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Epidemioldgia KP

Globalny rocny vyskyt vo svete: 679 023 pripadov

(~ celosvetova standardizovana incidencia 25, 3/ 100 000)

Globalna ro¢na imrtnost vo svete: 221 002 pripadov

(~ celosvetova standardizovana mortalita 8, 2/ 100 000)

NajcCastejSie sa vyskytujica solidna neoplazma v
Eurdpe

KP CastejSie postihuje starsich muzov => firiziko v
rozvinutych krajinach (~ 15 % vsetkych karcinomov) vs
rozvojové krajiny (~ 4 %)

Vyznamné regionalne rozdiely v incidencii KP

Casty vyskyt u afroameri¢anov

KP je 2. naj¢astejSou pric¢inou umrtia u muzov

(lemal, 2008, Ferlay, 2010, Heidenreich, 2010)

~ priemernd hodnota; KP - karciném prostaty



Vyskyt KP vo svete
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Karcindm prostaty & SR

» Na Slovensku sa ro¢ne diagnostikuje priblizne 1 000
novych pripadov KP a na toto ochorenie roCne zomiera
500 - 550 postihnutych muzov

» V r. 2006 sa v SR diagnostikovalo 1 355 novych
pripadov KP => incidencia 39, 1/ 100 000 muzov a v
tom istom roku zomrelo na KP 501 muzov

» V europskom meritku sa SR zarad'uje medzi krajiny so
strednymi hodnotami incidencie a mortality tohto
ochorenia a zaroven medzi krajiny s relativne vysokym
podielom pacientov s 5 rocnym prezivanim

» Mortalita na KP je na Slovensku ale stale vysoka*
(*index mortalita/ incidencia 0, 54 = 27. miesto v Europe)

KP - karcindm prostaty; SR - Slovenska republika
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Rizikové faktory KP

Vyssi vek
» Rasa

Rodinna anamnéza (genetickd komponenta)
» Hormony (7, bHT, ... )
» Obezita

v ,Zapadny® styl stravovania >
(vela zivocisneho tuku, proteinov, mdsa, ... madlo rastlinnych potravin )

’ s . v s v o. . [ |
» Nizka expozicia slnecnému ziareniu
(=> Y hladina D vitaminu)

» Iné faktory okolitého prostredia

v

v

(Bratt, 2002, Kirby, 2009, Heidenreich 2011)

KP - karcindm prostaty; T - testosterdn; DHT - dihydrotestosterén




Pravdepodobnost diagnozy
karcinomov podla veku

KP je typické ochorenie vyssSieho veku: najviac pacientov je vo veku 70 - 80 r.

(~ 56% je starSichako 70 r. ; ~vekuv SR je 73 r.)

1999 Age Specific
Probability Rates

6.0%

5.0%

4.0%

3.0%

2.0% -

1.0% -+

*********************************************************************************************************

' Prostate

: Breast

, Colon
' Lung & Bronchus

, Leukemia & Lymphoma

. Pancreas

40 45 50 55 60 65 70 75 80 85
Age



Riziko vzniku KP u muzov s pozitivhou
rodinnou anamnézou

Pribuzni postihnuti KP Riziko (nasobne zvysené)

1 pribuzny v prvej linii 2,5 X
> 1 pribuzny v prvej linii 4,6 X
Otec 2,5 X
Brat 3,4 X
Vek < 65 r. pri diagnoze KP 4,3 x
Vek > 65 r. pri diagndze KP 2,4 X

(Kirby, 2009)

~ 9 % pacientov ma skuto¢nu dedicnu formu KP
(= ak bol KP diagnostikovany u > 3 pribuznych,
alebo pokial’ u 2 pribuznych prislo ku vzniku KP vo veku < 55 r.)

(Bratt, 2002, Heidenreich, 2011)

KP - karcindbm prostaty



Klasifikacia a histologické charakteristiky KP

» V sucasnosti pouzivana TNM klasifikacia z roku 2009
(T - primarny tumor, N - regionadlne LU, M - vzdialene metastazy)

» Vacsina KP su adenokarcindmy a najcastejsie (> 70 %)
vychadzaju z periférnej zény prostaty; z centralnej
zony (5 - 15 %) a zvysok z prechodnej zony prostaty

» Pri_urcovani stupnfia KP sa odporuca pouzivat tzv. GS
(sucet dominantnej /najrozsiahlejsej/ casti KP + najvyssieho ,grade” bez

ohladu na rozsah postihnutia) (Heidenreich, 2011)
GS Histologicka charakteristika Pravdepodobnost
lokalnej progresie
2 -6 dobre diferencovany 25 %
7 stredne diferencovany 50 %

8-10 slabo diferencovany 75 %

(Kirby, 2009)

KP - karcindm prostaty; T - tumor; N - nodus; M - distant metastasis; GS - Gleason score
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tadia karcindmu prostaty

/X

@ lokalizovany

® lokalne pokrocily

® disseminovany

® hormonalne rezistentny




Klinicky obraz a priznaky KP

(Kirby, 2009)

Lokalizovany KP Lokalne pokrocily KP | Metastaticky KP

e asymptomaticky hematuria kostna bolest (priznaky zapalu
sedacieho nervu - ischias)

e zvySené PSA dyzuria paraplégia (sekunddrne v désledku
kompresie miechy)

e priznaky BPH B perinedlna a suprapubicka zvacsSenie LU
(vyprdzdriovacie/ uskladriovacie) bolest

erektilna dysfunkcia bolesti v bedrach alebo anduria
(v dosledku obstrukcie mocovodov)

inkontinencia mocu letargia (apatia)
v dosledku anémie alebo urémie

bolesti v bedrach alebo anuria  strata hmotnosti/ kachexia

(v dosledku obstrukcie mocovodov)

priznaky RI krvacanie do koze/ Criev
(nie je bezné)

hemospermia

rektalne priznaky (vratane
tenezmov)

