Mnxaviopoi dpaonc Twv VEWV YApHAKWY Yid
TOV KApKivo TOoU mwpooTartn:

Eivai idia o0Aa Ta @dppaka yia Tov
oppHovoe€ apTWHEVO KAPKIVO TOU mpooTaTn;

Aiovionc MnTporouAoc
Kabnyntnc OupoAoyiag
A’ Oupoloyikn KAivikn
Larpikn ZxoAn TlavewioTngiov AGnvwy




2.UyKpOoUOon CUHPEPOVTWYV:

Abbott, Astellas, Amgen, Ferring, GSK,

Eli Lilly, Sanofi-Aventis, Specifar




AVATITUEN TOU KAPKiVOU ToU
TTPOOTATN

Androgen stimulation of prostate cancer cells |
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H TeoToOoTEPOVN €UVOEI TV KAPKIVOYEVEDN ETTAYOVTAC ThV
etavaAappavopevn KUTTAPIKA dldipeon

H teoTooTepovn dpa kal Eppeaa, péow TG 01EyEPONC TNC
TapaywWyn¢ avénTiIkwy Tapayoviwy mou 6a dpdoouv
AUTOKPIVIKA/TTapakpIvikd




OepameUTIKEC ETTIAOYEC YIA ThV
ETITEUCN EUVOUXIOUOU

ALPOTEPOTTAEUPN OPXEKTOUN
OioTpoyova
KeTtokovaloAn

AywvioTéc LHR

AvTaywvioTéc L

AvTiavdpoyovd




17-21 popéc pONVOTEPOC ATIO TOV PAPHAKEUTIKO EUVOUXIOHO
Mariani AJ et al. Urol 2001, 165(1):104-7.
H umtokdyia opxekToUn £XEI ONUAVTIKA AIYOTEPEC

HETEYXEIPNTIKEC ETTTAOKEC
Roosen JU et al. Scand J Urol Nephrol. 2005,39(6):464-7.




Mnxaviopoc dpaonc Twyv avaAoywv LHRH
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LHRH | Stimulation = Increased response

GnRH receptor GhRH receptor DoWn-egulation —
- inally

Marmal Temporary Ma
testosterone testosterone testosterone
production Surge production

Decreased responsiveness after
loss of receptors = Down-regulation

MeTd Tnv déopeuon The LHRH otov umodoxéa tng ameAeuBepwvetarl LH, pe
amoTéAsopd Thv TTapaywyh TeaTooTepovng. MeTd Tnv XopAynon Tou aywvioTh
apXIKd TapaTnpcital alfnon ThG TAPAYWYNC TEOTOOTEPOVNG TTOU 0TADIAKA
OHWC HEIWVETAI AOYW TG areuaiobnromoinong Twv UTTOO0X EWV.




To ¢paivopevo flare up pera amé xopnynon
avaAoywv LHRH

Serum LH (IU
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PapHaKeEUTIKOC euvouxiopoc He avaloya LHRH

arvekap 11,25mg
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Opra euvouxicpuou 0,5 ng/ml
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Emimteda xeipoupyikoU suvouxiopoU ETTITUYXAVOVTAl EVTOC
2-4 epoopadwyv
Limonta P et al, Expert Opin Invest Drugs 2001, 10:709-20
Schally AV. Peptides 1999, 20:1247-62

2710 10% TWv aoBevwy dev eMITUYXAVOVTAI ETTITTEAA
PAPUAKEUTIKOU EUVOUXIOHOU
Oefelein MG & Cornum R. J Urol 2000; 164:726-9




Avdioya LHRH

BouaepeAivn
Suprefact™
'KooepeAivn
Zoladex™
AeuttpopeAivn/ AcuttpoAidn

Daronda™, Elityran™, Leuprol™,

Prostaplant™, Eligard™

TpimtTopeAivn

Arvekap™




TTooo idia civai Ta diapopa avaloya LHRH ;




Binding Affinity to the LHRH Receptor
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H deopeuTikn ouvdeeia TnE TPITTTOPEAIVRC TTPOC Tov UTTodoX Ed
LHRH civai peyaAUtepn ekeivng The AsumtpoAidng




Tuxaiomoinpévn ouyKpITIKA HEAETN OUO avaAoywv

LHRH
European Urology 1997; 32:397-403

H tpimTopeAivn mpokaAeoe HeyaAUTEPN mTWON TWV EmiTEdWY
TEOTOOTEPOVNG OE OXEon HE TNV AcumpoAidn

TpimTopeAivn 3.75mg AeunpoAidn 3.75mg

AcBeveis (% oovoking)

Aotevei (% ouvolud)

TTooooT6 Twv aoBeviv pe enineda TeoTooTEPOVNG TAdopaTtog avw Twv 1,7(m),
1,0 (O0) kai 0,35 (0) nmol/ml kara Tnv didpkeia TNC aywyng He TpimTopeAivh R\
AcomtpoAidn



