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Financni prohlaseni

Forma finanéniho propojeni Spoleénost

Investigator v klinickych studiich Janssen, Astra Zeneca, ImClone,
Aragon Pharmaceuticals, Bayer

Zameéstnanec Urologicka klinika 1.LF UK a VFN

Konzultant Janssen, Astellas, Ferring, Ipsen, Bayer

Akcionar -

Prednasejici Ferring, Janssen, Astellas, Ipsen, Bayer

Clen odborného poradniho sboru Janssen, Astellas

Financovani vzdélavacich aktivit Ferring
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« obecna doporuceni neexistuji
« dostupné publikace - case series / retrospektivni soubory

* max. desitky pacientu

 vliv novych zobrazovacich metod - nmCRPC neexistuje?

 vliv novych hormonalnich preparatu

- apalutamid, darolutamid, enzalutamid
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Definice rizika u (nm)CRPC

* hlavni riziko: rozsah onemocneéni, pfitomnost symptomu o2 e
* rychlost zdvojeni hladiny PSA (PSA doubling time) SEEES
- placebo vétve s kys. zoledronovou, denosumabem SEERN

2IO ‘IIB 1|6 ‘II4 1|2 ‘IIO é GIS -'Il 2I
PSADT {months)
Shorter PSADT

- kostni metastazy do dvou let - > 60 % a PSADT <4 M

 cca 30% pacient s MO CRPC bude mit M+ do dvou let = Towammain- 0
- stfedni doba bez metastaz: 30 meésicu T o
 stfedni doba preziti je poté 48 mesicu (skupiny s placebem) £3

0 :|3 Eli :|3 ‘II2 1l5 1|8 2|1 2I4 2|7 3|0 3|3 SIS SIS 4|2
Study Month

Smith 2013
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Klinické scénare

« hormonalni Iécba v minulosti bez nabidnuti radikalniho reSeni
« nmCRPC po radikalni prostatektomii - zdroj PSA ?

« nmCRPC po radikalni radioterapii - lokalni recidiva

Cil Ié&by

 lokalni kontrola symptomu a prevence komplikaci

« preruSeni hormonalni léCby?

« ZzlepSeni parametrl preziti (MFS, CSS, OS)?
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 akutni/chronicka mocova retence

« obstrukce distalnich ureteru -
(bilateralni) hydronefroza

* hematurie

» rektovesikalni pistél

* obstrukce rekta

« Dbolesti (infiltrace panevnich plexu)

* metastazy do penisu

75 let, studie nmCRPC - ARTA / placebo + LHRH, od 2016, bilateralni nefrostomie
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Paliativni transuretralni resekce prostaty

Subvesikalni obstrukce

CRPC free survival

] ~MADT
Hematurie e DT consored
08 -+~ pTURP+ADT-
censored
S 061
VI |V na C R PC’ CSS ,) :n: o Cancer specific survival
3 0.4 ‘
o 0.8
110 TURP + ADT vs. 78 pouze ADT — .
0.0 § |
CRPC: p=0,267 . & ® @ £ |
CSS: p=0,004 | oo
*pTUI;;iTg;f
censored
Qu, 2019 - - ' . . . .
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Panevni chirurgie - prevence lokalnich komplikaci

« 103 symptomatickych CSPC/CRPC original Atticle BJU|
-71 Cystoprostatektomie Palvie avantaratinn ecniraarv in natiante with lacallv

- 9 RP s kontinentni vezikostomii Symptoms/complaints Preoperative, Postoperative, P

n (%}) n (ofo)

- 23 totalni exenterace

Upper urinary tract 57 (55.3) 4 (6.5) 0.001
obstruction
Endoluminal stents 34 (33.1) 6 (5.8) 0.011
* bez symptomu - 64 % ve 3 letech Percutaneous 12 (10.6) 0
nephrostomy
., o v 7 _ o BOO 64 (62.1) 1(1.6) <0.001
- median bez Symptomu B 27,9 mesicu Bladder catheter 25 (24.3) 0 0.001
L o Palliative TURP/ 34 (33.0) 0 0.001
« celkoveé preziti - 44 % ve 3 letech coagulation
- median p‘fezn:i -33.6 méSI'Cl°J Gross haematuria 43 (41.7) 0 0.001
’ Transfusion 29 (28.1) 15 (14.6) 0.028
Permanent use of analgetics 23 (22.3) 3(29) 0.025
. komplikace 21/3/4 Stupeﬁ -30/11/8 % Obstructive ileus 14 (13.6) 3 (2.9) 0.001

Heidenreich, 2020
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Panevni chirurgie - prevence lokalnich komplikaci

Fig. 4 Symptom-free survival. Fig. 5 Overall survival.

