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C M E  I n f o r m a t i o n

TARGET AUDIENCE
This activity is intended for medical oncologists, hematology-
oncology fellows and other allied healthcare professionals 
involved in the treatment of colorectal, gastric and pancreatic 
cancer.

OVERVIEW OF ACTIVITY
Cancer of the colon and rectum is the fourth most frequently 
diagnosed cancer and the second most common cause of 
death among all neoplasms in the United States, accounting 
for approximately 9% of all cancer deaths. Although individ-
ually less frequently encountered, the collection of other, 
noncolorectal GI cancers account for more per annum cancer-
related deaths than those attributed to tumors of the colon 
and rectum combined. In 2014 in the United States alone it is 
estimated that these diseases will culminate in 136,830 new 
cases and 50,310 deaths.

Current therapeutic management of colorectal cancer (CRC) 
is dependent on tumor stage at the time of initial diagnosis, 
status of surgical margins, patient performance status, age, 
prior treatment exposure and sites of metastasis for those 
with disease recurrence or de novo advanced cancer. Although 
these variables are helpful in guiding selection of treat-
ment, the introduction of novel biomarkers, multigene signa-
tures and molecular-targeted systemic agents has significantly 
refined the clinical algorithm such that individualized thera-
peutic approaches have become the standard. Similarly, local 
and systemic treatment approaches for each of the non-CRC 
GI cancers are continuously evolving. Like their more prevalent 
tumor counterparts, the impact of novel molecular-targeted 
and biologic therapies on the management of non-CRC GI 
cancers has been profound. By providing information on 
the latest research developments and their potential appli-
cation to routine practice, this activity is designed to assist 
medical oncologists, hematology-oncology fellows and other 
allied healthcare professionals with the formulation of up-to-
date clinical management strategies for both CRC and select 
non-CRC GI cancers.

LEARNING OBJECTIVES
•	 Coordinate comprehensive biomarker analysis for patients 

diagnosed with advanced CRC, and use this information to 
guide evidence-based care for these patients.

•	 Communicate the benefits and risks of anti-VEGF, 
anti-EGFR and other targeted biologic therapies to patients 
with metastatic CRC, and develop an evidence-based 
algorithm to sequence available therapeutic options.

•	 Individualize local and systemic treatment for patients with 
metastatic CRC that is isolated to the liver.

•	 Effectively integrate the evidence-based use of 
chemotherapy and molecular-targeted agents into the 
individualized management of advanced pancreatic cancer.

•	 Use clinical and molecular biomarkers to select optimal 
treatment strategies for patients with locally advanced 
or metastatic gastric or gastroesophageal junction (GEJ) 
cancer.

•	 Appreciate the recent FDA-approved indication for ramuci-
rumab in advanced gastric or GEJ cancer, and discern how 
this agent can be optimally integrated into clinical practice.

•	 Recall new data with investigational agents demonstrating 
promising activity in colorectal, gastric and pancreatic 
cancers.

ACCREDITATION STATEMENT
Research To Practice is accredited by the Accredita-
tion Council for Continuing Medical Education to provide 
continuing medical education for physicians.

CREDIT DESIGNATION STATEMENT 
Research To Practice designates this enduring material for a 
maximum of 2.25 AMA PRA Category 1 Credits™. Physicians 
should claim only the credit commensurate with the extent of 
their participation in the activity.

HOW TO USE THIS CME ACTIVITY
This CME activity consists of a video component. To receive 
credit, the participant should watch the video, complete 
the Post-test with a score of 70% or better and fill out 
the Educational Assessment and Credit Form located at 
ResearchToPractice.com/ASCOCRC14/CME.

