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TARGET AUDIENCE
This	activity	is	intended	for	medical	oncologists	and	other	
healthcare	providers	involved	in	the	treatment	of	breast	cancer.

OVERVIEW OF ACTIVITY
Breast	cancer	remains	the	most	frequently	diagnosed	cancer	
in	women,	and	in	2014	in	the	United	States	alone	the	disease	
culminated	in	an	estimated	232,670	new	cases	and	40,000	
deaths.	Advances	in	screening	and	prevention	have	resulted	in	
a	steady	down-stage	migration	at	the	time	of	disease	presen-
tation,	such	that	only	5%	of	women	have	identifiable	distant	
metastases	at	primary	diagnosis.	Consequently,	the	number	
of	individuals	living	with	breast	cancer	has	increased	substan-
tially,	as	has	the	population	“at	risk”	for	recurrent	disease.

The	current	clinical	management	of	breast	cancer	is	multidis-
ciplinary	and	includes	surgical	resection	of	local	disease	with	
or	without	radiation	therapy	and	the	treatment	of	systemic	
disease	(micro-	or	macroscopic)	with	cytotoxic	chemotherapy,	
endocrine	therapy,	biologic	therapy	or	combinations	of	these	
approaches.	The	indication	and/or	utility	of	these	local	and	
systemic	treatment	options	is	largely	based	on	a	number	
of	prognostic	and	predictive	risk	factors	present	within	the	
patient	or	her	tumor	at	the	time	of	diagnosis.	In	fact,	as	the	
field	of	oncology	is	challenged	to	improve	the	precision	with	
which	it	therapeutically	targets	malignant	cells,	biomarker-
driven	treatment	algorithms	have	become	the	“norm”	for	many	
tumor	types,	including	breast	cancer.	

These	proceedings	from	a	CME	symposium	during	the	37th	
annual	San	Antonio	Breast	Cancer	Symposium	explore	the	
most	significant	therapeutic	advances	during	the	previous	year	
by	using	the	perspectives	of	leading	breast	cancer	experts	on	
challenging	cases	and	questions	submitted	by	clinicians	in	the	
community	to	frame	a	relevant	discussion	of	how	this	infor-
mation	has	aided	in	the	refinement	of	current	routine	clinical	
practice	and	ongoing	research.	This	CME	activity	will	help	
medical	oncologists	integrate	these	findings	into	best-practice	
disease	management	strategies.

LEARNING OBJECTIVES
•	 Appreciate	the	similarities	and	differences	between	existing	

genomic	assays,	and	use	this	information	to	select	an	
appropriate	platform	or	platforms	to	assess	risk	and	individ-
ualize	therapy	for	patients	with	invasive	and	noninvasive	
early	breast	cancer.

•	 Develop	an	evidence-based	algorithm	for	the	initial	and	
long-term	treatment	of	localized	hormone	receptor-positive	
pre-	and	postmenopausal	breast	cancer.	

•	 Individualize	the	selection	of	evidence-based	neoadjuvant	
and	adjuvant	chemobiologic	regimens	for	patients	with	
HER2-overexpressing	early	breast	cancer.

•	 Implement	a	long-term	clinical	plan	for	the	management	
of	metastatic	HER2-positive	breast	cancer,	incorporating	
existing,	recently	approved	and	investigational	targeted	
treatments.	

•	 Develop	an	evidence-based	algorithm	for	the	treatment	
of	advanced	hormone	receptor-positive	breast	cancer,	
including	the	use	of	endocrine,	biologic	and	chemothera-
peutic	agents.

•	 Apply	the	results	of	current	clinical	research	to	the	
selection	and	sequencing	of	available	therapeutics	for	
patients	with	localized	and	advanced	triple-negative	breast	
cancer.

•	 Recall	emerging	research	data	with	next-generation	
sequencing,	and	determine	the	clinical	and/or	research	
application	for	patients	with	metastatic	breast	cancer.

•	 Counsel	appropriately	selected	patients	about	participation	
in	ongoing	breast	cancer	clinical	research.

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/SABCS15/CME.