\ | KP - karciném prostaty; PSA - prostaticky $pecificky antigén; BPH - benigna prostatickd hyperplazia; Rl - renalna insuficiencia; LU - lymfatické uzliny

T~ 2 -



Diagnostika a stanovenie stadia KP

» DRV - 4

» PSA v sére

» Biopsia s pomocou TRUS

» Rtg

» CT

» MRI

» Radioizotopové vysetrenie skeletu

» Iné (nové vysetrovacie postupy, nomogramy, tabul'ky rizikovosti, ... )

KP - karcinédm prostaty; DRV - digitalne rektdlne vySetrenie; PSA - prostaticky Specificky antigén;
TRUS - transrektdlna ultrasonografia; CT - computerized tomography; MRI - magnetic resonance imaging



DRV vs KP
Nalezy pri DRV ukazujice na KP Priciny faloSne pozitivhej diagnézy KP

e uzlik (hrca) prostatickom laloku o benigna prostaticka hyperplazia (BPH)
e zatvrdnutie v Casti/ celej prostate o prostatolitiaza
e asymetria prostatickej zl'azy o prostatitida (najma granulomatézna)

e nedostatok mobility v dosledku adhézii o abnormality ejakulacnych kanalikov
k okolitému tkanivu

epalpovatel'né semenné mechuriky o abnormality semennych mechurikov

o polyp alebo nador konecnika

» ~u 18 % pacientov je KP zisteny len na zaklade DRV
» podozrivy nalez pri DRV u @ s hladinou PSA do 2 ng/ ml ma PPH 5 - 30 %

(Carvalhal, 1999, Loeb, 2009, Kirby, 2009)

KP - karcinédm prostaty; PSA - prostaticky Specificky antigén;
PPH - pozitivna prediktivna hodnota; DRV - digitalne rektalne vySetrenie




PSA & KP ,,

» PSA je glykoprotein, enzym typu serinovych proteaz
d Vys kytuJe S5a Vv rﬁanCh formé‘Ch Heterogeneity of Serum PSA
» Produkuju ho epitelové bunky o

BPSA
PSA

i I iaz p ro Staty l '. " other cleaved forms
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PSA - prostaticky Specificky antigén; KP - karcindm prostaty; BPH - benigna prostatickd hyperplazia



PSA & KP

Hladina PSA predstavuje kontinualny parameter: ¢im
vyssSia hodnota, tym vacsSia pravdepodobnost KP
~25% 3 s PSA > 4,0 ng/ ml maKP

Riziko KP je > 60 % u J s PSA > 10 ng/ ml

f/tPSA: <0,10=>KPu56%0;>0,25=>KPlenu 8% e 2000

DalSie moZné priciny elevacie PSA: BPH, prostatitis, IMC, trauma
(perinea/ prostaty), nedavna ejakulacia, bicyklovanie, ....

Vekovo Specifické referencné rozmedzie PSA o . ) )
(roky) (ng/ ml) PSA (ng/ ml) Hodnota PSA (ng/ ml) Riziko KP pri biopsii (%)

v

v v Vv Vv

40 - 49 0,7 2,5

<0,5 6, 6
50 - 59 0,9 3,5 0,5-1,0 10, 1
60 - 69 1,3 4,5 1,1-2,0 17,0

2,1-3,0 23,9
70 - 79 1,8 6, 5

3,1-4,0 26, 9

(Heidenreich, 2011)

(Thompson, 2004)

PSA - prostaticky Specificky antigén; KP - karciném prostaty; BPH - benigna prostaticka hyperplazia;
f - free; t - total; IMC - infekcia mocovych ciest; DRV - digitalne rektalne vySetrenie; ~ priemerna hodnota



PSA - velocita u muzov s ochoreniami prostaty

s - Metastazy
187 I Lokane
167 - Benigne
14 = Controly
12 7

Koncentracia PSA (ng/ml)
o
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PSA-velocita (pri porovnatelne velkych objemoch prostaty) rychlejsie stupa u pacientov s KP ako s BPH

\A - prostaticky $pecificky antigén; KP - karciném prostaty; BPH - benigna prostaticka hyperplazia




proPSA (p2PSA) je primarna forma
tkaniva KP

BPH

Transition Zone

Peripheral Zone



Novy biomarker PCA3

[CANCER. RESEARCH 59, 5073-5070, December 1, 1999]

DD3: A New Prostate-specific Gene, Highly Overexpressed in Prostate Cancer”

Marion J. G. Bussemakers,: Adrie van Bokhoven, Gerald W. Verhaegh, Frank P. Smit, Herhert F. M. Karthaus,
Jack A. Schalken, Frans M. J. Debruyne, Ning Ru, and William B. Isaacs
Urology Research Laboratory, University Hospital Nijmegen, 6500 HE Nijmegen, the Netherlands (M.J G.B, Av. B, G W.V, F.P.5, JA 8, F. M J D] Deparment of

Urology, Canisius Wilhelmina Hospital, 6300 G5 Nijmegen, the Netherlands [H F. M. L]; and Jame: Buchanan Brady Urological Insitute, Johms Hopkin: Hocpital, Baltimore,
Maryland 21287-2101 [N R, W.B.1]

PCA3 mRNA je stanoveny v moci
PO masazi prostaty

= ® zvyseny u pacientov s KP

® senzitivita 50 %; Specificita 76 %

S ® mo6ze odlisit agresivne formy KP ?
fhca) ® nezavisly od PSA, objemu prostaty

[ 9 Prostate Cell

semercel @ kombinacia DRV, PSA a PCA3

E
@ ‘-—-’ ® potrebné d’alSie Studie

(Schalken, 2010, Heidenreich, 2011)

. PCA - prostate cancer; mRNA - messenger ribonucleic acid; KP - karcindm prostaty; PSA - prostaticky Specificky antigén; DRV - digitalne rektalne vySetrenie
R R R R R R R e ——— | h-".



