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317 BARFRURIBL L

® G J=E T2 NO MO stage IIA
® IBBREM+EZYFRIVY V/INERER
@ SEMUIEE, ly (), v (), SLN [

t: 12X16 mm
grade 1

ER: (514 (RBEBMEEIG0%IM L)
PoR: 514 (EEEMEEIG0%M L)

HER2: [

2010/2/25



E15Ef-bTAITThY

o 01 b~ WD

Case for Discussion
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AC - weekly paclitaxel (80mg/m?)

. TC (docetaxel + cyclophosphamide)

Case for Discussion
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10t international Conference on Primary Therapy of Breast Cancer (2007)
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10™ International Conference on Primary Therapy of Breast Cancer (2007)
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Prat A, Perou CM. Nat Med 2009;15:842-4
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Case for Discussion (2)
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Adjuvant chemotherapy and timing of tamoxifen in w
postmenopausal patients with endocrine-responsive,
node-positive breast cancer: a phase 3, open-label,

randomised controlled trial

1558 patients
June, 1989 ~ July, 1995.

)

Albain KS et al. The Lancet 374:2055,2009 KatyAlbain

INT-0100

1558 patients randomised (based on
institution designation of eligibility)

v

587 assigned to CAFT

B 37ineligible

. b 4

550(94%:) eligible after
central review of data
(ITT population)

544(93%) received
allocated treatment

TAM 5 years
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; Events/number 10-year disease-free }:: Events/number  10-year overall
= 25— of patients survival (35% CI) ] of patients survival (95% )
—— Combined CAF plus tamazifen  458/1116 57% (53-60) —— Combined CAF plus tamoxifen 368/1116 65% (62-68)
groups {CAF-T plus CAFT) groups (CAF-T plus CAFT)
| Tamesifen alone 179/361 48% (42-53) —— Tammxifen alone 145/361 b0 (54-65)
T T T T T T 1 T T T T T T 1
MNumber at risk
(CAF-T plus CAFT 1116 1018 B30 761 533 w7 3 1116 1067 963 B5e 608 203 42
lamoaifenzlone 361 320 263 223 162 63 17 361 3 312 269 204 91 7
(2) DFs “W_0s_

100 —
£ 754 —
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& —_
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g 50— El
é P Event: 10-year di i = e Events/number  10-year overall
? of patients survival (95% 1) - of patients survival (35% 1)
— (AFT  1&5es 60% (S5-64) — AFT 176566 68% (B4-72)
— GAFT  242/550 3% (49-58) — CAFT  192/550 62% (57-67)
0 T T T T T T T o T T T T T T 1
2 4 3 8 10 12 14 0 2 4 3 g 10 12
Time from registration (years) Time from registration (years)
MNumber at risk - - +
CAFT 566 516 452 305 284 138 M 566 539 487 49 37 156 4
CAFT 550 502 428 366 249 119 13 550 528 478 47 291 37 18

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

Albain KS et al. Lancet Oncology, 11:55, 2010

Kathy Albai
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‘ 1477 eligible patients on the parent trial

664 (45%) samples available from
optional banking protocol

63 (9%) RT-PCR not obtained
19 insufficient amount of invasive breast cancer
—» 18 no primary tumour submitted
5 insufficient RNA
21RT-PCR did not meet quality specifications

v

601 (91%) RT-PCR obtained
148 tamoxifen alone
219 CAF-T (sequential)
234 CAFT (concurrent)

v

367 final sample for this analysis
(tamoxifen and CAF-T groups only;
40% of parent trial)

TAM 5 years

n=148

n=219

(1) All Patients

(3)

Low risk (recurrence score <18)

Disease Free Survival

100 B
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= 75 g
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£
3
g B —_—
. _ ©
stratified log rank test at 10 years p=0.054 stratified log rank test at 10 years p=0.97 >
0 . . ‘ . \ . . . ‘ .2
=
Mumberat risk »
Tamoxifen 148 136 18 106 75 26 55 54 51 32 10 w
CAFT ng 205 182 152 114 55 a1 a8 a1 71 53 n 0
1=
w
(2) Intermediate risk (recurrence score 18-30) (4) ) High risk (recurrence score =30) 2
100 . §
CAF—-TAM ~
- - | CAF—TAM a
z TAM
2
3
:
g 5 4
stratified log rank test at 10 years p=0.48 stratified log rank test at 10 years p=0.033
o T T T T 1 T T T T 1
o 2 4. . X 6 10 o 2 4 . . 6 8 10
Number at risk ‘Years since registration Years since registration
Tamoaifen 46 43 38 30 3 g 47 £ m 8 0 8
CAF-T 57 53 47 Er 9 18 71 64 54 44 32 16
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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

MammaPrint
Agendia

70-Gene assay

Fresh or frozen

Technique DNA microarrays
Centrally certified laboratoryy Yes
Indication Ta aid in prognostic pre-

diction in patients <61
yr of age with stage |
or Il, node-negative
disease with a tumor
size of <5 cm

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

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

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

chemotherapy
Level of evidence (I-V¥) 1 1 1l n mn
FDA clearance Yes No No No
Availability Europe and United States  Europe and United States United States Europe
*

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

reaction.

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

tion for Standardization.