W H AT ONCOLOGY CLINICI A NS WA NT TO K NOW

Addressing Current Questions and Controversies 
in the Management of Breast Cancer

C M E  I n f o r M a t I o n
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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:	

Kimberly L Blackwell, MD
Professor	of	Medicine	
Director,	Breast	Cancer	Program	
Duke	Cancer	Institute	
Durham,	North	Carolina

Advisory Committee: Amgen	Inc,	Roche	Laboratories	Inc;	
Consulting Agreements: Boehringer	Ingelheim	Pharmaceuticals	
Inc,	Genentech	BioOncology,	Novartis	Pharmaceuticals	Corpo-
ration;	Contracted Research: Celgene	Corporation,	Genentech	
BioOncology;	Speakers Bureau: Genomic	Health	Inc.	

Adam M Brufsky, MD, PhD
Professor	of	Medicine	
University	of	Pittsburgh	
Associate	Director	for	Clinical	Investigation		
University	of	Pittsburgh	Cancer	Institute	
Co-Director,	Comprehensive	Breast	Cancer	Center	
Associate	Division	Chief		
University	of	Pittsburgh	
Department	of	Medicine		
Division	of	Hematology/Oncology	
Pittsburgh,	Pennsylvania

Consulting Agreements: Celgene	Corporation,	Eisai	Inc,	
Genentech	BioOncology,	Genomic	Health	Inc,	Novartis	
Pharmaceuticals	Corporation,	Roche	Laboratories	Inc.	

Angelo Di Leo, MD, PhD
Head	of	Sandro	Pitigliani	Medical	Oncology	Unit	
Department	of	Oncology	
Hospital	of	Prato	
Istituto	Toscano	Tumori	
Prato,	Italy

Advisory Committee: AstraZeneca	Pharmaceuticals	LP,	
Eisai	Inc,	Novartis	Pharmaceuticals	Corporation,	Pfizer	Inc,	
Roche	Laboratories	Inc;	Consulting Agreements: AstraZeneca	
Pharmaceuticals	LP,	Genentech	BioOncology;	Speakers 
Bureau: Genomic	Health	Inc,	Sanofi.

Kathy D Miller, MD
Co-Director,	IU	Simon	Cancer	Center		
Breast	Cancer	Program	
Ballvé-Lantero	Scholar	in	Oncology	
Professor	of	Medicine,	Division	of	Hematology/Oncology		
The	Indiana	University	Melvin	and	Bren	Simon	Cancer	Center		
Indianapolis,	Indiana

Contracted Research: Astellas	Scientific	and	Medical	Affairs	
Inc,	Genentech	BioOncology,	Roche	Laboratories	Inc.	

Eric P Winer, MD
Thompson	Chair	in	Breast	Cancer	Research	
Chief,	Division	of	Women’s	Cancers		
Dana-Farber	Cancer	Institute	
Professor	of	Medicine	
Harvard	Medical	School	
Boston,	Massachusetts

Contracted Research: Genentech	BioOncology.

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	Scientific	and	
Medical	Affairs	Inc,	AstraZeneca	Pharmaceuticals	LP,	Aveo	
Pharmaceuticals,	Bayer	HealthCare	Pharmaceuticals,	Biodesix	
Inc,	Boehringer	Ingelheim	Pharmaceuticals	Inc,	Boston	
Biomedical	Pharma	Inc,	Bristol-Myers	Squibb	Company,	
Celgene	Corporation,	Clovis	Oncology,	Daiichi	Sankyo	Inc,	
Dendreon	Corporation,	Eisai	Inc,	Exelixis	Inc,	Foundation	
Medicine,	Genentech	BioOncology,	Genomic	Health	Inc,	
Gilead	Sciences	Inc,	Incyte	Corporation,	Janssen	Biotech	Inc,	
Jazz	Pharmaceuticals	Inc,	Lilly,	Medivation	Inc,	Merck,	Myriad	
Genetic	Laboratories	Inc,	Novartis	Pharmaceuticals	Corpo-
ration,	Novocure,	Onyx	Pharmaceuticals,	an	Amgen	subsid-
iary,	Pharmacyclics	Inc,	Prometheus	Laboratories	Inc,	Regen-
eron	Pharmaceuticals,	Sanofi,	Seattle	Genetics,	Sigma-Tau	
Pharmaceuticals	Inc,	Sirtex	Medical	Ltd,	Spectrum	Pharma-
ceuticals	Inc,	Taiho	Oncology	Inc,	Takeda	Oncology,	Teva	
Oncology,	Tokai	Pharmaceuticals	Inc	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	AbbVie	
Inc,	AstraZeneca	Pharmaceuticals	LP,	Foundation	Medicine,	
Genentech	BioOncology,	Genomic	Health	Inc	and	Lilly.

