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» ATOMIKO avauVvNOTIKO:
= AY - aMEA
= ‘Hma kataBAipn — PAouoceTivn
= AEE 11p0O 3 €TWV
= Xpovia NTma KOTTwon

> PS: 1
» PSA: 22 ng/ml



AlayVWOTIKN TTPOCEYYION

» Blogia — Adevo-ca mrpooTdTtn Gleason score: 7 (4+3)

» MRI:
= cT3a

» Bone scan:
= (-) yla 2/mraBeig gvroTioelg




OEPATTEUTIKEC ETTIANOYEC
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1. PI{IKr) TTpOCTATEKTOMN

2. AkTIVOBOoAia + OpuovoBepartreia

3. OppovoBepartreia
= Apeon

=
!

4. MmikahouTtapidn 150 mg y
5. OppovoBepartreia + XMO

= KaBuoTepnuévn
= AIOKOTITOMEVN



20-year

Initial

survival after{radical prostatectomy
treatment for(cl3
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prostate cancer

Christopher R. Mitchell, Stephen A. Boorjian, Eric C. Umbreit,
Laureano J. Rangel®, Rachel E. Carlson® and R. Jeffrey Karnes
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100(B43) 92(690) 83(527) 80(325) 7&(55)

FG. 2. Postoperative systemic progression-free
survival for men with cI3 prostate cancer.

Systemic Progression Free Survival
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100(843) 90(704) 82(564) 75(355) 72(61)

Prostate Cancer Specific Survival
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100(843) 95(743) 20(c09) 83(386)

HG. 4. Postoperative overall survival for men with
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cl3 prostate cancer.
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100(843) 90(743) 76(c09) 57(386) 3&(E5)

Survival Estimate (Number at Risk)

81(65)

e RP as part of a multimodal treatment
sirategy therefore remains a viable
treatment option for patients with ¢T3

tumours.

BJU Int 2012;110:1709




O¢partreia 1

» PI{IK) TTPOOTATEKTONN
= Gleason score: 7 (4 + 3)
= pT3b
= PSM
= N (+) (3/16)




OEPATTEUTIKEC ETTIANOYEC

1. NapakoAoubnon

2. AKTIVO[BOAia

3. AKTIvoBoAia + OpuovoBepartreia
4. OpuovoBepartreia

5. MmmkaAouTtapidon 150 mg
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Combination of Adjuvant Hormonal and Radiation Therapy
Significantly Prolongs Survival of Patients With pT2-4 pN+
Prostate Cancer: Results of a Matched Analysis
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Briganti A et al, Eur Urol 2011;59:832



.a—T
O¢epartreia 2
K » Emkoupikrj RT + ADT
- = 66 Gy

= TpimrtopeAivn 11.25 mg

» PSA (1Tpo B¢epartreiag): 0.66 ng/ml



e NEW ENGLAND Denosumab in Men Receiving Androgen-Deprivation
JOURNAL of MEDICINE Therapy for Prostate Cancer
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Smith MR et al J, N Engl J Med 2009;20:361



MeTaBoAIKEC DlaTtapaxec ADT

= [layxuoapkia
- | evaioBnoiac otV IvoouAivn 2A, ZN
= ANayn Aimidaiyikou profile

Adjusted Hazard Ratios Excess pvalue
Risk
Diabetes . <0.001
Coronary heart disease | & 16%  <0.001
Myocardial infarction 1 11% 0.03
Sudden death - 0.04
o 1. 1
S Betr | Womo _ g

Saylor PJ & Smith MR, J Urol 2013;189(1 Suppl):S 34



[Topeia vooou...

