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Kontext mechur chovavajucej lieCby

e Paliativna liecba

* Moznosti pri neoperovatelnom (napr. komorbidita) alebo
neoperovanom (napr. odmietnutie pacientom) karcinome
mechura

\/Trojmodalitné primarna liecba ponuknuta pacientovi inak
vhodnému pre cystektomiu ako adekvatna alternativa



Mechur zachovavajuca liecba

* Typy mechur zachovavajucej liechy:
e Parcialna cystektomia

* Unimodalitna
* TURBT
* Radioterapia nevhodné podla odporucani
 Chemoterapia

* Trojmodalitna
 Maximalna TURBT
* Radioterapia
 Konkomitantna chemoterapia

* Cystoskopické sledovanie so zachrannou cystektémiou v pripade perzistencie
alebo recidivy




Bezné indikacie organ zachovavajucej liecby
v radiacnej onkologii

e Karcindm laryngu
* Analny karcinom
e Karcindm prsnika
e Karcinom pazeraku
* Koncatinové sarkomy makkych tkaniv
e Karcinom mechura?
Cystektodmia zmeni zivot pacienta aspon v takom rozsahu,

ako primarna radikalna chirurgicka liecba ktoréhokolvek
uvedeného nadoru



PrecCo je organ zachovavajuca lieCba v malej miere
akceptovana pri karcinome mechura?

1.

9 = n N

Radikalna cystektomia je zlaty standard a konzervativna
(trojmodalitna) liecba je menej efektivna

Vynechanie urologa z lieCby

Tolerancia liecby, ktoru je naro¢né podat najma u starsich pacientov
Dlhodoba toxicita radioterapie, mechur nefunguje dobre

Vlyber pacientov je narocny

Odporucania vseobecne neakceptuju organ zachovavajucu liecbu
pri karcinome mechura



“Radikalna cystektomia je zlaty standard ”

Morbidita

* N=1142 v MSKCC 1995 - 2005

10 rokov po cystektomii

>70% zhorsenie oblickovych funkcii
>50% rozvoj chronickej renalnej
choroby v stadiu 3

3,5% progresia s nutnostou dialyzy
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CLINICAL INVESTIGATION | VOLUME 95, ISSUE 2, P7T03-T06, JUNE 01, 2016

Validating a Local Failure Risk Stratification for Use in Prospective

Studies of Adjuvant Radiation Therapy for Bladder Cancer

Brian C. Baumann, MD e Jiwei He, PhD « Wei-Ting Hwang, PhD = .. Thomas J. Guzzo, MD, MPH =
S. Bruce Malkowicz, MD = John P. Christodouleas, MD, MPH &2 =« Show all authors

Local-Regional Failure

Patients at Risk
High risk
Intermediate risk
Low risk

' Adjusted for Trial Accrual Bias (Cumulative Incidence) |
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Prezivanie specifické pre ochorenie
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TMT Prezivanie specifické pre ochorenie - DSS
DIhodobé vysledky TMT su porovnatelné s RC
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TMT sucasne vysledky
2005 — 2013 oproti starsim

o
~
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Disease-specific survival
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DSS
0.25-
0.00 +Log-rank test: p = 0.0009
0 1 2 3 4 5 6 7 8 9
Follow-up time (yr)
No. at risk
1986-1995 208 184 149 135 120 106 96 85 80 75
1996-2004 158 139 119 97 83 74 65 61 57 51
2005-2013 109 103 87 71 57 43 28 21 1" 7
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MGH subory 1986 — 2013
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Podiel zachrannych cystektomii

37% Crude rate of cystectomy
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Giacalone et al. Eur Urol 2017



The Lancet Oncology

Volume 24, Issue 6, June 2023, Pages 669-681

Articles

Radical cystectomy versus trimodality
therapy for muscle-invasive bladder cancer:
a multi-institutional propensity score
matched and weighted analysis