Levels of evidence are measured on a scale ranging from | (strongest) to V {weakest).5*
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RMA "active genes’ B
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B Gene activity profile

Tumaor Sample

i
A
<@
ogeEncho
Arvay ¥ 233044
Patient v
high risk

L
d

loww risk

MammaPrint 70 genes are involved in all
aspects of tumor cell biology

1) Tumour cell growth

o
7) Extravasation ._r\

im e _
W, Profiferation —= 1
S -

b .7 Proliferation —e"

Drea:;\/ J : Dea.‘ll/i/ \- l

o ‘Dormant’--- L ‘Dormant'-—-! Reaas..

Single cell Micrometastasis
Clinically undetectable Clinically detectable
metastasis metastasis
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MammaPrint prognosis Profile
“the 70 gene profile”

70 significant prognosis genes

van’t Veer et al., Nature 415, p. 530-536, 2002

threshold set at 10% false negatives

91 % sensitivity,

73% specificity

Good
signature

e

3UYM :SIseISeIDN

Poor
signature
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A GENE-EXPRESSION SIGNATURE AS A PREDICTOR OF SURVIVAL
IN BREAST CANCER

MARE J. ¥aK DEVIFVER, M.D., PH.D., YUDONC D. HE, PH.D,, LAURA J. VAN T VEER, PH.D, HOKCYUE Dil, PH.D,
AUCUSTINUS A.M. HART, M.SC,, DIREN W, VOSKUL, PH.D., GEDRCE .J. SCHREIEER, M.SC, JOHANNES L. PETERSE, M.D,
CHAIs ROEATS, PH.D., MATIHEW J. MARTCH, PH.D., MAR PARRSH, DOUNE ATSMA, ANIE WITTEVEEN,
ANNUSKA GLag, PH.D., LEONE DELAHATE, TONY VAN CER VELDE, HaRAY BARTELIE, M.D., PU.D),

SucerD ROk, M.D,, PH.D, EMELT. RUTGERS, M.D., Py.D., STERHER H. FREND, M.D:, PH.D.,

NE BERNARDS, PH

ABSTRACT

B A mars accursts meons of progos-
tication in bresst cancer will improvs the selection of
patients for adjuvant systemic

Methods  Using mieroarry enslysis 1 ealuoes e
previcusly establiched T-gene prognosis profils, we
classifed  series of 285 conoecutivs petients with pri

breast carcinomas as having a gene-exprossion

Figneture. sesodisted whh shiver & poor prognasls or
2 gcad prognceis All parisaes had stage | or | bresst
cancer an unger than Sdysars ld: 161 hed

mph-node—negotive disesse, and 144 had lymph.
e ot ies dFensee. Wa- peslumted the pradivties
power of the prognosis profile using univariable and
multivariable statistical anshyoes.

Rembis Bmong the 205 © potients, 180 had a poor-

DJUVANT systemic therapy substantially
improves disease-free and overall survival in

cer are age, tumor size, status of axillary n.
g brpe of the lumr.pamd.aswalg?:* et
‘hommene-receptor starus. A large number of other
Bucters have been inrestigated for their potential to pre-
dict the omtcome of disease, but in general, they have
caly limited predictive powe
Using cemplementary DNA (cDNA) microarmys

prognesis
s, sod the mesn |—s:| cuarall 10yaar sur vl
rotea s ere BA/EE4.4 parcant and B4 5228 parcent, e

e cimeeag, A1 10 yedre, e proab ity of remsining
fre of distant metastaseswes 66245 percant in the
gmupwmapoor-pnognosungnnure and £5.2x4.3

rod with the aroup writh the geod-prognosis sign
8 e woraenet el
8P 0. Thie e, remoinesd significant when the
wrere anahz=d eccording to lymph-node st
. Multoseiohia Go regreasion Bnahiels show edhal

0 analyze e, Ferou et al. identified
tamors with distins lpalb=n|s b of gene copression that
they termed “basal type" and “laminal type.™ Theo
subgroups differ with rspect to the sutsome of die-
case in patients with locally achanced breast cancer”

‘addition, microarray anlysis has been e to dis
tinguish cancers associaied with BRCAL o
Tttt S and fm determine ¢sogen reccphnt a1
ts#%4 and hanph-node siatus L3

Using inkjct-nmthesized oligonuslectide microar

rays, we reczntly ientified 3 gene-expressicn profile

the pregnasis profile was & o
in predining dmams cutcoms.
Conatusions The gene-sxprossion profile we stud-
ledisa mors powsrtul predic wmnec tccrme of dia-
coae inyoung potir

b L ey g it
T B 3 Mo 2002547 1998-2008.1
Capyright & 2002 Massschusetcs Madizsl Saciny.

NERgL) Med, Vil 347, 30 25 - Datember 19, 2002 - wwwngmor; - 1909

Van de Vijver et al. (2002)
New England J. Med. 347, 1999-2009
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MammaPrint [Z&5F & FHIMEDOHE
n=151
St Gallen Criteria MammaPrint
1.0q 1.0+
=2} =] :
£ 0.8 £ 08 Good signature
c - c
‘T Low risk T O
= EZ
&E 0.6+ : &E 0.6
5 E High risk %5 E
-] -]
= E 0.4+ = E 0.4 Poor signature
= a
© = S =
o o
e 0.24 P=005 o 0.24 P<0.001
o o
0-0 T T T T T 1 DO T T T T T 1
0 2 4 6 8 10 12 o] 2 4 6 g8 10 12
Years Years
No. aT Risk No.aT Risk
Low risk 22 22 21 17 9 & 2 Good signature 60 57 54 45 31 22 12
High risk 129 107 88 69 48 34 19 Poor signature 91 72 55 41 26 17 9
15% low risk 40% good signature
85% high risk 60% poor signature
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