> PSA (3 p. yeta 1o mépag 1ng RT): 0.1 ng/ml
> 6 ynvec — PSA: 0.1 ng/ml
> 9 unvec — PSA: 0.2 ng/ml
> 12 unveg — PSA: 0.1 ng/ml
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ETrIAOYEC

1. AlakoTri Tou ADT
2. AlaAeittwv ADT
3. 2uvexion Tou ADT




2.UveXNC N olakotrtopevoc ADT

.

n: 1535 pts, PSA>5, M+ n: — 765: CAD
LHRHa + antiandrogen —) | TUXQIOTTOINON FU: 9.8y
— 7 months — PSA<4 n: — 770: 1AD
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Median
No. of Survival
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Deaths No. of Survival
; Death 4
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Mo, at Risk
0 —— 7T Continuous therapy 403 208 0
0 5 10 15 Irtesrritten ttherapy 389 160 9
Years since Randomization B Patients w@m
. Medi
No. at Risk No.of Surviva
: Deaths
Contmyous therapy 765 325 64 100 Cantinuous therapy 225 [ 4.4
Intermittent therapy 770 291 52 4 — Intermittent therapy 252\ 4.9

> OAol o1 aoBeveic — M+

Survival (%)
553883888

> OplokA N pn ammédeign TG “Pn KAaTwTePOTNTAG TOU
IAD (6pio 10 20%, 90% CI: 0,99-1,23) e

Years since Randomization

Mo. at Risk

» QoL — Ytmepoyxn tou IAD yia Toug pfveg 3, 9. Oxi oT0 o———— e i
pAva 15

> 50% katdAAnAol yia IAD

Hussain M et al, N Engl J Med 2013;368:1314



2uvexion ADT

> 18 pynvec — PSA: 0.3 ng/ml
> 21 pyRnvec — PSA: 0.8 ng/ml
> 24 ynvec — PSA: 1.4 ng/ml
> TeatooTepovn: 20 ng/dl

> Eival euvouxodavTtoxog;;;

Castrate serum testosterone < 50 ng/dL or 1.7 nmol/L plus either;
a) Biochemical progression: Three consecutive rises in PSA 1 week apart resulting in two 50% increases over

the nadir, and a PSA = 2 ng/mL or,
b) Radiological progression: The appearan s| ns: either two or more new bone lesions on bone
scan or a soft tissue lesion using RECIST {Fiespnnse Evaluation Criteria in Solid Tumours) [824).

Symptomatic progression alone must be questioned and subject to further investigation. It is not sufficient
to diagnose CRPC.




[Topeia vooou...

> 27 unveg — PSA: 1.8 ng/ml
» 30 yveg — PSA: 2.2 ng/ml
» 30 yaveg — PSA: 2.3 ng/ml
» 30 ynveg — PSA: 2.5 ng/ml

> TeatooTepovn: 20 ng/dl




ATTEIKOVION

J‘
Z
\/ > Re-Staging (bone scan) — ATTOUGIO OOTIKWV
UETAOTACEWYV

» CT — ATroucdia OTTAOXVIKWV JETOOTACEWV

» To 1/3 autwyv Twv agBevwy TTapouaialel M+ ag 2 xp.

Kirby M et al, Int J Clin Pract 2011,565:1180



ETTIAOYEC

€0) N

1. ZuveExion Tou ADT

2. NpooBnkn Bicalutamide 50 mg qd
3. NpooBnikn Bicalutamide 50 mg qd + Dutasteride
4. 2uvexion tou ADT + XMO

5. 2uvexion tou ADT + OpuovoBepartreia 2" ypapung
6. 2uvexion Tou ADT + Ra-223
7. 'Evtagn o€ KAIVIKN MEAETN

=
Y B



[Topeia vooou...

» 36 ynveg — PSA: 5.3 ng/ml

> Re-Staging (bone scan) — 2 0O0TIKEG HETAOTACEIC
(OMZ22, AP Aayovio)

> CT — ATroudia OTTAAXVIKWV JETOOTACEWV

> TeoTtooTepOvN: 28 ng/dl

> PS: 1
> ACUUTTTWHATIKOC



ETTIAoYEC

1. Zuvexion Tou ADT

2. 2uvexion tou ADT + XMO

3. 2uvexion Tou ADT + OpuovoBepartreia 2" ypapung
4. 2uvexion Tou ADT + Ra-223

5. ‘Evragn og KAIVIKI) HEAETN
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Hormone

sensitive

Hormone

therapy

mCRPC

asymptomatic

mCRPC
mildly
symptomatic

Sipuleucel-T

772

(e.g., denosumaby/bisphosphonates/f-emitters)