Prof Alexandre R Zlotta MD “® * O 5, Leslie K Balla: lntr—;‘l‘pretatlﬂn
Katherine Lajkosz MSc © 1, Cynthia Kuk MSc © b Gus M
Andrea Mari MD ', Ethan Thio BAJ, Prof Neil E Fleshner 1 NiS multi-institutional study provides the best evidence to date showing similar

. b . . . - -
Prof Michael A S Jewett MD °, Prof Robert G Bristow M gpcplogical outcomes between radical cystectomy and trimodality therapy for select
Alejandro Berlin MD 9, Prof Srikala S Sridhar MD &, Anr

Matthew Wszolek MD |, Douglas M Dahl MD i...Prof]us

patients with muscle-invasive bladder cancer. These results support that trimodality

therapy, in the setting of multidisciplinary shared decision making, should be offered to

all suitable candidates with muscle-invasive bladder cancer and not only to patients with

significant comorbidities for whom surgery is not an option.

Zlotta AR et al. Lancet Oncol 2023



Radikalna cystektomia vs. TMT: porovnanie doposial
najvacsieho poctu pacientov (zhodnych parov)
Charakteristika pacientov

T Cystektomia (n=834) | TMIT (n=282)

Median veku 71,3 r. 71,6r.
CIS 19,7% 20,9%
cT2 86,6% 90,4%
cT3/4 11,4% 9,6%
Hydronefroza 11,8% 9,6%
Neoadjuvantna chemo 60,4% 56,4%

Zlotta AR et al. Lancet Oncol 2023



Vysledky

e Zachranna cystektomia bola vykonana u 38 pacientov (13%) s TMT
* NMIBC pozorované u 57/278 (20,8%) TMT pacientov

* Finalne stadium skupiny 421 pacientov s vykonanou RC:
PTO 14%, pT1 7%, pT2 29%, pT3/4 42% a N+ 24%

* Perioperacna mortalita skupiny 421 pacientov s RC: 2,1%
* Median poctu uzlin odstranenych v skupine 421 pacientov s RC: 40

Zlotta AR et al. Lancet Oncol 2023



Adjusted
Metastases-Free Survival Probability

Vysledky: Prezivanie bez metastaz a prezivanie

specificke pre ochorenie

Metastases-Free Survival
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Vlysledky: Celkové prezivanie

Overall Survival
1.0 —

TMT 78%

o
®
|

o
o)
|

RC 66%

O
N
|

Adjusted
Survival Probability

O
N
|

— <0.001
B TMT P

T T ] T
0 5 10 156

Follow-up Time (Years) Zlotta AR et al. Lancet Oncol 2023



“Vynechanie uroldga
Z liecby”

Radikalna TURET
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Dolezitost maximalnej kompletnej TURBT

1.00
®©
S 0757
$ 050- Prezivanie sp.)eqflckvew
5 pre ochorenie je vyssie
§ 0.25- po kompletnej TURBT
0.00 {Log-rank test: P = 0.002

T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10
Follow-up time (years)
Number at risk
TURBT complete 332 301 263 221 194 165 143 124 109 97 76
TURBT incomplete 138 120 88 78 63 55 43 40 36 33 29

TURBT complete TURBT incomplete

Giacalone et al. Eur Urol 2017



Konzervativna liecba svalovinu neinfiltrujuceho
karcinomu mocového mechura po TMT

Kumulativny vyskyt NMIBC

1.00 A
O
 85/342 (25%) povrchova recidiva po TMT 2 ors]
* Median Casu do recidivy 1,8 r., niekedy 10 r. g
B 0.501
» Zhorsenie Specifického prezivania ale £ o
podobné celkové prezivanie oproti oo
pacientom bez recidivy s
* 60% bez recidivy po TURBT a BCG e e T

. . o s % .. 1o Time from Dx (years)
* adjuvantna intravezikalna BCG ma prijatelny Number at risk
. . . ’ v ' No CIS at diagnosis 263 222 179 152 124 101 89 77 67 60 53
profil toxicity a ucinnost CISatdiagnosis 79 71 50 35 32 25 18 16 16 14 8

No CIS

CIS

Spravne vybrani pacienti sa mozu vyhnut bezprostrednej zachrannej cystektomii

Sanchez et al. J Urol. 2018



“Tolerabilita liecby, ktoru je narocne podat”

NCIC
n =99
3x cisplatina 100 mg/m? . .
Celkové prezivanie a zachovanie '5 -
mechura: NS ; e T Contol__
Lokalne recidivy: : 40

30% CRT vs. 52% RT 01

p=0,036 ) I S .