CLINICAL INVESTIGATORS PROVIDE THEIR  

PERSPECTIVES ON PRACTICAL ISSUES AND  

RESEARCH QUESTIONS IN THE MANAGEMENT OF  

COLORECTAL, GASTRIC AND PANCREATIC CANCER

C O N S E N S U S  O R  C O N T R O V E R S Y ?
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CONTENT VALIDATION AND DISCLOSURES
Research To Practice (RTP) is committed to providing its 
participants with high-quality, unbiased and state-of-the-
art education. We assess potential conflicts of interest with 
faculty, planners and managers of CME activities. Real or 
apparent conflicts of interest are identified and resolved 
through a conflict of interest resolution process. In addition, 
all activity content is reviewed by both a member of the 
RTP scientific staff and an external, independent physician 
reviewer for fair balance, scientific objectivity of studies refer-
enced and patient care recommendations.

FACULTY — The following faculty (and their spouses/partners) 
reported real or apparent conflicts of interest, which have been 
resolved through a conflict of interest resolution process: 

Charles S Fuchs, MD, MPH
Director, Center for Gastrointestinal Cancer	
Dana-Farber/Harvard Cancer Center 	
Professor of Medicine 	
Harvard Medical School 	
Boston, Massachusetts

Advisory Committee: Celgene Corporation, Genentech 
BioOncology, Lilly, Metamark Genetics Inc, Sanofi, Takeda 
Pharmaceuticals North America Inc; Consulting Agreements: 
ImClone Systems, a wholly owned subsidiary of Eli Lilly and 
Company, Lilly. 

Johanna C Bendell, MD
Director, GI Oncology Research	
Associate Director, Drug Development Unit	
Sarah Cannon Research Institute 	
Nashville, Tennessee

No real or apparent conflicts of interest to disclose.

Eric Van Cutsem, MD, PhD
Professor of Medicine	
Digestive Oncology	
University Hospital Gasthuisberg/Leuven	
Leuven, Belgium

Contracted Research: Amgen Inc, Bayer HealthCare Pharma-
ceuticals, Merck, Novartis Pharmaceuticals Corporation, 
Roche Laboratories Inc, Sanofi.

Herbert I Hurwitz, MD
Professor of Medicine	
Division of Medical Oncology	
Clinical Director, Phase I Program	
Co-Leader, GI Oncology Program	
Duke University Medical Center	
Durham, North Carolina

Consulting Agreements: Bayer HealthCare Pharmaceuticals, 
Boehringer Ingelheim Pharmaceuticals Inc, Bristol-Myers 
Squibb Company, EMD Serono Inc, Genentech BioOncology, 
GlaxoSmithKline, ImClone Systems, a wholly owned subsid-
iary of Eli Lilly and Company, Lilly, Novartis Pharmaceuti-
cals Corporation, Roche Laboratories Inc, Sanofi; Contracted 
Research: Abbott Laboratories, Genentech BioOncology, 
GlaxoSmithKline, Novartis Pharmaceuticals Corporation, Pfizer 
Inc, Roche Laboratories Inc, Sanofi. 

Wells A Messersmith, MD
Professor and Director 	
GI Medical Oncology Program 	
Co-Leader Developmental Therapeutics Program	
University of Colorado Cancer Center	
Aurora, Colorado

Contracted Research: Bayer HealthCare Pharmaceuticals, 
Genentech BioOncology, Millennium: The Takeda Oncology 
Company, Pfizer Inc, Roche Laboratories Inc. 

MODERATOR — Dr Love is president and CEO of Research 
To Practice, which receives funds in the form of educational 
grants to develop CME activities from the following commer-
cial interests: AbbVie Inc, Amgen Inc, Astellas, AstraZeneca 
Pharmaceuticals LP, Aveo Pharmaceuticals, Bayer HealthCare 
Pharmaceuticals, Biodesix Inc, Biogen Idec, Boehringer 
Ingelheim Pharmaceuticals Inc, Bristol-Myers Squibb 
Company, Celgene Corporation, Daiichi Sankyo Inc, Dendreon 
Corporation, Eisai Inc, Exelixis Inc, Genentech BioOncology, 
Genomic Health Inc, Gilead Sciences Inc, Incyte Corporation, 
Lilly, Medivation Inc, Merck, Millennium: The Takeda Oncology 
Company, Novartis Pharmaceuticals Corporation, Novocure, 
Onyx Pharmaceuticals Inc, Pharmacyclics Inc, Prometheus 
Laboratories Inc, Regeneron Pharmaceuticals, Sanofi, Seattle 
Genetics, Spectrum Pharmaceuticals Inc, Teva Oncology and 
VisionGate Inc.