TTooo idia civar Ta diapopa avaloya LHRH ;

DES
(8, #03)

Lenprolide
(1, 94y
Gaserelin
(7. 1137)
Buserelin

(12, 1539)

Flutamide
{1, 44)
Bicalutamide
(5, 1452)
MSAAS

(6, 149%)

Cyprolerone
[ ]

Antiand rogens
(B, 158%)

20 LA
Hazard Ratio Relative to Orchiectomy
(Better than orchiectomy) {Waorse than orchiectomy)

2. UYKPIiOIUN aTtoTEAEOHATIKOTNTA

(level of evidence: 3, indirect comparison)
Seidenfeld J et al. Ann Intern Med 2000, 132:566-77




Néec papUakoTEXVIKEC:

AvopiAoTroinpéva pikpoowaipidia (TraAaid

Hop®R) Kai uypd TToAupEeph (VEa pop@h,
Atrigel delivery system)




Direct blockade of GhRH receptors:
GnRH blockers (antagonists)

GnRH blocker (antagonist)

Hypothalamus

p _ G Anterior
GnRH blocker " " pituitary

FSH, LH ' Testis

° " Testosterone

GnRH blockers have an immediate
onset of action

Prostate

Brawer M. Rev Urol 2001 FSH, follicle-stimulating hormone; L H, luteinising hormone;

GnRH, gonadotrophin-releasing hormone




GnRH antagonists (blockers): faster onset of
action than agonists without testosterone surge

e TJestosterone

< 1007 Degarelix 240/80mg surge with GnRH
E 75 LeuprOIIde 75mg agonists can
E o delay castration
2 ” by up to 3 weeks
0 :
L O e Avoidance of
S 25 testosterone
] surge
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c . .
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*P<0.001 degarelix vs leuprolide

Data are median changes % standard error

Klotz L et al. BJU Int 2008




EvdciCeic yia ameuBeiac poAo
Tn¢ FSH oTov mpooTartiko kKapkivo

H FSH mapdayeTtai kai oTov TpooTdTh Kal
PpiokeTal auénuévn o€ KApKivo TPoaTdTn

H FSH dieyeipel Tnv alfnon Twyv KApKIVIKWY
KUTTApWV

Ymodoxei¢c FSH ekppalovrai o¢
a. [TpooTaTiko Kapkivo
b. Emedveia ayyesiwv Héoa oTov OYKO




FSH receptors are present on the blood
vessels of prostate tumours

. . &
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e Binding of FSH to FSHR may induce VEGF/VEGFR-2 signalling

; ; : : ’ 46 —
in tumour endothelial cells thus promoting angiogenesis

e Blocking FSHR signalling could therefore be a new

anti-tumour strategy 35

Radu A et al. New Engl ] Med 2010

FSHR, follicle-stimulating hormone receptor




GnRH blockers cause a more rapid and
profound FSH reduction than GnRH agonists!*
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e Antiandrogens have no impact on FSH levels?2:3

e The superior FSH suppression with the GnRH blocker has also been reported
for abarelix?

1. Klotz L et al. BJU Int 2008 2. Hellman L et al, | Clin Endocrinol Metab 1977;
3. Varenhorst E et al. Scan ] Urol Nephrol 1982; 4. Garnick et al. Mol Urol, 2000




Follicle-stimulating hormone promotes RANK expression on human monocytes

Joseph G. Cannon *, Barbara Kraj, Gloria Sloan

— | School of Allied Health Sciences, Medical College of Georgin Augusta, GA 30912, USA CYTOKINE

Ty i —

“FSH induces expression of RANK on CD14+ cells, indicating
the acquisition of osteoclast precursor cell characteristics”

“These findings may contribute to a mechanistic
explanation for the increased rate of bone loss”

Cannon JG et al. Cytokine 2011




Fewer musculoskeletal adverse events seen
with degarelix vs leuprolide (CS21/21A)

Probability (%)

p=0.0092 for degarelix 240/80 mg vs leuprolide (Log-Rank)

— Degarelix 240/80 mg
- Leuprolide 7.5 mg

1009

Switched to degarelix

0 84 168 252 336 420 504 588 672 756 840 924 1008 1092 1176
Time (days)

Data on file




Antiandrogens —
Androgen Receptor Antagonists

Structure Steroidal Mon-steroigal

Activity Antiandrogenic Antiandrogenic
Frogestational

Agents Cyproterone Flutamide
acetate Bicalutamide

Nilutamide




Mnxaviouoc dpdong Twv avtiavopoyovwy
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Mechanisms of action of cyproterone
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Mechanisms of action of nonsteroidal antiandrogens

antiandrogen

i
Freezemnemers®




Is There a Best Castration Therapy?
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