Coppin et al. JCO 1996



Cisplatina 100 mg/m?* a 3 t.
nie je jedinou moznostou konkomitantnej chemoterapie

* Cisplatina tyzdenne

* Mitomycin C + 5-FU alebo kapecitabin
* Gemcitabin (v nizkej davke)

* Paclitaxel



DIhodoba toxicita “Funkcia mechura nie je dobra”

1. Analyza neskorej toxicity v klinickych studiach
2. Urodynamické studie
3. Dotazniky kvality zivota



Dlhodoba toxicita “Funkcia mechura nie je dobra”

1. Analyza neskorej toxicity v klinickych studidach®%3
. Neskora GU a Gl >G3 toxicita: 1 — 6%

2. Urodynamické studie®
. 15% urgencie
. 19% problémy s kontrolou mocenia

3. Porovnanie kvality Zivota TMT s RC>
. Mierne vyssia kvalita zivota po TMT
. Podobné skore v oblasti mocenia
. Mierne lepsia funkcia Criev
. Vyznamne lepsia QoL v sexualnej oblasti
. Menej starosti v vyzorom
. Mensie ovplyvnenie zivota nadorom alebo jeho liecbou

IEfstathiou et al. JCO 2009, ?James et al. NEJM 2012, 3Rédel et al. JCO 2002
4Zietman et al. JCO 2003, °Mak et al. JROBP 2016



“Vyber pacientov je zlozity”

Idealny pacient pre TMT Nie celkom idealny pacient pre TMT
* cT2NOMO * cT3-cT4aNOMO
* Unifokalny tumor * Difuzne multifokalne postihnutie
* Vizualne kompletna TURBT * Nekompletna TURBT
* Bez hydronefrozy * Pritomnost hydronefrézy
* Bez CIS * Pritomnost CIS

* Dobra funkcia mechura * Mala kapacita mechura a zavazné LUTS




Histologické varianty a TMT
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Pure 237 181 124 85 61 = 25 18 Pure 237 181 124 85 61 40 25 18
Variant 66 48 32 22 16 11 7 3 Variant 66 48 32 22 16 " 7 3
Pure Variant ‘ Pure Variant
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78% Cisty urotelialny vs. 22% variantny typ
* skvamdzna diferenciacia
 glandularna diferenciacia
* iné formy Krasnow et al. Eur Urol 2016



Cystoscopy and tumour resection
Evaluation of urethra®
CT imaging of abdomen, chest, UUT

EAU Guidelines on
Diagnosis | 1~ Males: biopsy pical prostatic urethra |
! or frozen section during surgery if
® ® !
Muscle-invasive
MRI can be used for local staging
o )
and Metastatic | T2 nomoselced s

|

|

|

indicated (see below) }

|

|

— Females : biopsy of proximal urethra or i

|

|

——» — Trimodality bladder-sparing therapy can

frozen section during surgery if indicated

* cT2-4 NOMO be offered to properly selected patients.
Bladder Cancer |
Recommendations Strength rating
J.A. Witjes (Chair), H.M. Bruins, A. Carrion, R. Cathomas
E.M. Compeérat, J.A. Efstathiou, R. Fietkau, G. Gakic  ggfer syrgical intervention or trimodality bladder-preserving treatments (TMT) to Strong

A.G. van der Heijden (Vice-chair), A. Lorch, P Mariappar  appropriate candidates as primary curative therapeutic approaches since they are more
R.P. Meijer, M.I. Milowsky, Y. Neuzillet, V. Panebiancc  effective than radiotherapy alone.