Kaplan-Meier survival estimate Kaplan-Meier survival estimate
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Paliativni RT - CRPC bez predchozi lokalni leCby

« 2002-201 O, retros pe ktivn |’, 51 paCientG Type of local procedure carried out Total number
carried out
e cNOMO - CT + SCintigraﬁe TURP + simultaneous insertion 11
of ureteric stent(s)
’ Insertion of permanent urinary 4
* 3D konformnl RT 2 40 Gy catheter (transurethral or suprapubic)
Insertion of ureteric stent(s) alone 4
Dilation of urethral stricture 2
Pelvic exenteration 1
- y r r - - y y r y r L] TURBT 1
« primarni cil - klinické selhani (lokalni komplikace) Total 23
, , TURP, transurethral resection of the prostate; TURBT, transurethral
* Seku ndarr" = CSS, OS resection of bladder tumour.

. s v 7 o White, 2015
* median FU - 54 mésicu ite

« celkem 23 vykonu u 14 pacientd (median 18 mésicu)
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Paliativni RT - CRPC bez predchozi lokalni leCby

8 (16 %) lokalni selhani
bez lokalniho selhani - 85 % ve 3 letech
- 81 % v 5 letech

median OS 46 mésicu - (30/51 umrti)
pravdépodobnost preziti - 60 % ve 3 letech

- 35 % v 5 letech

950 % umrti spojeno s CRPC
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Paliativni RT - CRPC bez predchozi lokalni leCby

42 pacient(, 2003-2011, T1-3NOMO Preziti bez PSA relapsu
 RT prostata + SV - 78 Gy Survival

 5let- PSAfree survival - 35 % E; -1”‘1.: | “F‘Tﬁuu:

MFS - 60 % i B
0.40 e
CSS - 65 % B preZiti bez PSA relapsu
0207 | preziti bez M+
0.10+ nadorové specifické preziti
0.00- _ _ r _ . _ _
« predikce bez PSA relapsu - GS, nadir PSA, LA aiﬂmms““ " & B

IPSA < 5 ng/ml, T klasifikace
« predikce M+ - GS, T klasifikace

Botticella, 2013
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n (%)
Salvage RP po RT u nmCPR Blood transfusions 2 (10.0)*
UTI/pyelonephritis 3(15.0)
DVT 1(5.0)

« 6 terciarnich center, 2001-2014, 23 pacientd !! €8 |ymphedema 1500

... |Hematuria 3(15.0)] °

« 21 open RP, 21 lymfadenektomie Outcome|RECt@! Injury™* 15001
CastratiorRectal fistula*** 2 (10.0)
e 50 9% 2 pT3b, 30 % pN’|, 65 % GS =8 Option in|Anastomotic urine fistula 2 (10.0)
Wound infection 3 (15.0)
Wound dehiscence 2 (10.0)
Anastomotic stricture 4 (2.0)
* 11 riziko komplikaci Paralytic ileus 1(5.0)
Diarrhoea 1(5.0)
Respiratory / Cardiac complications 1(5.0)
Anaphylactic shock 1(5.0)

« — 11 PSArelaps (medlén 11 méSIICLoJ) Urinary continence

Total control 4 (10.5)
e — 11 znovu CRPC (medlén 31 méSIIClOJ) Terminal dribbling, no pads 5(26.3)
. .. . Mild Incontinence (1 pad/day) 4 (21.0)
 median FU 4 roky - 4 bez onemocnéni, 8 zemrelo na KP Moderate Incontinence (2 pads/day) 3 (15.8)
Severe Incontinence (2 3 pads/day) 3 (15.8)
Marra 2020 NA 4(17.4)




Cancer-specific survival

CRPC-free survival
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Mean survival, | Median survival, | 1-yr-survival | 3-yr-survival | 5-yr survival
mo (95% Cl) mo (IQR) (£SE) (£SE) (£SE)
BCR-free survival 20 (9-32) 9 (1-22) 0.43 (+0.11) 1021(+0.09) 1011 (+0.09)
CRPC-free survival 53 (28-79) 24 (9-36) 0.55(+0.11) || 0.39(£0.11) | 0.39(x0.11)
CSs 110 (78-143) 151 (49-161) 0.95 (+0.05) || 0.83 (+0.09) | 0.68(+0.12)
0os 105 (74-138) 151 (47-161) 0.91 (+0.06) || 0.80 (+0.09) | 0.65(+0.12)

Months after sRP

Marra 2020
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« ohledné lokalni |é€by nmCRPC je minimum informaci
« prevence / feSeni komplikaci
« preruSeni hormonalni IéCby ?

» prodlouzeni doby do progrese / CSS/0OS ?
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