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Rationale

Breast cancer is a heterogeneous disease

Predictive markers are crucial for patients managem ent

ﬂ

At present: only ER, PR and HERZ2 are applied to predic t
specific response to a therapy in breast cancer
management



The present

1. Several treatment options
2. Several gene expression profiling studies

3. Availability of the Human Genome Project

ﬂ

Molecular complexity of breast carcinoma

Potential new molecular targets for drug development



High throughput analysis
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Breast cancer molecular classification (1)
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Breast cancer molecular classification (2)

Molecular apocrine tumours (ER -, AR+, FOXAl+, HER2+/-
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Predictive markers

Definition : prediction generic or specific sensitivity

to treatment; prediction resistance to treatment

Neoadjuvant setting : direct assessement of

response to treatment

—  Monitoring tumour size during treatment

— Surrogate marker for long term treatment : pCR



Predictive signatures

e Some prognosis signatures mpprediction of
response to chemotherapy?

v Recurrent score-RS (Oncotype DX ™ Health care)
v 70 - génes signature (MammaPrint ™)

v  Genomic Grade index (GGI, MapQuant)

v'DLD30 (MD Anderson Cancer center)



70- genes signature (MammaPrint ™)
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Genomic grade index (GGlI).
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Panel of 21 (16+5) genes and the recurrence -
score algorithm (Oncotype DX, Genomic Healtr

Proliferation HER2 Estrogen
Kie7 GRB7 ER
S5TK15 HER2 PGR
Survivin BCL2
CCNBI1 (cyclin B1) SCUBEZ2
MYBL2 G5TM1
Reference
CDe68 .
Invasion ACTE [B;}:hn}
MMP11 (stromolysin 3) RPLPO
thepsi
CT5L2 (ca psin L2) BAG1 GUS
TFRC

¢ GRB7 group score =0.9x GRB7 + 0.1 x HER2

+ ERgroupscore =(0.8xER+1.2xPGR +BCL2 + SCUBE2) —- 4

+ Proliferation group score = (Survivin + KI67 + MYBL2 + CCNB1 + STK15) = 5
+ Invasion group score =CTSL2 = 2

¢ RSu =+0.47 x GRB7 group score — 0.34 x ER group score + 1.04 x proliferation group score + 0.10
X invasion group score + 0.05 x CD68 — 0.08 x GSTM1 — 0.07 x BAG1

Paik S et al, 2008



Prediction

Benefit CAF for the group
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Prospective validation
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DFI




TP53 mutations and breast cancer response
to high dose chemotherapy
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Conclusions

« Ten years of high throughput analysis in breast cancers
=) Molecular classification of breast
carcinoma

 Today, in order to cover the main fields in breast cancer
clinical research and dalily practice, breast cancer
centers should be associated with translational research
platforms.

* Performances of these platforms can be optimized by
their interaction with many centers at a national or
International level.