M. Rink (Vice-chair), M. Rouanne, G.N. Thalman|

Patient Advocates: J. Redlef, S. Szebjornsel  adyise patients who are candidates for TMT in a mutlidisciplinary setting including Strong
Guidelines Associates: M. Kailavasan, A. Martin  urologists, medical oncologists and radiation oncologists concerning the benfits and
L.S. Mertens  harms of TMT.
Guidelines Office: E-J. Smith, H. A

Offer TMT as an alternative to selected, well-informed and compliant patients, especially Strong
for whom radical cystectomy is not an option or not acceptable.

Advise patients who are candidates for TMT that life-long bladder monitoring is essential. Strong

European
Association
© European Association of Urclogy 2024 of UFO|OQ}'



Sporné oblasti a dalsi vyskum

 RT:
e Ozarovanie celého alebo ¢asti mechura
* Ozarovanie panvovych lymfatickych uzlin

* Neoadjuvantna/adjuvantna chemoterapia

* Frakcionacia radioterapie

e Adaptivne planovanie

* Molekulové biomarkery: selekcia pre TMT, tekuta biopsia po TMT
* Nové stratégie: imunoterapia



66 r. muz bez vyznamnej komorbidity

e vySetreny pre hematuriu
e CT sken: 3,8 cm tumor, prava bocna stena
» cT2, biopsie bez Tis
* Bez pelvickej LAP
* Bez hydronefrozy

* Renalne parametre v norme

TURBT: kompletné makroskopické
odstranenie

* Urotelovy karcindm G3 variant so
skvamoznou diferenciaciou




Hypofrakcionacia vs. konvencna frakcionacia karcinomu
mocovéeho mechura

64Gy 55Gy Hazard ratio
(events/N) (events/N) (95% CI) Late bladder and rectum toxicity
+NI margin
Invasive loco-regional control E
1 L5 Gyin 64 Gyin Adjusted RD (95% CI)
BC2001 67/275 31/174 L i 0.67 (0.42, 1.06) 20fractions 32 fractions
BCON 38/94  73/217 L] 1 0.77 (0.50, 1.19) (n/N) (n/N)
Combined 105/369 104/391 . i 0.71(0.52, 0.96) Late bladder and rectum toxicity ,
E BC2001 31/120 62203 4—m—— | -5.24 (1578 to 5.30)
) : BCON 66/175 27/75 < = —»  -079(-17-841016:27)
Overall Survival : Combined 97/295 89/278 — . 337 (-11.85t0 5-10)
BC2001 196/275 127/174 L i 0.93(0.73,1.19) —T —T
; 15-10 -5 0 5 10 15
BCON 71/94  156/217 L 1 0.78 (0.58, 1.05) “«— —>
: Favours 55 Gy Favours B4 Gy
Combined 267/369 283/391 . 1 0.87 (0.72, 1.06} in 20 fractions in 32 fractions
;
[ I I I
4 6 8 1 1.25

< 55QGy better 64Gy better 2>

55 Gy benefit pozorovatelny aj pri samostatnej RT: HR 0,72 (Cl 0,49 — 1,05)
Choudhury et al. Lancet Oncol 2021



Plan RT celeho mechura 45 Gy a zjavneho tumoru 55 Gy v 20
frakciach

Structure Visibility
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Plan RT: cely mechur a iliacka LAP vpravo 52,5 Gy
a profylakticky panvoveé uzliny 42,45 Gy v 20 frakciach

Structure Visibility v 3

Max Dose: 54.342 Gy & X

Density overrides used in Monaco calculation / Electron densities are overridden on structures that may be overlapped
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Nastavenie polohy pacienta a kontrola tvaru
a polohy mechura pred oziarenim priestor pre
adaptivnu IGRT




Nechirurgicka trojmodalitna lieCba zachovavajuca mechur
v roku 2024

* Prezivanie ako pri RC v sucasnej dobe pri spravnej indikacii

* "80% pacientov ma zachovany mechur s dobrou kvalitou zivota
» Uloha uroldga a jeho intervencii zostdva rozhodujuca

* Podporena odporucaniami

* Multidiscipinarny pristup a informované rozhodnutie pacientom
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