RESEARCH TO PRACTICE STAFF AND EXTERNAL 
REVIEWERS — The scientific staff and reviewers for Research 
To Practice have no real or apparent conflicts of interest to 
disclose.

This educational activity contains discussion of published and/
or investigational uses of agents that are not indicated by the 
Food and Drug Administration. Research To Practice does not 
recommend the use of any agent outside of the labeled indica-
tions. Please refer to the official prescribing information for 
each product for discussion of approved indications, contra-
indications and warnings. The opinions expressed are those 
of the presenters and are not to be construed as those of the 
publisher or grantors.
This activity is supported by educational grants from Bayer 
HealthCare Pharmaceuticals, Bristol-Myers Squibb Company, 
Genentech BioOncology and Incyte Corporation.

Hardware/Software Requirements: 
A high-speed Internet connection 	
A monitor set to 1280 x 1024 pixels or more 	
Internet Explorer 7 or later, Firefox 3.0 or later, Chrome, 	
Safari 3.0 or later 	
Adobe Flash Player 10.2 plug-in or later 	
Adobe Acrobat Reader 	
(Optional) Sound card and speakers for audio

Last review date: September 2014

Expiration date: September 2015
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Charles S Fuchs, MD, MPH
A phase III randomized trial of FOLFOXIRI + bevacizumab versus FOLFIRI + bevacizumab as first-line treatment for metastatic 
colorectal cancer. NCT00719797

A phase III trial of irinotecan/5-FU/leucovorin or oxaliplatin/5-FU/leucovorin with bevacizumab, or cetuximab (C225), or 
with the combination of bevacizumab and cetuximab for patients with untreated metastatic adenocarcinoma of the colon or 
rectum. NCT00265850

Douillard J et al. Final results from PRIME: Randomized phase III study of panitumumab (pmab) with FOLFOX4 for first-line 
metastatic colorectal cancer (mCRC). Proc ASCO 2011;Abstract 3510.

Douillard JY et al. Panitumumab-FOLFOX4 treatment and RAS mutations in colorectal cancer. N Engl J Med 
2013;369(11):1023-34. 

Douillard JY et al. Randomized, Phase III trial of panitumumab with infusional fluorouracil, leucovorin, and oxaliplatin 
(FOLFOX4) versus FOLFOX4 alone as first-line treatment in patients with previously untreated metastatic colorectal cancer: 
The PRIME study. J Clin Oncol 2010;28(31):4697-705. 

Falcone A et al. FOLFOXIRI/bevacizumab (bev) versus FOLFIRI/bev as first-line treatment in unresectable metastatic colorectal 
cancer (mCRC) patients (pts): Results of the Phase III TRIBE trial by GONO group. Proc ASCO 2013;Abstract 3505.

Koopman M et al. Maintenance treatment with capecitabine and bevacizumab versus observation after induction treatment 
with chemotherapy and bevacizumab in metastatic colorectal cancer (mCRC): The phase III CAIRO3 study of the Dutch 
Colorectal Cancer Group (DCCG). Proc ASCO 2013;Abstract 3502.

Multicenter randomized trial evaluating FOLFIRI plus cetuximab versus FOLFIRI plus bevacizumab in first line treatment of 
metastatic colorectal cancer. NCT00433927

Primrose JN et al. A randomized clinical trial of chemotherapy compared to chemotherapy in combination with cetuximab in 
k-RAS wild-type patients with operable metastases from colorectal cancer: The new EPOC study. Proc ASCO 2013;Abstract 
3504.

Johanna C Bendell, MD
Adam R et al. Hepatic resection for noncolorectal nonendocrine liver metastases: Analysis of 1,452 patients and development 
of a prognostic model. Ann Surg 2006;244(4):524-35. 