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: April	2015

Expiration date:	April	2016
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S E L E C t  P U B L I C a t I o n S

Kimberly L Blackwell, MD
A Cancer Research UK phase II proof of principle trial of the activity of the PARP-1 inhibitor, AG-014699, in known carriers  
of a BRCA 1 or BRCA 2 mutation with locally advanced or metastatic breast or advanced ovarian cancer. NCT00664781

A Phase I/II study of CR011-vcMMAE in patients with locally advanced or metastatic breast cancer.	NCT00704158

A phase I, open-label study to assess the safety and tolerability of KU-0059436 in combination with carboplatin, 
KU-0059436 in combination with a paclitaxel/carboplatin T/C doublet and KU-0059436 in combination with paclitaxel in the 
treatment of patients with advanced solid tumours.	NCT00516724

A phase II study of neratinib in metastatic HER2 non-amplified but HER2 mutant breast cancer.	NCT01670877

ABRAZO: A Phase 2, 2-stage, 2-cohort study of talazoparib (BMN 673), in locally advanced and/or metastatic breast cancer 
patients with BRCA mutation (ABRAZO study).	NCT02034916

ABT-888 with cyclophosphamide in refractory BRCA-positive ovarian, primary peritoneal or ovarian high-grade serous carci-
noma, fallopian tube cancer, triple-negative breast cancer, and low-grade non-Hodgkin’s lymphoma. NCT01306032

An open-label, multicenter, phase 1/2 study of poly(ADP-ribose) polymerase (PARP) inhibitor E7449 as single agent in 
subjects with advanced solid tumors or with B-cell malignancies and in combination with temozolomide (TMZ) or with  
carboplatin and paclitaxel in subjects with advanced solid tumors. NCT01618136

André	F	et	al.	Comparative genomic hybridisation array and DNA sequencing to direct treatment of metastatic breast cancer: 
A multicentre, prospective trial (SAFIR01/UNICANCER). Lancet Oncol 2014;15(3):267-74.	

Bose	R	et	al.	Activating HER2 mutations in HER2 gene amplification negative breast cancer. Cancer Discov 2013;3(2):224-
37.	

EMBRACA:	A study evaluating talazoparib (BMN 673), a PARP inhibitor, in advanced and/or metastatic breast cancer patients 
with BRCA mutation (EMBRACA study). NCT01945775

Evaluation of the efficacy of high throughput genome analysis as a therapeutic decision tool for patients with metastatic 
breast cancer.	NCT02299999

Flaherty	LE	et	al.	Southwest Oncology Group S0008: A phase III trial of high-dose interferon Alfa-2b versus cisplatin, vinblas-
tine, and dacarbazine, plus interleukin-2 and interferon in patients with high-risk melanoma — An intergroup study of Cancer 
and Leukemia Group B, Children’s Oncology Group, Eastern Cooperative Oncology Group, and Southwest Oncology Group.  
J Clin Oncol 2014;32(33):3771-8.

Garon	EB	et	al.	Safety and clinical activity of MK-3475 in previously treated patients (pts) with non-small cell lung cancer 
(NSCLC). Proc ASCO	2014;Abstract 8020.

Gelmon	KA	et	al.	Olaparib in patients with recurrent high-grade serous or poorly differentiated ovarian carcinoma or triple-
negative breast cancer: A phase 2, multicentre, open-label, non-randomised study. Lancet Oncol	2011;12(9):852-61.

Isakoff	SJ	et	al.	Identification of biomarkers to predict response to single-agent platinum chemotherapy in metastatic triple-
negative breast cancer (mTNBC): Correlative studies from TBCRC009. Proc ASCO	2014;Abstract 1020.

METRIC:	Study of glembatumumab vedotin (CDX-011) in patients with metastatic, gpNMB over-expressing, triple negative 
breast cancer (METRIC). NCT01997333

Muro	K	et	al. A phase 1b study of pembrolizumab (Pembro; MK-3475) in patients (Pts) with advanced gastric cancer. 
Proc ESMO 2014;Abstract LBA15.