Niektoré nalezy pri transabdominalnej USG mocového mechura o

Mocovy mechur

BPH so zvi¢$enym strednym lalokom
a s mikrotrabekulizaciou steny mechira

Mocovy mechur

Nadory mocového mechura

ako nasledok chronickej BPO

W —_



Niektoré nalezy pri transabdominalnej USG mocového mechura w

Mocovy mechur

Hruba stena
moc¢. mechdra

Divertikul
mocového mechura

Akusticky tien
za konkrementom

DlhSie frvajuca masivna IMC:

i ; . Kamen v moCovom mechure
detritus s typickou USG hladinou

Mocovy mechar

Fibrinové
vlakno---

Koagulum v mocovom mechure
(po radiacnej cystitide) - ,pohyblive”

Vzduch v moc¢ovom mechure (po cystoskopii)
(svetly echoreflexny pas)



Niektoré nalezy pri transrektalnej USG prostaty

TRUS s hypoechogénnou léziou KP
(pT3a, GS 3+3=6)
N g

/
/

KP s hypoechogénnym TRUS obrazom
(u72r. muza, pT2,GS 7)

TRUS - transrektdlna ultrasonografia; p - patologické; T2 - tumor obmedzeny na prostatickd
zlazu; T3a - extrakapsularne Sirenie tumoru (jednostranné/ obojstranné); GS - Gleasonovo skore



.Morfologicka“ MRI v zobrazeni prostaty

» Pri detekcii KP ma signifikantne vyssiu senzitivitu (70 - 90 %), ale
podobne nizku Specificitu (40 - 60 %) vs TRUS  wicznsii 2010

Patient Setup for Prostate Study
Using the Pelvic Phased Array (PPA

Prostate inflammation

MRI - magnetic resonace imaging;
TRUS - transrektalna ultrasonografia
prostaty; KP - karcindm prostaty



MRI prostaty s protonovou spektroskopiou
poskytuje pridavné informacie o metabolickych
zmenach v prostatickom tkanive ..o

1 KP 2
Citrate Creatine
Creatine ChQ!-'-'-!E__E_ | Citrate
Choline | |

Nppm 3.5 3.0 25 2.0 ppm 3.5 3.0 2.5 2.0

In combined morphological and spectroscopic assessment the criteria for cancer is o,
KP - karcinédm prostaty;

MRI - magnetic resonance imaging



Smernice EAU pre diagno6zu KP

(Heidenreich, 2011)

GR
1 An abnormal DRE result or elevated serum PSA measurement could indicate PCa. The exact cut-off level of what is considered C
a normal PSA value has not been determined, but values of approximately <2-3 ng/ml are often used for younger men.
2 The diagnosis of PCa depends on histopathologic (or cytologic) confirmation, B
Biopsy and further staging investigations are only indicated if they affect the management of the patient. C
3 TRUS-guided systemic biopsy is the recommended method in most cases of suspected PCa. A minimum of 10 systemic B

laterally directed cores are recommended, with perhaps more cores in prostates with a volume =40 ml,

Transition zone biopsies are not recommended in the first set of biopsies due to low detection rates,
One set of repeat biopsies is warranted in cases with persistent indication (abnormal DRE, elevated PSA, or histopathologic

findings suggestive of malignancy at the initial biopsy) for prostate biopsy.

Overall recommendations for further (three or more) sets of biopsies cannot be made; the decision must be made C
based on an individual patient,

4 [ransrectal periprostatic injection with a local anaesthetic can be offered to patients as effective analgesia when A
undergoing prostate biopsies.

DRE = digital rectal examination; GR = grade of recommendation; PCa = prostate cancer; PSA= prostate-specific antigen; TRUS = transrectal ultrasound.

EAU - European Association of Urology; KP - karciném prostaty



Smernice EAU pre stanovenie stadia KP

(Heidenreich, 2011)

GR

1 Local staging (T staging) of PCa is based on findings from DRE and possibly MRI. Further information is provided by the number and sites C
of positive prostate biopsies, the tumour grade, and the level of serum PSA.
Despite its high specificity in the evaluation of ECE and SVI, TRUS is limited by poor contrast resolution, resulting in low sensitivity C
and the tendency to understage PCa. Even with the advent of colour and power Doppler to assist in identifying tumour vascularity,
the accuracy of TRUS in local staging remains inadequate. In comparison with DRE, TRUS, and CT, MRI demonstrates higher accuracy
for the assessment of uni- or bilobar disease (T2), ECE and SVI (T3), as well as the invasion of adjacent structures (T4), However, the
literature shows a wide range in the accuracy of T staging by MR, from 50% to 92%. The addition of DCE-MRI can be helpful in equivocal
cases. The addition of MRSI to MRI also increases accuracy and decreases interobserver variability in the evaluation of ECE [33,34].
2 Lymph node status (N staging) is only important when potentially curative treatment is planned. Patients with stage T2 or less,
PSA < 10 ng/ml, a Gleason score <6, and <50% positive biopsy cores have <10% likelihood of having node metastases and
can be spared nodal evaluation.

remains the only reliable staging method in clinically localised PCa.
Currently, it seems that only methods of histologic detection of lymph node metastases with high sensitivity, such as sentinel lymph C
node dissection or extended pelvic lymph node dissection, are suitable for lymph node staging in PCa.