Bennouna J et al. Continuation of bevacizumab after first progression in metastatic colorectal cancer (ML18147): A 
randomised phase 3 trial. Lancet Oncol 2013;14(1):29-37. 

Brouquet A et al. Is resection of colorectal liver metastases after a second-line chemotherapy regimen justified? Cancer 
2011;117(19):4484-92. 

Folprecht G et al. Neoadjuvant treatment of unresectable colorectal liver metastases: Correlation between tumour response 
and resection rates. Ann Oncol 2005;16(8):1311-9. 

Karoui M et al. Influence of preoperative chemotherapy on the risk of major hepatectomy for colorectal liver metastases. Ann 
Surg 2006;243(1):1-7. 

Nakano H et al. Sinusoidal injury increases morbidity after major hepatectomy in patients with colorectal liver metastases 
receiving preoperative chemotherapy. Ann Surg 2008;247(1):118-24. 

Parikh AA et al. Perioperative complications in patients undergoing major liver resection with or without neoadjuvant chemo-
therapy. J Gastrointest Surg 2003;7(8):1082-8. 

Rubbia-Brandt L et al. Severe hepatic sinusoidal obstruction associated with oxaliplatin-based chemotherapy in patients with 
metastatic colorectal cancer. Ann Oncol 2004;15(3): 460-6. 

Sobrero AF et al. EPIC: Phase III trial of cetuximab plus irinotecan after fluoropyrimidine and oxaliplatin failure in patients 
with metastatic colorectal cancer. J Clin Oncol 2008;26(14):2311-19. 

Van Cutsem E et al. Addition of aflibercept to fluorouracil, leucovorin, and irinotecan improves survival in a Phase III random-
ized trial in patients with metastatic colorectal cancer previously treated with an oxaliplatin-based regimen. J Clin Oncol 
2012;30(28):3499-506. 

Vauthey JN et al. Chemotherapy regimen predicts steatohepatitis and an increase in 90-day mortality after surgery for hepatic 
colorectal metastases. J Clin Oncol 2006;24(13):2065-72. 
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Eric Van Cutsem, MD, PhD
Amado RG et al. Wild-type KRAS is required for panitumumab efficacy in patients with metastatic colorectal cancer. J Clin 
Oncol 2008;26(10):1626-34.

Bennouna J et al. Continuation of bevacizumab after first progression in metastatic colorectal cancer (ML18147): A 
randomised phase 3 trial. Lancet Oncol 2013;14(1):29-37. 

Douillard J et al. Final results from PRIME: Randomized phase III study of panitumumab with FOLFOX4 for first-line treatment 
of metastatic colorectal cancer. Ann Oncol 2014;25(7):1346-55. 

Giantonio BJ et al. Bevacizumab in combination with oxaliplatin, fluorouracil, and leucovorin (FOLFOX4) for previously 
treated metastatic colorectal cancer: Results from the Eastern Cooperative Oncology Group Study E3200. J Clin Oncol 
2007;25(12):1539-44. 

Goldberg RM et al. The continuum of care: A paradigm for the management of metastatic colorectal cancer. Oncologist 
2007;12(1):38-50. 

Grothey A et al. Regorafenib monotherapy for previously treated metastatic colorectal cancer (CORRECT): An international, 
multicentre, randomised, placebo-controlled, phase 3 trial. Lancet 2013;381(9863):303-12. 

Grothey A, Sargent D. Overall survival of patients with advanced colorectal cancer correlates with availability of fluoro-
uracil, irinotecan, and oxaliplatin regardless of whether doublet or single-agent therapy is used first line. J Clin Oncol 
2005;23(36):9441-2. 

Hurwitz H et al. Bevacizumab plus irinotecan, fluorouracil, and leucovorin for metastatic colorectal cancer. N Engl J Med 
2004;350(2):2335-42. 

Karapetis CS et al. K-ras mutations and benefit from cetuximab in advanced colorectal cancer. N Engl J Med 
2008;359(17):1757-65. 