Nanda	R	et	al.	A phase Ib study of pembrolizumab (MK-3475) in patients with advanced triple-negative breast cancer. 
Proc ASCO	2014;Abstract S1-09.

OlympiAD: Assessment of the efficacy and safety of olaparib monotherapy versus physicians choice chemotherapy in the  
treatment of metastatic breast cancer patients with germline BRCA1/2 mutations. NCT02000622

PARP inhibition for triple negative breast cancer (ER-/PR-/HER2-) with BRCA1/2 mutations. NCT01074970

Phase I study of the oral PI3kinase inhibitor BKM120 or BYL719 and the oral PARP inhibitor olaparib in patients with recur-
rent triple negative breast cancer or high grade serous ovarian cancer. NCT01623349

Phase I/II study of cediranib and olaparib in combination for treatment of recurrent papillary-serous ovarian, fallopian tube,  
or peritoneal cancer or for treatment of recurrent triple-negative breast cancer. NCT01116648
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Phase II study of AZD2281 in patients with known BRCA mutation status or recurrent high grade ovarian cancer or patients 
with known BRCA mutation status/triple negative breast cancer.	NCT00679783

Plimack	ER	et	al.	A phase 1b study of pembrolizumab (Pembro; MK-3475) in patients (Pts) with advanced urothelial tract 
cancer. Proc ESMO 2014;Abstract LBA23.

Rizvi	NA	et	al.	Safety and clinical activity of MK-3475 as initial therapy in patients with advanced non-small cell lung cancer 
(NSCLC). Proc ASCO	2014;Abstract 8007.

Seiwert	TY	et	al.	A phase Ib study of MK-3475 in patients with human papillomavirus (HPV)-associated and non-HPV-associ-
ated head and neck (H/N) cancer. Proc ASCO	2014;Abstract 6011.

The study evaluating efficacy and tolerability of veliparib in combination with temozolomide or in combination with carboplatin 
and paclitaxel versus placebo in subjects with BRCA1 and BRCA2 mutation and metastatic breast cancer. NCT01506609

Tutt	A	et	al.	The TNT trial: A randomized phase III trial of carboplatin (C) compared with docetaxel (D) for patients with 
metastatic or recurrent locally advanced triple negative or BRCA1/2 breast cancer (CRUK/07/012). San	Antonio	Breast	Cancer	
Symposium	2014;Abstract S3-01.

Tutt	A	et	al.	Oral poly(ADP-ribose) polymerase inhibitor olaparib in patients with BRCA1 or BRCA2 mutations and advanced 
breast cancer: A proof-of-concept trial. Lancet 2010;376(9737):235-44.	

Yardley	DA	et	al.	A pivotal multicenter, randomized, study evaluating the novel antibody-drug conjugate CDX-011 in patients 
with metastatic, triple-negative, high GPNMB over-expressing breast cancer. San	Antonio	Breast	Cancer	Symposium	
2013;Abstract OT2-6-16.

Adam M Brufsky, MD, PhD
A phase III, randomized, open-label, multicenter study comparing GW572016 and capecitabine (XELODA) versus capecitabine 
in women with refractory advanced or metastatic breast cancer.	NCT00078572

Bachelot	T	et	al.	Lapatinib plus capecitabine in patients with previously untreated brain metastases from HER2-positive 
metastatic breast cancer (LANDSCAPE): A single-group phase 2 study. Lancet Oncol	2013;14(1):64-71.	

Baselga	J	et	al.	Pertuzumab plus trastuzumab plus docetaxel for metastatic breast cancer. N Engl J Med 2012;366(2):109-
19.	

CLEOPATRA:	A phase III, randomized, double-blind, placebo-controlled clinical trial to evaluate the efficacy and safety 
of pertuzumab + trastuzumab + docetaxel vs placebo + trastuzumab + docetaxel in previously untreated HER2-positive 
metastatic breast cancer (CLEOPATRA). NCT00567190

EMILIA:	An open-label study of trastuzumab emtansine (T-DM1) vs capecitabine + lapatinib in patients with HER2-positive 
locally advanced or metastatic breast cancer (EMILIA). NCT00829166

Giordano	SH	et	al.	Systemic therapy for patients with advanced human epidermal growth factor receptor 2-positive breast 
cancer: American Society of Clinical Oncology clinical practice guideline. J Clin Oncol 2014;32(19):2078-99.	