3 Skeletal metastasis (M staging) is best assessed by bone scan. This may not be indicated in asymptomatic patients if the serum PSA level B

is <20 ng/ml in the presence of well-differentiated or moderately differentiated tumours.

In equivocal cases, 18F-fluorodeoxyglucose-PET or PET/CT could be of value, especially to differentiate active metastases and healing bones. C

(T =computed tomography; DCE-MRI =dynamic contrast-enhanced MRI; DRE = digital rectal examination; ECE =extracapsular extension; GR =grade of
recommendation; MRI = magnetic resonance imaging; MRSI=magnetic resonance spectroscopic imaging; PCa = prostate cancer; PET = positron emission
tomography; PSA = prostate-specific antigen; SVI = seminal vesicle invasion; TRUS = transrectal ultrasound.

EAU - European Association of Urology; KP - karciném prostaty




Moznosti liecby lokalizovaného KP
(odporucania EUA/ AUA)

» Bdelé cakanie (WW)/ aktivny dohlad (AS)
» Radikalna prostatektomia (RAPE) |y ),

e retropubicka

e perinealna

e laparoskopicka
e roboticka

n A4 V 4 n
» Radiacna terapia (RT) y
e externa (konvenc¢na, HDR, IMRT, 3D konformalna /priestorova/, +/- neoadjuvantna/ adjuvantna HT)

° brachyte rapia (+/ - EBRT, +/- neoadjuvantna/ adjuvantna HT)

» Experimentalna lokalna (,fokalna®) terapia
o HIFU, kryoterapia, kiberneticky n6z (,cyberknife®), ...

55555

eeeeeeeee

(Djavan, 2011, Heidenreich, 2011)

EAU - European Association of Urology; AUA - American Urological Association; WW - watchful waiting; AS - active surveillance;
HDR - high dose rate; IMRT - intensity modulated radiotherapy; HT - hormonalna terapia; EBRT - external beam radiotherapy




Radikalna prostatektomia (RAPE) & KP

» Indikacie:
o histologicky dokaz KP
o klinicky lokalizovany KP (T1-2)
o ocakavana doba prezitia > 10 r.
o bez kontraindikacii pre OP - -
o bez signifikantnej sprievodnej chorobnosti (komorb/a’/ty)

» 10 r. prezivanie pre muzov s lokalizovanym KP po RAPE:
98 % (pri GS2 -4) 91 % (bri GS5-7)76% (pri GS 8 - 10)

» Potreba a rozsah panvovej LA je kontroverzny

» Najcastejsie vedlajSie ucinky: L

o trl/a/a, Ul (< 2-3 %) * Rectal Injury | gg;;

+ Deap venous thromhosis

« ED (> 50 %) i e

zavisi od veku/ lepsi sa odstupom casu od OP a moze :glfigrft':fr*e‘;z?nﬁmmm 23154
byt minimalizovana ,nervy setriacim” pristupom + Severe stress incontinence 0.0-15.4
+ Impotence 29.0-100.0
+ Bladder neck obstruction 0.5-146
+ Ureteral obstruction 0.0-0.7
» Urethral stricture 2.0-8.0

(Heidenreich, 2011)

VAN

KP - karciném prostaty; T1 - klinicky nezistitelny nador (nepalpovatelny, nezobrazitelny); OP - operacia; Ul - urinary incontinence;
T2 - tumor obmedzeny na prostatickd zlazu;LU - lymfatické uzliny; LA - lymfadenektémia; GS - Gleasonovo skoére; ED - erektilna dysfunkcia



Roboticka & laparoskopicka & otvorena RAPE

=

» Metaanalyza literatry z r. 1982 - 2007  @ES =% '

» 19 3tadii (3893 pacientov) kSR |

» Ziadny rozdiel:
= v onkologickych/ funkénych vysledkoch WEEE

| «vo vyskyte pozitivnych chirurgickych okrajov

" = v stave kontinencie

» Erektilna funkcia: minimalne lepSia po ,otvorenej“/
robotickej nez laparoskopickej RAPE

» MensSia strata krvi po laparoskopickej/ robotickej nez
,otvorenej” RAPE S

RAPE - radikalna prostatektémia



Trendy liecby lokalizovaného KP
USA: EU' i-

e e e e

Chirurgia 65 % 33 % Chirurgia 59 %

EBRT 30 % 31 % EBRT 24 % 28 %

BT 5 % 36 % BT 5 % 13 %

(Lange, 2005)

RADICAL PROSTATECTOMY BY TYPE

The Duke Experience (1994 - 2006 . V4
2. perience { ’ Robotickd RAPE v USA:
w B - ,f/ ° s ..
g J ~
8 ~— - ,
BE. AN /
T \\
€ \
Z3 P S
— bt _r-’ ."; ™ -
- - - o * -
o 4
T T T
1995 2000 2005
Year of Surgery
. Retropubic . Perineal
. Robotic

‘Diata from the Duke Proswmte Center dambase

BRI~ —_ (Li-Ming Su, 2009)

