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Altérations moléculaires du CaP
— Séquentielles et additionnelles
— Parfois induites par les traitements
— Pouvant dépendre de facteurs génétiques
— Parfois exclusives

- Classification moléculaire

—p Stratification des tumeurs et des patients
éligibles a certaines théerapeutiques



Altérations moléculaires
Fonction du stade développement et progression
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Altérations moléculaires
Fonction de facteurs génétiques

TMPRSS2-ERG gene fusion prevalence and class are significantly different in prostate cancer of caucasian, african-
american and japanese patients
The Prostate

TMPRSS2-ERG gene Positive

60% Magi-Galluzzi et al.

TABLE V. Race and TMPRSS2-ERG Gene Fusion by PathologicT-Stage

50% pT stage 2 pT stage 3
TMPRSS2-ERG gene fusion Negative Positive Negative Positive
Caucasian 15 (58%) 11 (42%) 6 (37%) 10 (63%)
0 African-American 38 (71%) 15 (28%) 6 (55%) 5 (45%)
40 A-) Japanese 20 (87%) 3 (13%) 17 (81%) 4 (19%)

Cochran—Mantel-Haenszel P =0.002.
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Altérations moléculaires
parfois exclusives

Primary prostate cancer
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Classification moléculaire

Genomic Strategy for Targeting Therapy in
Castration-Resistant Prostate Cancer
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C.E. Barbieri, $A. Tomlins / Urologic Oncology: Seminars and Original Investigations 32 (2004) 53.e15-53.¢22



Altérations moléculaires ——» cibles

Détermination des altérations moléculaires
Possibilité de ciblage

Stratification en fonction des tumeurs et séquences évolutives
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Transdifférentiation neuroendocrine

Chromogranin Ais a Potential Prognostic Marker in
Prostate Cancer Patients Treated With Enzalutamide

The Prostate 74:1691-1696 (2014)
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Fig. |. Kaplan—Meier plotsillustrating progression-free survival

(PFS) according to CgA groups.



Conséguences
— Traitement
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Conséguences

— Traitement
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Cancer resistant a la castration
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The Role of SPINK1 in ETS Rearrangement Negative Prostate

Cancers

Cancer Cell. 2008 June ; 13(6): 519-528.
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Therapeutic targeting of SPINK1-positive prostate cancer
Scr Transl Med 2011 March 2: 3(72)

anti-SPINK 1 monoclonal antibody (mAb). We also demonstrate that SPINK1 partially mediates

its neoplastic effects through mteraction with the epidermal growth factor receptor (EGFR).
Adminsstration of anti-SPINK1 mAb or anti-EGFR. mAb (cetuximab) to mice bearing 22RV1

xenografts attenuated tumor growth by over 60% and 40% alone, respectively, and approximately
75% when combimed. without affectmg PC3 xenograft (SPINKI/ETS") prowth. Taken together.

Serine Protease Inhibitor Kazal Type | Promotes
Epithelial-Mesenchymal Transition Through EGFR
Signaling Pathway in Prostate Cancer
The Prostate 74:689-701 (2014)



Altérations moléculaires = cibles

Table 2 - Potential markers requiring validation for use in stratified medical decision making

Genetic event Existing treatment Reference
AR overexpression, mutation, splice variants, activity AR antagonist | D¢ Bono et al. | 26]
C17.20 lyase inhibitor Tranet al. [70]
PTEN deletion PI3K {with or without mTOR) inhibitor | Carver et al. [79]
plus AR anfagomist Mulholland et al. [&0]
MYC amplification Unknown Gustafson and Weiss [B1]

BRCAZ mutation TMPSRSS2-ERG

PARPT inhibitor

BRARRAFT mutation or translocation

BRAF or MEK inhibitor

MSME risk SHP or MSMB levels Unknown

SPINK1 overexpression { ETS fusion-negative turmors) EGFR inhibitor |
Her2/neu overexpression HERZ inhibitor

Activated MET Cabozantinib

Low AR actmity SKELC imhibitar

Elevated SRC-family kinase activity

Delmaore o al [82]
Fong o al |83]
Brenner et al. [77]
Palanisarmy [46]
Whitaker et al. | 84]
Ateeq et al [B5)
Gregory et al. [B6]
Torres et al. [76]
Mendiratta et al. [73]
Tatarov et al. [87]

AR = androgen receptor.

The Role of Genetic Markers in the Management of Prostate Cancer

EUROPEAN UROLOGY 62 (2012) 57T7-587
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