Pivot	X	et	al.	CEREBEL (EGF111438): An open label randomized phase III study comparing the incidence of CNS metastases 
in patients (pts) with HER2+ metastatic breast cancer (MBC), treated with lapatinib plus capecitabine (LC) versus trastuzumab 
plus capecitabine (TC). Proc ESMO	2012;Abstract LBA11.	

Ramakrishna	N	et	al.	Recommendations on disease management for patients with advanced human epidermal growth factor 
receptor 2-positive breast cancer and brain metastases: American Society of Clinical Oncology clinical practice guideline.	
J Clin Oncol	2014;32(19):2100-8.	

Swain	S	et	al.	Final overall survival (OS) analysis from the CLEOPATRA study of first-line (1L) pertuzumab (Ptz), trastuzumab 
(T), and docetaxel (D) in patients (pts) with HER2-positive metastatic breast cancer (MBC). Proc ESMO	2014;Abstract 350O_
PR.

TH3RESA:	A phase III randomized, multicenter, two arm, open-label trial to evaluate the efficacy of trastuzumab emtansine 
compared with treatment of physician’s choice in patients with HER2-positive metastatic breast cancer who have received at 
least two prior regimens of HER2 directed therapy. NCT01419197

Verma	S	et	al.	Trastuzumab emtansine for HER2-positive advanced breast cancer. N Engl J Med 2012;367(19):1783-91.	

Wildiers	H	et	al.	T-DM1 for HER2-positive metastatic breast cancer (MBC): Primary results from TH3RESA, a phase 3 study 
of T-DM1 vs treatment of physician’s choice.	ECCO-ESMO	2013;Abstract 15.

Angelo Di Leo, MD, PhD
Baselga	J	et	al.	Everolimus in postmenopausal hormone-receptor-positive advanced breast cancer. N Engl J Med 
2012;366(6):520-9.	
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Finn	RS	et	al.	Final results of a randomized phase II study of PD 0332991, a cyclin-dependent kinase (CDK)-4/6 inhibitor, 
in combination with letrozole vs letrozole alone for first-line treatment of ER+/HER2- advanced breast cancer (PALOMA-1; 
TRIO-18). Proc AACR	2014;Abstract CT101.

Finn	RS	et	al.	PD 0332991, a selective cyclin D kinase 4/6 inhibitor, preferentially inhibits proliferation of luminal estrogen 
receptor-positive human breast cancer cell lines in vitro. Breast Cancer Res	2009;11(5):R77.

Infante	JR	et	al.	Phase 1 multicenter, open label, dose-escalation study of LEE011, an oral inhibitor of cyclin-dependent 
kinase 4/6, in patients with advanced solid tumors or lymphomas.	Proc AACR-NCI-EORTC	2013;Abstract A276.

PALOMA-2: A randomized, multicenter, double-blind phase 3 study of PD-0332991 (oral CDK 4/6 inhibitor) plus letrozole 
versus placebo plus letrozole for the treatment of postmenopausal women with ER (+), HER2 (-) breast cancer who have not 
received any prior systemic anti cancer treatment for advanced disease.	NCT01740427

Patnaik	A	et	al.	Clinical activity of LY2835219, a novel cell cycle inhibitor selective for CDK4 and CDK6, in patients with 
metastatic breast cancer. Proc AACR	2014;Abstract CT232.

Pestrin	M	et	al.	Molecular analysis of single circulating tumor cells (CTCS) isolated from metastatic breast cancer (MBC) 
patients (pts). Ann Oncol 2013:24(3).	

Piccart	M	et	al.	Everolimus plus exemestane for hormone receptor-positive (HR+), human epidermal growth factor receptor-2-
negative (HER2-) advanced breast cancer (BC): Overall survival results from BOLERO-2. Proc European Breast Cancer Confer-
ence (EBCC-9) 2014;Abstract LBA1.

Piccart	M	et	al. Everolimus for postmenopausal women with advanced breast cancer: Updated results of the BOLERO-2 phase 
III trial.	Proc ASCO	2012;Abstract 559.

Kathy D Miller, MD
Ach	RA	et	al.	Robust interlaboratory reproducibility of a gene expression signature measurement consistent with the needs of 
a new generation of diagnostic tools. BMC Genomics	2007;8:148.