Van Cutsem E et al. Cetuximab plus irinotecan, fluorouracil, and leucovorin as first-line treatment for metastatic 
colorectal cancer: Updated analysis of overall survival according to tumor KRAS and BRAF mutation status. J Clin Oncol 
2011;29(15):2011-9. 

Van Cutsem E et al. Advanced colorectal cancer: ESMO Clinical Practice Guidelines for treatment. Ann Oncol 2010;21(Suppl 
5):v93-7. 

Herbert I Hurwitz, MD
Ancrile B et al. Oncogenic Ras-induced secretion of IL6 is required for tumorigenesis. Genes Dev 2007;21(14):1714-9. 

Bromberg J, Wang TC. Inflammation and cancer: IL-6 and STAT3 complete the link. Cancer Cell 2009;15(2):79-80. 

Conroy T et al. FOLFIRINOX versus gemcitabine for metastatic pancreatic cancer. N Engl J Med 2011;364(19):1817-25. 

Laird BJ et al. Prognostic factors in patients with advanced cancer: A comparison of clinicopathological factors and the devel-
opment of an inflammation-based prognostic system. Clin Cancer Res 2013;19(19):5456-64. 

Nixon AB et al. Prognostic and predictive blood-based biomarkers in patients with advanced pancreatic cancer: Results from 
CALGB80303 (Alliance). Clin Cancer Res 2013;19(24):6957-66. 

Von Hoff DD et al. Results of a randomized Phase III trial (MPACT) of weekly nab-paclitaxel plus gemcitabine versus 
gemcitabine alone for patients with metastatic adenocarcinoma of the pancreas with PET and CA19-9 correlates. Proc ASCO 
2013;Abstract 4005.

Yu H et al. STATs in cancer inflammation and immunity: A leading role for STAT3. Nat Rev Cancer 2009;9(11):798-809. 

Wells A Messersmith, MD
A combination study of Kadcyla (trastuzumab emtansine) and capecitabine in patients with breast cancer or gastric cancer. 
NCT01702558

A double-blind, placebo-controlled, randomized, multicenter Phase III study evaluating the efficacy and safety of pertuzumab 
in combination with trastuzumab and chemotherapy in patients with HER2-positive metastatic gastroesophageal junction or 
gastric cancer. NCT01774786
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A phase 1, dose escalation study of MGAH22 in patients with refractory HER2 positive breast cancer and patients with other 
HER2 positive carcinomas for whom no standard therapy is available. NCT01148849

A phase I study of LJM716 in patients with squamous cell carcinoma of head and neck, or HER2-overexpressing metastatic 
breast cancer or gastric cancer. NCT01598077

A phase I-II study to assess the safety, efficacy and pharmacokinetic profile of HM781-36B combined with paclitaxel and 
trastuzumab in patients with HER-2 positive advanced gastric cancer. NCT01746771

A phase II open label trial of PF-00299804 monotherapy in patients with HER-2 positive advance gastric cancer after failure 
of at least one prior chemotherapy regimen. NCT01152853

A phase II study of afatinib (BIBW 2992) and trastuzumab in patients with advanced HER2-positive trastuzumab-refractory 
advanced esophagogastric cancer. NCT01522768

A phase II study of trastuzumab in combination with capecitabine and oxaliplatin (XELOX) in patients with advanced gastric 
cancer. NCT01396707

A phase II study of trastuzumab in combination with TS-ONE and cisplatin in firstline human epidermal growth factor receptor 
2 (HER2)-positive advanced gastric cancer. NCT01736410

A phase III, randomized, double-blinded study of IMC-1121B and best supportive care (BSC) versus placebo and BSC in 
the treatment of metastatic gastric or gastroesophageal junction adenocarcinoma following disease progression on first-line 
platinum- or fluoropyrimidine-containing combination therapy. NCT00917384

A phase III study for ErbB2-positive advanced or metastatic gastric, esophageal, or gastroesophageal junction adenocarcinoma 
treated with capecitabine plus oxaliplatin with or without lapatinib. NCT00680901

A phase III trial evaluating the addition of trastuzumab to trimodality treatment of HER2-overexpressing esophageal adenocar-
cinoma. 