KP - karcindm prostaty; BT - brachyterapia; RAPE - radikdlna prostatektémia; EBRT - external beam radiotherapy



Liecebné moznosti pre lokalizovany KP

(Kirby, Patel, 2010)

LIECBA LOKALIZOVANY LOKALNE

riziko recidivy POKROCILY

nizke stredné vysoké
RAPE v / N multimodalitna
terapia
EBRT i

EBRT + ADT v Vv v

Vv
BT (nizkodavkova) v
AS Vv

v

WW v Vv v
HDR BT + EBRT Vv v
HT Vv v
HIFU* v

Kryoterapia* v

*(zatial') experimentalne sposoby liecby

-

ADT - androgénna deprivacna terapia; RAPE - radikalna prostatektémia; EBRT - external beam radiotherapy; HIFU - high intensity focused ultrasound;
BT - brachyterapia; AS - active surveillance; WW - watchful waiting; HDR - high dose rate; HT - hormonalna terapia; KP - karciném prostaty




Prirodzeny priebeh KP

Lokalne Hormonalne
PIN pokrocily rezistentny

‘ Vcera

] , . . ” zomrelo na
Lokalizovany PSA Disseminovany KP v Eurépe
na organ relaps 247 muzov
Ciele liecby?
Kto by mal byt lieCeny?
'é‘ky typ I__IT? KP s PSA > 20ng/ml, GS >7 & s dokazom T3
Casovanie HT? - nie je povaZovany za kurabilny




Androgénna deprivacia pre pokrocily KP

» Androgény su potrebné pre rast KP i

» androgény stimuluju rast, funkciu a proliferdciu prostatickych buniek ¥

1

Winner of
1966 Nobel Prize

» Deprivacia (odstranenie) androgénov
= potlacenie tvorby androgénov, alebo zabranenie
ich Gcinku na bunky prostaty => bunkova smrt

» VSetky formy hormonalnej terapie su paliativne

= na urcity cas zastavia progresiu KP
= prechodna remisia je individualne casovo rozdielna
= nepred/zuju (?) podstatne zZivot pacientov s pokrocilym KP
= podstatne zlepsuju (?) kvalitu zZivota
__ = maju aj vedlajsie ucinky

KP - karcindm prostaty



Typy androgénnej deprivacie pri KP

Androgénna deprivacia moze byt dosiahnuta:
» Supresiou sekrécie testikularnych androgénov
chirurgickou, atebo medikamentéznou kastraciou

» Inhibiciou ucinku cirkulujucich androgénov na
urovni ich receptorov v prostatickych bunkach s
vyuéitl'm antiandrogénov (tzv. ,competing compounds®)

» Existuju aj kombinacie postupov (MAB, IAB, ...)

Vyvoj androgénovej deprivaénej terapie (ADT) pri KP

?2?2?2?
RHANTAGONISTI
)/~ 1986
1
Crawfordetal Lavecie, MAB___— 1985
| Soganiet al. Flutamid [~ 1984

| Leuprolide Study Group Leuprolid [~ 1984
AT, 1982
| Tolis etal. LHRH [~ 1976
£ e
[ vacure DEs I~ 1973
Kastracia | — 1941

Androgen _?- 5
i "prva S0 o LAB = Kiolz, L & spol. v, 155
'\\\-\- RRRERN
\\\\‘ KP - karciném prostaty; MAB - maximalna androgénova blokada; IAB - intermitentna androgénova blokada




Kastracna hladina testosterénu pri ADT

» Chirurgicka kastracia (orchiektomia) je ,zlatym
standardom” pre ADT

» Standardna kastra¢na hladina T < 50 ng/ dl
(ale: bola definovana pred 40 rokmi)

» V sucasnosti chemoluminiscencné metddy stanovenia
hladiny T => kastracna hladina T = 15 ng/ ml

Konsenzus : kastracna hladina T v sére: < 20 ng/ ml

(Heidenreich a kol. , EAU
2011)

ADT - androgénna deprivacna terapia; T - testosterdn; EAU - European Association of
Tl | e,



Indi

V 4

kac

ie & kontraindikacie ADT

patiants with locally advancad PCa (T2-4, any N, or
any T}

Mo placa in localised dissasa as a single-traatmeant
mcdality

Combinad with radictherapy: no clear recommandation
is poasible at the present tima

Combinad with radical prostatactormy: no place so far in

D (Heidenreich a kol. , EAU 2011)
Hormonal therapy Banefits LE
Indications for castration . . . 7 =
Mt symptomati Terapia Kontraindikacie
antially catastrophic saquelas of advanced disease
[spinal cord comprassion, patholegical fractures, ureteral . .
obstruction, extraskslatal matastasis) Bl | ater él ha O E Psychicka neochota
Even without & controlled randomizad trial, this is the 1 pOdeljpit’ ChI'/’LII’gI'C/(Lj
standard of care and must b= applied and considerad as L.
leval 1 avidenca kastrdciu
M1 szymptomatic Immediate castration to dafar prograssion to a 1k . . .
(S RGMANG STage and pravent sencous dissass - Est rog @ ny Zname kardiovaskuldarne
prograssion-related complications (115) ochoren/e
An active clinical surveillance protocol might be an 3
acceptabla option in clearly informed patiants if survival . . . . .
et i objotve et LHRH agonisti Pacienti s metastatickou
N+ Immediate castration to prokong PFS and even 05 (118) |1b chorobou vo vysokom
TAMGHT b= quastioned N singla Miciometasass - |3 i ; ‘nické
aftar ectandad lymph node dissaction and radical I’IZI/(LI VZﬂI/iU /(/Iﬂ/C//(E’/?O
prostatectomy (125) Jflare-up” fenoménu
Locally advancad MO Immediate castration to improve cancar-free survival 1k I_ , . ,
« Locally advancad dissass traated with | Figi-riek o Amice: combined and proongad ADT |11 Antiandro gény Lokalizovany KP ako
radiotherapy ntermediate-fisk d Amico b primdrna terapia
— If low dosa (< 76 Gy) radiotherapy: & monthe of ADT
—If high dosa (= 75 Gy) radiotherapy: ADT questionabla |2
# Locally acdvanced asym ptomatic unfit Limited OF improvemeant not related to a CS5 banafit 1
for local definitive treatmeant {120}
Anti-androgens _
Short-tarm administration To reduca the risk of the flare-up” phenamenon in l 1k
patients with advanced metastatic disease whoarato 1 |=
receiva an LHRH agonist (126,127) -
Mon-steroidal anti-androgen monotherapy | Primary monotherapy as an atterrative to castrationin - (2

