of tumor histology. Tumors with MRD are deficient in the repair of specific DNA replication 

errors and as a result accumulate hundreds to thousands of mutations per tumor genome. The high number of somatic 

mutations increase the chances for at least one of these mutations to result in a highly immunogenic neo-antigenic 

protein that can trigger a potent anti-tumor immune response in the presence of PD-1 blockade. Methods: To further 

test this hypothesis, we conducted a phase 2 study to evaluate the activity of pembrolizumab (pembro), a 

programmed death-1 (PD-1) antibody in MRD tumors independent of tumor histology using a basket design. 

Pembro was administered at 10 mg/kg every 14 days inpatients with > 1 prior therapy. The co-primary endpoints 

were response and progression-free survival rate at 20 weeks. Secondary endpoints included disease control rate 

(DCR = CR+PR+SD), PFS, overall survival (OS) and safety. Results: A total of 29 patients were enrolled and 

treated on this study, including the following histologies: (endometrial: 9; pancreatic: 4; ampullary: 4; biliary: 3; 

small bowel: 3; gastric: 3; thyroid: 1; prostate: 1; sarcoma: 1). Median follow up time is 8.1 mos. Objective response 

and disease control rates were 48% (14/29, 95% confidence interval: 29-67%) and 72% (21/29), respectively. 

Twenty of 29 patients remain on treatment due to clinical benefit. Median overall Survival (OS) and progression-

free survival (PFS) were 21 months and not reached (NR). The OS and PFS rates at 12 months were 79% and 54%, 

respectively, which support the durability of clinical benefit. Among the patients with an objective response, only 3 

have developed secondary resistance to pembro with a median time to progression of 5 months. Conclusions: 

Independent of tumor histology, patients with advanced MRD cancers receive durable clinical benefit with Pembro. 

(NCT01876511) 
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Abstract ID: 3001 (163524) 

 

CheckMate 012: Safety and efficacy of first-line (1L) nivolumab (nivo; N) and ipilimumab (ipi; 

I) in advanced (adv) NSCLC. 
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Background: Nivo + ipi is approved in adv melanoma and has demonstrated clinical activity and manageable safety 

in various solid tumors. CheckMate 012 is a phase I study of nivo monotherapyor combined with other therapies in 

1L adv NSCLC; we report updated results, including tumor growth dynamic (TGD) modeling, from N+I dosing 

schedules explored to optimize safety and permit synergistic activity. Methods: Patients ([pts] N=148, any NSCLC 

histology) received N+I(mg/kg) across 4 dose cohorts (Table). Primary objective was safety; secondary objectives 

were ORR (RECIST v1.1) and 24-wk PFS rate; exploratory endpoints were OS and efficacy by tumor programmed 

death ligand 1 (PD-L1) expression. The effect of N+I dosing was assessed by TGD modeling generated using 

individual tumor assessments; model-predicted tumor shrinkage at wk12 was compared across cohorts. Results: 

Treatment-related (TR) adverse events (AEs) and select TRAEs were manageable (Table). TRAEs leading to 

discontinuation (DC) were comparable to nivo alone (10%), with no TR deaths. Across cohorts, ORRs ranged from 

13%–39% (Table), and median duration of response was not reached. Responses were noted regardless of PD-L1 

expression, with a higher magnitude of benefit in tumors that expressed PD-L1. TGD modeling predicted enhanced 

tumor shrinkage for N3 + I1 schedules compared with nivo alone or any N1-containing schedule. Based on 

integrated efficacy/safety/TGD data, N3 Q2W + I1 Q6W was proposed for further evaluation. Conclusions: 1L 

therapy with N+I demonstrates clinical activity and a manageable safety profile. Updated safety and efficacy across 

cohorts (by histology, EGFR, smoking status, PD-L1 expression) and TGD modeling data will be presented. 

[footer]NC = not calculated; Gr = grade. [/footer] 