Continue ADT

el mCRPC

symptomatic

et post-chemo

Docetaxel Cabazitaxel

Radium 223

PLUS bone targeted agents

Mottet N et al, BJUI 2015;115:364



Safety of Abiraterone Acetate in Castration-resistant
Prostate Cancer Patients With Concomitant Cardiovascular
Risk Factors

v TpoUtdpyovteg KapdioAoyikoi Trapdyovreg Kiviivou
= AYY: 41%

" 2N:12%

= AppuBuia: 6%

» AucAimidaiyia: 18%

» Y1repyAukaipia: 30%

TABLE 3. AA-associated Adverse Events
Patients, n (%)
Adverse Events Grade 1-2 ('iradeﬁ)
S —

Fluid retention 9 (1%) 0 (0)
Hypertension 2 il6) 0 (0)
Asthenia 8 (15) 2 (3)
Abdominal pain 2 (4) 00
Pruritus and cutaneus rash 1{2) 2(3)
Nausea 1(2) 1(2)
Anemia 1(2) 00
Diarrhea 1(2) 00

In conclusion, our experience shows that AA 15 a feasible
and well-tolerated treatment, even in patients with well-
controlled cardiovascular comorbidities or nsk factors for
cardiovascular diseases.

Procopio G et al, Am J Clin Oncol 2015;38:479



AuTtriparepovn/EviaAouTtapion & A/Y

MNew HA Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AFFIRM 51 800 11 399 11.1% 2.31[1.22, 4.39) -
COU-A%301 gg ™ 32 394 16.9% - 93, 2.02) T
COU-AA-302 129 542 74 540 201% l1,?d [1134, 2.25] —
ELM-PC 4 98 T84 TJE TTD 1906% 1.27 [D.95, 1.68) T—
ELM-FPC 5 83 732 21 363 15.0% Be-H\ 23, 3.11) S —
FREVAIL 117 871 35 844 174% 3.24 [425, 4.67) ———
Total (95% CI) 4520 3310 100.0% 1.84 [1.37, 2.46] *
Total evenls 566 2489
Heterogeneity: Tau®= 0.09; Chi*= 1857, di= 5 (P = 0.002); F=73% ?02 045 1 -2 51'
Testfor overall effect Z=4.09 (P < 0.0001) worsa Control  worse new HA
new HA Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Evemts Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AFFIRM 17 800 5 399 128% 1.70 [0.63, 4.56) ]
COoU-A%-301 10 ™ 1 394 4.2% Faa-e-t4. 38.77)
COU-AR-302 25 542 17 540 209% 80, 2.68] B Bl
ELM-PC 4 30 784 30 FF0 23.9% 0.98 [D.60, 1.61] —a—
ELM-PC & 24 732 B 363 1456% R0 B2 4 81) T
PREVAIL 8 &M 19 844 2356% 2.01 [1481, 5.00) —_—
Total (95% Cl) 4520 3310 100.0% 1.77[1.13, 2.77) *
Total events 165 78
e = CCRE = = - CE= : f : f
Heterogeneity, Tau®= 016, Chi*=11.03, df= 5 (P = 0.05); I*= 55% 005 07 ] z 20

Testfor overall effect Z= 249 (F=0.01)

v'Kai Ta 800 @dappaka T Tov kivduvo yia
eMeavion A/Y (yevika kal coBaprc)
v'AuTo fTav o £€kdnAo otnv Ev{aAouTapion

worse Control worse new HA

lacovelli R et al, Eur J Cancer 2015:51:1970



Ev{aAouTapion

Enzalmiamdde Flaceba
Audverse Events N =8TL) (M = 844)

AN Crrades Grade =3 AN Grades (Grade =3
rermiber of parisnes (percerer)