ADT - androgénna deprivacna terapia; M1 - vzdialené metastazy pritomné; N+ pozitivne
lymfatické uzliny; MO - vzdialené metastazy nepritomné; OS - overall survival; PFS -
progression - free survival; CSS - cancer specific survival; T - primarny tumor; T3 -

an adjuvant satting

i —_

tumor prerasta cez prostatickd kapsulu; T4 - tumor je fixovany alebo prerasta do
okolitych organov (semenné mechuriky, vonkajsi zviera¢, rektum, m. levator a/ alebo
stenu panvy; LHRH - luteinising hormone releasing hormone; KP - karciném prostaty; N



Vedl'ajsie ucinky
androgénnej deprivacnej liecby pre KP

» VCasné:
zacervenanie, strata libida/ potencie, celkovd slabost a unava,...

» Neskoré:

kostna demineralizacia, KVCH, DM anemia, obezita, poruchy
lipidového metabolizmu, zmeny nalady, svalovd slabost,...

» SU rozdiely (vo vedlajSich Gcinkoch a vplyve na Qol)
medzi jednotlivymi formami HT pre KP

METABOLICKY SYNDROM

KP - karciném prostaty; KVCH kardiovaskularne choroby; DM - diabetes mellitus; HT - hormonalna terapia; QoL - quality of life



Vedlajsie ucinky ADT

Viditelneé Neviditelné
NajcéastejSie ,,Co mozno vidiet“ ,,Co nemozno vidiet“ , Co mozno citit™

« Strata libida ZvySovanie  Ubytok BMD Unava
« Erektilna hmotnosti

dysfunkcia Gynekomastia

* Anémia Nedostatok energie

* Hypertenzia, Nedostatok iniciativy

* Navaly tepla Ubytok (strata) diabetes mellitus,
(»hot flushes®) | svalovej hmoty/ sily | zmeny v profile lipidov

Depresia
. : . ’ Emocionalna uzkost
Zmensenie: penisu/ | « Metabolicky syndrom*

semennikov Zmeny kognitivnych

funkcii
Zmeny ochlpenia

(vlasov)

(Morote, 2011)

"“MS = spojenie nezavislych kardiovaskularnych rizikovych faktorov, ¢asto aj spolu s inzulinovou rezistenciou:

(» obvod pasa > 102 cm; triglyceridy v sére > 1, 7 mmol/l; TK > 130/ 80 mm Hg; HDL cholesterol < 1 mmol/ I; glykémia > 6, 1 mmol/ I)
Prevalencia MS je vysSia v priebehu ADT vs takto nelieceni muzi (Braga, 2008)

ADT - androgénna deprivacna terapia; BMD - bone mineral density;
MS - metabolicky syndrém; TK - tlak krvi; HDL - high density lipoprotein



KP rezistentny na hormonalnu liecbu (HRKP)

» Definicia: L o
i O
= kastracna hladina T v sére | ncepencim et 5 {9 U
= tri po sebe zaznamenané zvysenia hladiny : ®o— Ooéé o — 9 <
PSA s intervalom 7 dni, vedlce ku dvom g °6oy O N
50 % zvyseniam nad nadir* / s
= vysadenie antiandrogénov po dobu aspon ‘ = " G
4 tyzdnov (flutamid) a aspon 6 tyzdnov (bicalutamid) e

= progresia PSA napriek hormonalnym manipulaciam

= progresia lézii do skeletu: progresia alebo pritomnost > 2 |ézii na
kostnom skene, alebo v makkych tkanivach s vyuzitim hodnotenia
,Response Evaluation Criteria in Solid Tumours“a LU > 2 cm

» LieCebné moznosti:

— antiandrogénna manipuladcia, inhibitory syntézy nadoblickovych
androgenov;, estrogeny; cytotoxicka chemoterapia, radioterapia,
_ bisfosfonaty; experimentalne lieky v ramci RCTs; ...

(Kirby, 2009, Heidenreich 2011)

KP - karcindm prostaty; HRKP - hormonalne rezistentny (refraktérny) karcindm prostaty; LU - lymfatické uzliny;
PSA - prostaticky Specificky antigén; T - testosterdn; RCTs - randomised clinical trials; *najnizsia hodnota PSA dosiahnuta liecbou



LieCebné moznosti pri HRKP

(Heidenreich, 2011)

*

PSA| > 50% ‘ Metastaticky KP ‘
odpovede

100% ‘ 36 - 48 mes
\ i
60-80% | Pridanie AA PR Pridji?;fé'éERH 6 - 8 mes
LHRH*anaIc')gu
25 - 40% Substitucia flutamidu bicalutamidom (1davky) 4 -6 mes
30 - 40% Vysadinie AA 5 -6 mes
40 - 60% Sekundarna hor}nonélna manipulacia 6 - 15 mes

(inhibitory nadobliCkového T, nizke davky DES, steroidy)

'

50 - 70% Nehormonalna Iie(‘iba (chemoterapia) 12 - 29 mes

..............................................:...................................................._-

?7?




