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Primary Therapy of Early Breast Cancer
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1978 79

1984 225 JAMA 254: 3461, 1985

1988 540 JNCI 80: 471, 1988

1992 820 JNCI 84:1479, 1992

1995 1250 JNCI 87:1441, 1995

1998 1800 JNCI 90:1601, 1998

2001 2500 J Clin Oncol 2001;19:3817-3827
2003 3100 J Clin Oncol 2003;21:3357-3365
2005 4100 Annals of Oncology

2007 4700 Annals of Oncology

2009 5000<
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Thresholds for Therapies: ‘Highlights ‘of the International Expert-
Consensus-onthe Primary Therapy of ‘Early Breast-Cancer-2009.

- International Breast Cancer-Study Group, -
- European Institute of Oncology.

- Via Ripamonti435-

- 20141 Milan.

- Italyu

- e-mail: aron.goldhirschﬁibcsg.orgd
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10t International Conference on Primary Therapy of Breast Cancer (2007)
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Treatment-emergent endocrine symptoms and the risk of breast cancer
recurrence: a retrospective analysis of the ATAC trial

Patierns with recurrence (%)

A: no joint symptoms
I': no joint symptoms
| — A:joint symptoms
—— T:joint symptoms

Follow-up time (years

Cuzick J, et al. Lancet Oncol. 2008;9(12):1143-8.
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VOLUME 25 - MNUMBER 1 - JANUARY 1 2007

JOURNAL OF CLINICAL ONCOLOGY mEEe SREElAl ARkulel 3

American Society of Clinical Oncology/College of American
Pathologists Guideline Recommendations for Human
Epldelmal Growth Factor Ren.eptor 2 Tearmq in Breaar (,am.er

From the American 5
Oricclogy, Alexandria, VA
of American Pathologists, Northfiedd, IL.

Purpose
Submitted September 20, 2006; To develop a guideline to improve the accuracy of human epidermal growth factor receptor 2
aocapted Saptember 27, 7006; published (HERZ2) testing in invasive breast cancer and its utility as a predictive marker.
onfine ahead of print at ww.jco.org on :
Decembear 11, 2006. Methods

The American Society of Clinical Oncology and the Collegs of American Pathologists convened an
expert panel, which conducted a systematic review of the literature and developed recommen-
dations for optimal HER2 testing performance. The guideline was reviewed by selected experts
and approved by the board of directors for both organizations

A. Elizabeth H.
z, and

J Clin Oncol, Vol 25, No 1 (January 1), 2007: pp. 118-145
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BICKDKi-67FHHRDEIS (the Ki-67 labeling index)
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Dowsett M et al. J Natl Cancer Inst 2007;99:167-70.

Viale G et al. J Clin Oncol 2008;26:5569-75.

2009/4/3

18



BANH

]

‘m
Ul
\J

FIaow

/1
i

Ki 67 Labeling Index

ad Y% a(, "WI'.'..., o, PR e z
EW - off RIS i
~»?h-5a&%q« :
. - . "o P o4
#'t \. ”-.’..a'.‘h .‘.-."‘)_v F ot
) e 2SN

") P -
S A, c’g-‘-,"‘.u

37

EREZIHAEBIC DUV THEZEEDEBND
ZRETDIRICERT DAF

WD WEEHERRE

N IMEE

SL—F3

TL—F 1

SIEIEE (Ki67, M)DYS L)

IBRIBIROMEL

ER. PgRIZMEEIGHMEL)

ER. PgRIGHEEIEH'ZL)

W= > ) \EiEnks 4 B

fRE ") > ) \Engrfsi= 1t

LNSEEREOIRE RS

BEEREOIRE =B L

pT > 5cm

pT <2cm

Patient preference to use all
available treatments

Patient preference to avoid
side effects

2009/4/3

19



Q.

NILVEY SSETD

SEAD MR MEDEEZER/PGRIZHEIS50% U EEINED?