Fameue ENEENE )] L e | 21= {25) 16 (X}
Back pain X35 (2T 203 187 (2 25 3)
Constipation 193 [22) 4 (=1} 143 {17 3 (=1}
Archralgia 177 00 12(1) 135 {1 (1}
Drecreased appetite 158 (1) 2 (=1} 136 {15 5 (1}
Hot fins=h 157 (18D 1 (=1} &5 (B
Drambea 43 16y 2 (=1} 119 {16 3 (=1)
Hyperiension 117 (23] = 35D 10 (X)
A stheeria 113 (13) 11 (13 &7 B B (1)
Fall 101 (1) 12 (1) 45 () 5 (1}
Tireight loss RHl (A1) {1 T1 B 2 {=C1)
Edema peripheral o2 (1) 2 (=1} 55 (B} 3 (=1)
Heaadache o1 (100 2 (=1} 0T 3 (=1)
Specific adverse events
Ay cardiac adverse event EE (100 243 56 (B} 12 (2}
Adrial Shorllation L& (X} 3 (=71} 12 (1) 5 (1)
Aoate coronary Syndmomes. T1) T{L) 2= 2 {=1)
Aomte renal faitars 3204 12 (L) 38 (S) 12 (L}
Ischemic or hemymrhagic cersrovasoilar event 12 ({1} S oL 3 {="1)
Elsvation in alarine anvinotransferase Lewal E (1} 2 (=1} S (1) (=1}

Seimure 1 : ':IT 1 I::_-I_}.—' 1 |:]] [}




AUTTIPOTEPOVN - AVTATTIOKPION

/h

> Auymparepovn: 1000 mg (4x1)
= >1hTtpon>2hpuerd payntd
> [1pevidovn: 5 mg (bid)

> KaAa avekTr) Bgparreia

> 3 MAveg — PSA: 0.7 ng/ml 1 (80%)



teeneer - Denosumab versus zoledronic acid for treatment of bone

metastases in men with castration-resistant prostate cancer:
_arandomised, double-blind study

' » n: 951 — Zoledronic a.
CRPC aobeveic trou dev gixav Aapel Zol.
" » n: 950 — Denosumab

_ loo Median months (95% C1) 2.0+

5 —— Denosumab 207 (18-8-24.9)
: — Zoledronicacid 171 (15-0-19-4) 1.8

H Rate ratic 0-82 (95% C1 0-71-0-94; p=0-004; adjusted p=0-008*)
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§_ HR 0-82 (953% Cl 0-71-0-95; p=0-0002 for non-inferiority analysis*; b 0.4+

Q_E p=0-008 for superiority analysis*) Events

0 T é T T T |B T T T 0.2 —— Denosumab (n=950) 4094
0 3 g9 12 15 1 21 24 27 —— Zoledronic acid (n=951) 584
Patients at risk Study month 1] T é T T T T T T T T T T
Denosumab 950 758 582 472 31 250 168 115 70 39 e 3 9 12 15 18 1 4 7 30 EER-
Zoledronicacid 951 733 By 407 299 207 140 93 64 4 Study month
Figure 2: Kaplan-Meier estimates of time to first on-study skeletal-related event Figure 3: Time to first and subsequent on-study skeletal-related events

» To Denosumab ka@uoTépnoe onpavrtika 1o Xpovo pyéxpel to 1° SRE (3,6
HVES 0@EAOG) - Primary End-point

> To Denosumab kaBQuaTépnoe onuavTika 1o Xpovo yia Ta eropeva SRE

Fizazi K et al, Lancet 2011:377:813



OQ0TIKI VOOOC
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Bone protactive agen@n patients with skeletal metastases (denosumab being

N\

ia
superior to zoledronic acid) to prevent osseous complications. However, the benefits must be
balanced against the toxicity of these agents, and jaw necrosis in particular must be avoided.
Calcium and uﬁ@upplementatlnn must be systematically considered when using gither |1b

denosumab or bisphosphonates.

Mottet N et al, EAU Guidelines 2016
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2TN OUVEXEIQ...

> 6 uNveg: PSA: 4.1 ng/ml
> 12 unveg: PSA: 8.8 ng/ml

> 2UUTTTWHATIKOG, EVTOVO OCTIKO AAYOC

> AtTeikovion (CT): 2 NTTaTIKEG EOTIEC



ETTAoyEC

1. ZuveExion AJTTIpaTEPOVNG
2. 'Evapen EvlaAouTtapidong
3. 'Evapgn AooItaceANng
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