Suhrn smernic EAU primarnej liecby KP

(Heidenreich a kol. , 2011)

Ta-T4

Watchful waiting

Option in asymptomatic patients with T3, well-differantiatad and
melerataly -diffarantiated tumours, and a lifa expectancy < 10 years who are
urifit for local traatmeant.

Radical
orostatactony

Optional for salectad patiants with T3a, PSA < 20 ng/mL, biopsy Gleason
score < 6 and a life expactancy = 10 yaars,

Patiants hawve to be informed that RP is associated with an increased risk of
positive surgical margins, unfavourable histology and positive lymph nodes
and that, therefore, adjuvant or salvage therapy such as radiation therapy or
androgen deprivation might be indicated.

Radictharapy

T2 with = 5-10 yearz of life expactancy. Dose escalation of = 74 Gy seems
to be of benefit. A combination with hormaonal therapy can be recommandad
(z2a below).

Harmanal

Symptomatic patientz, extensive T3-T4, high PSA laval (= 25-50 ngfmL),
P2A- Doubling Tima (DT) < 1 yaar.

Patient-driven, urfit pationts.

Hormona monetherapy is not an option for patients who are fit anough for
radlictherapy.

Combination

Owerall survival is improved by concomitant arel adjuvant hormonal therapy
(2 vears) combinad with extermal beam radiaticon.

MNHT plus radical prostatectomy: no indication.

Stage |Treatment Commant GR
Ta Watchful waiting | Standard treatmant for Gleason score = 8 and 7 adanocarcinomas and B
< 10-year life expactancy.
Activa In patients with = 10-year life axpectancy, re-staging with TRUS and biopsy | B
surveillance is recommended.
Radical Opticnal in yourger patients with a long life expactancy, aspacially for B
prostatectomy Gleamon score > 7 adenocarcinomas
Racliotharapy Opticnal in yourdar patients with a long life expactancy, in particular E
in poorty differentiated tumourz. Higher complication risks after TURP,
aspecially with interstitial radiation.
Hormanal Mot an option. A
Combiration Mot an option. C
Tk [Active Traatment option in patients with cT1c-cT2a, PSA < 10 ng'mL, biopsy B
Tzb surveillance Gleamon score = 6, £ 2 biopsies positive, = 50% cancer involvemant of each
biopsy.
Patiants with a lifa expectancy < 10 yaars.
Patiants with a life expectancy = 10 years once they are informed about the
lack of survival data beyord 10 years.
Patiants who do not accapt treatmeantralated complications.
Ta- [Radical Standard treatmant for patiants with a life expectancy > 10 yaars who A
Tze prostatectomy accapt treatmant-related complications.
Radictharapy Patiants with a life expectancy = 10 years who accept treatmant-ralatad B
complizations.
Patiants with contraindications for surgery.
Unfit patiants with 5-10 years of life expactancy and poorly differantiatad
turnours jcombination therapy ke recommencded; see balow).
Brachytherapy Low-dosa rate brachytharapy can ba considarad for kow risk PCa patients  |B
with a prostate volume = 50 mL and an IPS5 = 12,
Hormanal Symptomatic patients, who need palliation of symptoms, unfit for curative | C
treatmeant.
Anti-androgeans are associated with a pooner outcoms comparad to ‘active | A
survaillance” and are not recommended.
Combination Far high-risk patients, necadjuvant hormonal freatment and concomitant A
hormonal tharapy plus radictherapy results inincreased overall survival.

N+, MO

Watchful waiting

Asymptomatic patients. Patient-driven (PSA < 20-50 ngf/mL), PSA DT = 12
menths. Raquires vary close follow-ups.

Radical
progtatectonmy

Optional for salected patiants with a life expectancy of = 10 years as part of
a multimodal treatmeant approach.

Radiotherapy

Optional in selected patients with alife expectancy of = 10 years,
combination tharapy with adjuvant androgen deprivation for 3 years is
mandatary.

Hermoral

Standard adjuvant therapy in mora than 1 positive node to radiation therapy
or radical prostatectomy as primary local therapy. Hormoral therapy should
only be used as monotherapy in patients who are unfit for any type of local
therapy.

Combiration

Mo standard option.
Patient-drivan.

EAU - European Association of Urology; KP - karcindm prostaty

B T~ Ty

M+

Watchful waiting

Mo standard option. May have worss sunival/maone complications than with
immediate hormaonal therapy. Raquires vary close follow-up.

Radical
progtatectonmy

Mot an option.

Radiotherapy

Mot an option for curative intant; therapeutic: option in combiration with
andragen deprivation for reatmeant of local cancer -darived symptoms.

c

Hermoral

Standard opticn. Mandatory in symptomatic patients.

A

OT = doubling timer NHT = necadivant hoarmonal traatment; IPSS = Infemational Prostatic Symplom Scong;
PSA = proztate spacific antigen; TRUS = ransractal wirasound, TURP = transurethral resection of the

prostata.