Albain	KS	et	al.	Prognostic and predictive value of the 21-gene Recurrence Score assay in postmenopausal women with node-
positive, oestrogen-receptor-positive breast cancer on chemotherapy: A retrospective analysis of a randomised trial. Lancet 
Oncol	2010;11(1):55-65.	

Buyse	M	et	al.	Validation and clinical utility of a 70-gene prognostic signature for women with node-negative breast cancer. 
J Natl Cancer Inst 2006;98(17):1183-92.	

Cronin	M	et	al. Analytical validation of the Oncotype DX genomic diagnostic test for recurrence prognosis and therapeutic 
response prediction in node-negative, estrogen receptor-positive breast cancer.	Clin Chem 2007;53(6):1084-91.	

Dowsett	M	et	al.	Comparison of PAM50 risk of recurrence score with Oncotype DX and IHC4 for predicting risk of distant 
recurrence after endocrine therapy. J Clin Oncol 2013;31(22):2783-90.	

Drukker	CA	et	al.	A prospective evaluation of a breast cancer prognosis signature in the observational RASTER study. 
Int J Cancer 2013;133(4):929-36.	

Nielsen	T	et	al.	Analytical validation of the PAM50-based Prosigna breast cancer prognostic gene signature assay and 
nCounter analysis system using formalin-fixed paraffin-embedded breast tumor specimens. BMC Cancer	2014;14:177.

Nielsen	TO	et	al.	An international Ki67 reproducibility study: Harmonizing scoring methodology. San	Antonio	Breast	Cancer	
Symposium	2013;Abstract S2-07.

Paik	S	et	al.	Gene expression and benefit of chemotherapy in women with node-negative, estrogen receptor-positive breast 
cancer. J Clin Oncol 2006;24(23):3726-34.

Paik	S	et	al.	A multigene assay to predict recurrence of tamoxifen-treated, node-negative breast cancer. N Engl J Med 
2004;351(27):2817-26.

Parker	JS	et	al.	Supervised risk predictor of breast cancer based on intrinsic subtypes. J Clin Oncol 2009;27(8):1160-7.	

Polley	MY	et	al.	An international Ki67 reproducibility study. J Natl Cancer Inst	2013:18;105(24):1897-906.	

Simon	RM	et	al. Use of archived specimens in evaluation of prognostic and predictive biomarkers. J Natl Cancer Inst 
2009;101(21):1446-52.	

Teutsch	SM	et	al.	The Evaluation of Genomic Applications in Practice and Prevention (EGAPP) initiative: Methods of the 
EGAPP working group. Genet Med 2009;11(1):3-14.	
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Eric P Winer, MD 
A study of Kadcyla (trastuzumab emtansine) plus Perjeta (pertuzumab) following anthracyclines in comparison with herceptin 
(trastuzumab) plus Perjeta and a taxane following anthracyclines as adjuvant therapy in patients with operable HER2-positive 
primary breast cancer. NCT01966471

APHINITY:	A randomized multicenter, double-blind, placebo-controlled comparison of chemotherapy plus trastuzumab plus 
placebo versus chemotherapy plus trastuzumab plus pertuzumab as adjuvant therapy in patients with operable HER2-positive 
primary breast cancer. NCT01358877

ATEMPT:	A randomized phase II study of trastuzumab emtansine (T-DM1) vs paclitaxel in combination with trastuzumab for 
Stage I HER2-positive breast cancer (ATEMPT trial). NCT01853748

Chia	S	et	al.	Human epidermal growth factor receptor 2 overexpression as a prognostic factor in a large tissue microarray 
series of node-negative breast cancers. J Clin Oncol 2008;26(35):5697-704.	

Curigliano	G	et	al.	Clinical relevance of HER2 overexpression/amplification in patients with small tumor size and node-negative 
breast cancer. J Clin Oncol	2009;27(34):5693-9.	

Diéras	et	al.	Trastuzumab emtansine in HER2-positive metastatic breast cancer: Pooled safety analysis from seven studies. 
San	Antonio	Breast	Cancer	Symposium	2012;Abstract P5-18-06.

Fehrenbacher	L	et	al.	Distant invasive breast cancer recurrence risk in human epidermal growth factor receptor 2-positive 
T1a and T1b node-negative localized breast cancer diagnosed from 2000 to 2006: A cohort from an integrated health care 
delivery system. J Clin Oncol	2014;32(20):2151-8.
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