15—
I3%

L YA N ATAY-4 B ON0EEA

St.Gallen 2007M3E®D
BEIDAEROERANEZ RS

2

ERBZIEHBAREIS
1%

2009/4/3

20



BANH

PEDVFIIEI

Treatment Threshold

SRERIES

= P AR

/M‘ JE /2%

ER S4#RaAY 1 %Ll E

EREZ1E, PeREGME L VS DL
ZEolF7—FI770+THS

PiHER2 & &

ASCO/CAP H 4 K54 wIZ#L

- [HC : 32 < £ RO R &R
#HREAY30% LI E

-FISH 2.2x LI E

BT o (BRERARTHERSH
EEENEREFERT S

L RiE

A. HER2B&14%
(+#HER2#:%)

BRABROIET VRIS
ZAY XY Db EEGAIC
fR &

ER3&[51E. HER2BS 14 Tl &
EIEGHRITERE DA S AR
L

B. Triple Negative Disease

FEAEDEE

IS BIRER F 2Ly, YRS
IS CTHa AR

C. ERREE. HER2p=14
(+RA 7 BEER)

YRS CTRE

T YRIDTHEEE

EREZIHAEBIC DUV THEZEEDEBND
ZRETDRICERTIT DAF

WD WEEHERRE

WD MEA

SL—F3

TL—F 1

IEFEIEIE (Ki67, M)DYS L)

IBRIBIROMEL

ER. PgRIZMBISAYEL

ER. PgRIGHEEIEH'ZL)

&)/ \ehErts 4 BIUE

FRES ) ) \EiEnFol= 4

LN EEREOIRE =B

SOl RPN VAN,

pT > 5cm

pT <2cm

Patient preference to use all
available treatments

Patient preference to avoid
side effects

2009/4/3

21



BANRZ

e

= JF3 I -

Molecular Classification, Gene-Expression Signatures, and Clinical Outcome

Molecular Classification

‘ Basal-like

‘ HER2-positive

‘ Luminal B H

Luminal A |

Gene-Expression Prognostic Signatures

70-Gene
signature

response
signature

Quantitative measurement of
differentiation and proliferation

l

Well differentiated f/low proliferation

|

Good prognosis

|
|

Poor prognosis

Recurrence

Invasiveness

signature

gene

Poorly differentiated/high proliferation

C, Pusztai L. N Enal J Med 2009:360:790-800

Table 1. Commercially Available Genomic Assays for the Prediction of Clinical Outcome in Patients with Breast Cancer.*

Variable
Provider

Type of assay

Type of tissue sample

Technique
Centrally certified laboratoryy

Indication

Level of evidence (I-V¥) 1
FDA clearance

Availability

MammaPrint
Agendia

70-Gene assay

Fresh or frozen

DNA microarrays
Yes

Ta aid in prognostic pre-
diction in patients <61
yr of age with stage |
or II, node-negative
disease with a tumor
size of =5 cm

1L}
Yes

Europe and United States

Oncotype DX
Genomic Health

21-Gene recurrence score

Formalin-fixed, paraffin-
embedded

Q-RT-PCR
Yes

To predict the risk of re-
currence in patients
with ER-positive,
node-negative disease
treated with tamox-
ifen; to identify pa-
tients with a low risk
of recurrence who may
not need adjuvant
chemotherapy

I
No

Europe and United States

Theros
Biotheranostics

2-Gene ratio of HOXB13
to IL17R (H/1) and
molecular-grade index

Formalin-fixed, paraffin-
embedded

Q-RT-PCR
Yes

To stratify ER-positive pa-
tients into groups with
a predicted low risk or
high risk of recurrence
and a predicted good
or poor response to
endocrine therapy

1
No
United States

MapQuant Dx
Ipsogen

Genomic grade

Fresh or frozen

DNA microarrays
Yes

To restratify grade 2 tu-
mors into low-risk
grade 1 or high-risk
grade 3 tumors, spe-
cifically for invasive,
primary, ER-positive
grade 2 tumors

1
No

Europe

* ER denotes estrogen receptor, FDA Food and Drug Administration, and Q-RT-PCR quantitative reverse-transcriptase—polymerase chain

reaction.

7 Laboratories were certified according to the criteria of the Clinical Laboratory Improvement Amendments or by the International Organiza-

tion for Standardization.

i Levels of evidence are measured on a scale ranging from | (strongest) to V {weakest).®*

Sotiriou C, Pusztai L. N Enal J Med 2009:360:790-800
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Multigene assay
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