Skrining KP ,

» PLCO (USA: 76 693 O DRV, PSA/ 1 x rocne) =>27?27?
» ERSPC (Eurdpa: 162 243 O 55 -69r., DRV, PSA/ 1 x za 4 r.):
e skrining PSA Jriziko umrtiana KP o 20 %
e ale je spojeny s firizikom indikacie zbytocnej liecby
e prospech bude viditelny az po 10 - 15 r. sledovania
(41 % Bvyskytu metastaz v skriningovom rameni) erraden 2000
» 1. meranie PSA sa odporuca v 40. roku zivota:

o u @ s vychodzou hodnotou PSA < 1 ng/ ml =>
inte rval kOntrOIY PSA 8 r- (Schréder, 2009, van Leeuwen, 2010; Bérgeman, 2010)

=> nie je d'alSie vySetrovarnié PSA nutné (vzhladom na

(Carter, 2008, Heidenreich, 2011)

KP - karciném prostaty; PLCO - the Prostate, Lung, Colorectal and Ovary trial; DRV - digitalne rektdlne vysetrenie;
PSA - prostaticky Specificky antigén; ERSPC - European Randomised Study of Screening for Prostate Cancer



Skrining KP .

» V sucasnej dobe neexistuju ziadne dékazy, ktoré

oy podporovali zacatie masoveho skriningoveho

orogramu pre vcasneé zistenie KP v celkovej
populacii et - Cocranesstematc revon, 2007

» Stale zostavaju nezodpovedané mnohé otazky:

= v akom veku zacat skrining ?
= v akom c¢asovom intervale opakovat PSA a DRV ?

(Heidenreich, 2011)

KP - karcinédm prostaty; PSA - prostaticky Specificky antigén; DRV - digitalne rektalne vySetrenie



Periodicky skrining KP & rozdielna biologicka aktivita KP

=
T ==
= = ¥ pacient C
e pacient B
= -
2 T
=8 = / pacient A
S 08 i
S e o (2

prveé skriningove druhé skriningove tretie skriningove
| vysetrenie vvsetrenie vysetrenie
Skrining nie je uzitocny pre pacientov: A (s incidentalnym KP) a C (s vysoko agresivnym KP)
Skrining je uZitocny pre pacientov B s KP v kurabilnom stddiu -

m KP - karcinbm prostaty



Chemoprevencia KP

» Latky (lieky) pouzivané na chomeprevenciu:
- inhibitory 5 alfa reduktazy
- selén
- zinok
— vitamin D
— vitamin E (tokofero
- izoflavonoidy (s6jall¥lakniny, zeleny caj, ...)
- lykopény (karotenaoidy, ovocie, paradajky, ...)
- cox-2 inhibitory

B

Dlhodobé, randomizované, prospektivne Studie fazy Il pre chemoprevenciu KP: PCPT, SELECT, REDUCE

e e e ]
T
‘} \\ \ W\ ‘\\' LT . .

PCPT - Prostate cancer prevention trial; SELECT - Selenium and vitamin E cancer prevention trial;
REDUCE - Reduction by dutasteride of prostate cancer events; KP - karcindm prostaty




Co je (mdZe byt) nové v medikamentézne;
liecbe najma pokrocileho KP ?

Monoterapia antiandrogénmi (AA) predstavuje jednu z
moznosti HT v selektivnej skupiny pacientov

Podstatne viac sa zdoraznuje vyznam uplneho potlacenia
vplyvu androgénov na nadorové bunky prostaty =>
mozno oCakdvat zrevidovanie postoja k MAB

Nové, ovela ucinnejsie lieky:
e antiandrogény wpv3700, ... )
e blokatory periférnej a nadoblickovej androgénove;j

biosyntézy (abirateron, ortorenol, ... )

Nové nehormonalne lieCebné moznosti

- vakcina sipuleucel T

- chemoterapia cabazitaxelom (= taxanovy derivat v Il. linii po zlyhani docetaxelu)
- kyselina zoledrénova, denosumab (pri postihnuti skeletu metastazami)

(de Bono, 2011)

KP - karcindm prostaty; HT - hormonalna terapia; MAB - maximdlna androgénova blokada



ZAVERY.

» KP sa v blizkej buducnosti zrejme stane
hajcastejsou pricinou umrtia na rakovinu u muzov

» Vek je najzavaznejsi rizikovy faktor vzniku KP, ale
rodinna anamnéza, rasa, ,zapadny” styl stravovania
a obezita mozu tiez zohravat urcitu ulohu

» KP sa dnes diagnostikuje najma na zaklade
zvysenych hodnot sérového PSA

» Ale: masovy skrining asymptomatickych muzov je
kontroverzny
biopsie su potrebné na potvrdenie dg KP

R
\ _':::-.' .\." h



ZAVERY.,

» PokrocilejSie ochorenie (KP) sa moze prejavit
priznakmi obstrukcie krécka moc¢ového mechura

» Kostné metastazy mozu byt pricinou kostnej bolesti
alebo patologickych fraktar

» RAPE je bezpecna a efektivna terapia u muzov s
lokalnym (+ lokalne pokrocilym /?/) KP a poskytuje
vyborné onkologické + funkcné vysledky

» ADT je povinna u symptomatickych pacientov s KP s
pritomnymi vzdialenymi metastazami a tiez u
symptomatickych muzov s rozsiahlym T3-4 KP s

vysokym| (> 25 - 50 ng/ ml) hladinami PSA a s




Spolupraca s praktickym lekarom a s dobre informovan{lm
pacientom je nutnostou !

marencak @ehs.sk
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