A randomized, multicenter, open-label, phase III study of lapatinib (GW572016) in combination with weekly paclitaxel versus 
weekly paclitaxel alone in the second-line treatment of ErbB2-amplified advanced gastric cancer. NCT00486954

A study of trastuzumab in combination with TS-ONE and cisplatin in first-line human epidermal growth factor receptor 2 
(HER2)-positive advanced gastric cancer. NCT01228045

An open-label, multi-center study to evaluate the disease free survival rate of a perioperative combination of capecitabine 
(Xeloda), trastuzumab (Herceptin) and oxaliplatin (XELOX-trastuzumab) in patients with resectable gastric or gastro-esophageal 
junction adenocarcinoma. NCT01130337

An open-label, randomized, multicenter phase IIA study evaluating pertuzumab in combination with trastuzumab and chemo-
therapy in patients with HER2-positive advanced gastric cancer. NCT01461057

An open-label, single-arm, multi-center phase II study to evaluate the efficacy and safety of AUY922 in combination 
with trastuzumab standard therapy as second-line treatment in patients with HER2-positive advanced gastric cancer. 
NCT01402401

An open-label, single arm study to evaluate the efficacy and safety of trastuzumab in combination with capecitabine and 
oxaliplatin (XELOX) as a first-line chemotherapy for inoperable, locally advanced or recurrent and/or metastatic gastric cancer. 
NCT01364493

Bang YJ. Advances in the management of HER2-positive advanced gastric and gastroesophageal junction cancer. J Clin Gastro-
enterol 2012;46(8):637-48. 

Bang YJ et al. Trastuzumab in combination with chemotherapy versus chemotherapy alone for treatment of HER2-positive 
advanced gastric or gastro-oesophageal junction cancer (ToGA): A phase 3, open-label, randomised controlled trial. Lancet 
2010;376(9742):687-97.

Dose determination of Taxotere®, Eloxatin® and Xeloda® (TEX) in combination with Herceptin® as first-line treatment for 
patients with HER2-positive non-resectable oesophagus, cardia or gastric cancer (ECV). NCT01295086

Fuch CS et al. Ramucirumab monotherapy for previously treated advanced gastric or gastro-oesophageal junction adenocarci-
noma (REGARD): An international, randomised, multicentre, placebo-controlled, phase 3 trial. Lancet 2014;383(9911):31-9. 

Garcia-Carbonero R et al. An open-label phase II study evaluating the safety and efficacy of ramucirumab combined with 
mFOLFOX-6 as first-line therapy for metastatic colorectal cancer. Oncologist 2014;19(4):350-1.

Ghosh D et al. Expression of vascular endothelial growth factor (VEGF) and placental growth factor (PlGF) in conceptus and 
endometrium during implantation in the rhesus monkey. Mol Hum Reprod 2000;6(10):935-41. 
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Holash J et al. VEGF-Trap: A VEGF blocker with potent antitumor effects. Proc Natl Acad Sci U S A 2002;99:11393-8. 

Hongyo T et al. Mutations of the K-ras and p53 genes in gastric adenocarcinomas from a high-incidence region around 
Florence, Italy. Cancer Res 1995;55(12):2665-72. 

Lee SH et al. BRAF and KRAS mutations in stomach cancer. Oncogene 2003;22(44):6942-5. 

Multicenter, explorative phase II study of perioperative 5-FU, leucovorin, docetaxel, and oxaliplatin (FLOT) in combination with 
trastuzumab in patients with HER2-positive, locally advanced, resectable adenocarcinoma of the gastroesophageal junction or 
stomach (HerFLOT). NCT01472029

Nanus DM et al. Antiproliferative and antitumor effects of alpha-interferon in renal cell carcinomas: Correlation with the 
expression of a kidney-associated differentiation glycoprotein. Cancer Res 1990;50(14):4190-4. 

