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~.BCG unresponsive” nadory - definice
(= pacienti s recidivujicim NMIBC, u kterych dalsi BCG pravdépodobné neprinese benefit)

Parametry definice:

«Patologie po BCG (HG nador)

«,Timing" perzistence/recidivy po posledni instilaci
*Mnozstvi podaného BCG

» BCG unresponsive tumour
BCG refractory or T1Ta/HG BCG recurrence within 6 months of completion of adequate BCG exposure™ or

development of CIS within 12 months of completion of adequate BCG exposure [284] (LE: 4).

** Adequate BCG /s defined as the compietion of at least 5 of 6 doses of an initial Induction course plus at least
2 out of 6 doses of a second Induction course or 2 out of 3 doses of maintenance therapy.

.BCG refractory”:

*T1G3/HG ve 3 mésicich

*TaG3/HG po 3 a/nebo po 6 mésicich
«CIS ve 3 a perzistujici v 6 mésicich
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~BCG unresponsive” nadory - lécba

Category Treatment options Strength rating |
BCG-unresponsive | 1. Radical cystectomy (RC). Strong

2. Enroliment in clinical trials assessing new treatment strategies. Weak

3. Bladder-preserving strategies In patients unsuitable or refusing RC. | Weak

« Radikalni cystektomie je nejucinnéjsi onkologickou
lécbou, ale predstavuje ,overtreatment” u rady pacientu

« Nové moznosti?
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Nové moznosti

« Cytotoxickeé latky
— Nove formy chemoterapie (kombinace, nové formy uvolnovani
latek)
— Asistovane instilace

* Inovativni postupy
— Genova lécba
— Imunoterapie (lokalni, systémova)
— Vakciny
— Oncolytické adenoviry
— Recombinantni proteiny

1/29/2020 4




Whadder Curwer 730175 201300
1306 TNV -3 701 2%

S P

Research Report

Novinky v chemoterapii
y p Oncological Outcomes of Sequential
Intravesical Gemcitabine and Docetaxel
in Patients with Non-Muscle Invasive
Bladder Cancer
Niv Milbar®*, Max Kates®, Meera B, Chapphde', Filippo Pederzol™, Takabiro Yoshida®
Alexander Sankin®, Phillip M. Pierorazio*, Mark P Schoenberg® and Trnity 1. Bivalacqua®
e James Buchanoan Brady Urologicoal tovimure. The Jodns Hopins Dwiversity Scohood of Medicine

Balrimerre, MO, USA
Y Uiniversita Viga-Salute San Raffaele, Milan, Italy

Deparrvment of Umidogy, Albert Eimnicin College of Medicine, Brone, NY. USA

— Sekvencni aplikace

— 1 g Gem nasledovano 37.5 mg Doce (6x + maintenance)

— NCT02202772, sekvencni cabazitaxel, gemcitabine, cisplatin (CGC)
New drug delivery:

— Intravezikalni docetaxel-PM (nanoparticle-based formulation to enhance drug
delivery) vs mitomycin-C (NCT02982395)

— ,Device assisted instilations” (RITE, Termochemoterapie, EMDA)
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Radiofrequency-induced Thermo-chemotherapy Effect Versus a
Second Course of Bacillus Calmette-Guérin or Institutional
Standard in Patients with Recurrence of Non-muscle-invasive
Bladder Cancer Following Induction or Maintenance Bacillus
Calmette-Guérin Therapy (HYMN): A Phase 11, Open-label,
Randomised Controlled Trial
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Nadofaragene firadenovec (rAd-IFNa2b/Syn3 ) Adstiladrin

« rAd-IFNa2b je ne-replikujici rekombinantni adenovirus nesouci gen pro IFNa2b

» Syn3 je synteticky analog, ktery porusuje urotelialni GAG vrstvu a zvySuje
prinik do urotelu a NMIBC
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rAd-IFNa2b prenasi gen IFNa2b do hostitelova jadra k . =4 =*
zahajeni transkripce, aniz by gen inkorporoval do

24 br 7 days

hostitelovy DNA ohd-Drug -
Po instilaci produkuji po urcitou dobu bunky urotelu a @ o @ = @
NMIBC IFNa2b protein (az 10 dni dle studii Faze I)

IFNo ma protitumorozni ucinek

Patle_nts (n- [26]) Who Achieved HGRF CIS. n = 55 Papillary Disease. n = 35
Survival at:

3 months 55 (100.0) 35 (100.0)
6 months 42 (76.4) 30 (85.7)
9 months 36 (65.5) 28 (80.0)

12 months 25 (45.5) 21 (60.0)




Boormans (EAU 2020 #772) KEYNOTE-057: A Single-Arm Phase 2 Trial,
pembrolizumab (200mg a 3 tydny) u ,,BCG unresponsive“ nadoru
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Rentsch (EAU 2020 #777) Rekombinantni BCG u ,,.BCG
unresponsive‘ nador
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