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> TOXEUPEVN Bepaneia

H avanmuén Tou oykou, N avBekTikoTnTa
OTNV. ANONTWOoN Kal N IKavoTnTa Yida
ONUIOUPYIa UETACTACEWY. EEAPTATAl AMO
LOPIAKOUC MAapayovTeC, Ol OMoiol UHoPOUV.
VA ArnOTEAECOUV GTOXOUG Vid
avTiveonAaouaTIKn Bepaneia



>TOXOI avTIVEONAAONATIKNG BEpansiac

» ER, PgR

» Androgen Receptors
» HER-2

» KIT

» PDGFa

» PDGF]3

» VEGF

» EGFR

» k-Ras
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AVTINETWTTION-METAOTATIK VOO OG

O avopoyoviKkog atrokAsionog (ADT) gival n

Baoikn BepaTTeia OTOV HETOOTATIKO KAPKIVO
TTPOOTATOU



CELLULAR PROLIFERATION
AND GROWTH IN ANDROGEN DEPLETED
ENVIRONMENT
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AvOpOYyoVIKOC anoKAgIouoc (AA)

B 2T0 €NiNgd0 TNC UNMOPUONC
Avaloya Tn¢ LHRH
OioTpoyova
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AvTiavopoyova
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Avaioya Tnc LHRH

AYWVIOTEC KAl AVTAyWVIOTEC
Ta eyKeKPINEVA PAPUAKA EiVAl AYWVIOTEG

m Leuprolide
m Goserelin
m Buserelin
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Euvouyodavrtoxog Kapkivog lNpooTarn

KapKivog TTPOCTATN TTOU TTPOO0OEUEI TTAPA TN
OUYKEVTPWOT TECTOOTEPOVNG OPOU OE
emireda euvouyiouou (CRPCO):

* Au¢non PSA
* [1p6000G VOOOU O AENPADEVEGS N CTTAAYX VA
* 22 VEEG EOTIEG OTA OOTA

* A0OEVTOC TOU aTTOPAITNTOU XPOVOU OAOI Ol
OYKOI YiVOVTOl EUVOUXOAVTOXOI
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echanisms

3. AR-Mutations

1) Progesterone and estradial
2) Adrenal androgens

eIl 3) Cortisone
2. Hypersensitivity 2 Antiadoss .
of the AR ~flutamide 4. Coactivators
S ad ke -nilutamide — 5. Activation of Alternate
1. Adnblification of 2) Increased Stabilization of AR 2) TIF-2 Growth Factor Pathways
* P 3) Increased Nuclear localization of AR 3) RAC-3
the AR Gene 1) mitogen-activated protein
kinase (MAPK)
¢ 2) AKT
Wj\\/j\\/j\\ 1) Enhance transcription of AR dependent genes
x 2) Decrease specificity of the AR receptor
“ n Testosterone
\4

|'.l' ; ] ) YHT
; Non-ligand activation of AR

6. Upregulation of Survival Genes

¢ BCL-2

CELLULAR PROLIFERATION BCL-xL
AND GROWTH IN ANDROGEN DEPLETED Clusterin
ENVIRONMENT




Androgen-Mediated Progression
of Prostate Cancer

Endocrine Microenvironment

Testosterone
Gonadal
Adrenal

Paracrine Androgen Signaling
Primary Pathway in Advanced Prostate Cancer?
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Abiraterone Acetate Steroid Synthesis Inhibition

Low-dose steroid replacement minimizes
Cholesterol mineralocorticoid-related toxicity
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CRPC M+
1st line

a Docetaxel n Abiraterone
a Enzalutamide
a Radium-223
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