Oliveira MD et al. Analysis of factors associated with non-acceptance of hepatitis B vaccine among low income adolescent 
students. Cien Saude Colet 2007;12(5):1247-52. 

Phase 1 study of every other week anti-vascular endothelial growth factor receptor 2 (VEGFR-2) monoclonal antibody 
IMC-1121B in patients with advanced solid tumors who have not responded to standard therapy. NCT00786383

Phase 1 study of IMC-1121B in patients with advanced solid tumors. NCT01005355

Phase I study of weekly anti-vascular endothelial growth factor receptor 2 (VEGFR-2) monoclonal antibody IMC-1121B in 
patients with advanced solid tumors who have not responded to standard therapy. NCT00793975

Phase I trial of afatinib in combination with 3 weekly trastuzumab in patients with tumours overexpressing HER2. Once the 
MTD of afatinib with 3 weekly trastuzumab was established the safety of this dose will be assessed also in combination with 
weekly trastuzumab. NCT01649271

Phase I trial of interleukin-12 in combination with paclitaxel plus Herceptin in patients with HER2-positive malignancies. 
NCT00028535

Phase I trial of intraperitoneal ²¹²Pb-TCMC-trastuzumab for HER-2 expressing malignancy. NCT01384253

Phase II open label study to evaluate the biological activity of ASLAN001 (ARRY 334543) in patients with recurrent/
metastatic gastric, gastro-oesophageal junction, and oesophageal carcinoma whose tumours are epidermal growth factor 
receptor-2 (HER-2) amplified or co-expressing epidermal growth factor receptor-1 (HER-1) and HER-2. NCT01614522

Phase II study of docetaxel, oxaliplatin, capecitabine with bevacizumab and trastuzumab in case of human epidermal growth 
factor receptor 2 (HER2)-positivity in patients with locally advanced or metastatic gastric cancer or adenocarcinoma of the 
gastro-oesophageal junction (B-DOCT study). NCT01359397

Phase II study to assess the efficacy and safety of trastuzumab in combination with XELOX as first-line treatment of patients 
with advanced or metastatic gastric cancer or gastro-esophageal junction, (HER2)-positive. NCT01503983

Phase II trial of CAPOX, bevacizumab and trastuzumab for patients with HER2-positive metastatic esophagogastric cancer. 
NCT01191697

Randomized, open label, phase 2 study of MM-111 and paclitaxel with trastuzumab in patients with HER2 positive carcinomas 
of the distal esophagus, gastroesophageal (GE) junction and stomach who have failed front line metastatic or locally advanced 
therapy. NCT01774851

Randomized, placebo-controlled, double-blind phase 2 study of mFOLFOX6 chemotherapy plus ramucirumab drug product 
(IMC-1121B) versus mFOLFOX6 plus placebo for advanced adenocarcinoma of the esophagus, gastroesophageal junction or 
stomach. NCT01246960

Roy H et al. VEGF-A, VEGF-D, VEGF receptor-1, VEGF receptor-2, NF-kappaB, and RAGE in atherosclerotic lesions of diabetic 
Watanabe heritable hyperlipidemic rabbits. 

Safety and tolerability of oxaliplatin-capecitabine-trastuzumab combination and chemoradiotherapy in adjuvant setting 
in operated HER2+ patients with gastric or gastroesophageal junction adenocarcinoma: A phase II study (TOXAG study). 
NCT01748773

Spratlin JL et al. Phase I pharmacologic and biologic study of ramucirumab (IMC-1121B), a fully human immunoglobulin G1 
monoclonal antibody targeting the vascular endothelial growth factor receptor-2. J Clin Oncol 2010;28(5):780-7. 

Stern HM. Improving treatment of HER2-positive cancers: Opportunities and challenges. Sci Transl Med 2012;4(127):127rv2. 

Zhu AX et al. A phase II and biomarker study of ramucirumab, a human monoclonal antibody targeting the VEGF receptor-2, 
as first-line monotherapy in patients with advanced hepatocellular cancer. Clin Cancer Res 2013;19(23):6614-23. 
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