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62 yasinda, erkek

Co-morbidite: Hipertansiyon ilac ile regile
Sigara oykuist: 1 paket/glin/45 yil

Memur

LUTS yok

Agrisiz hematuri atagt 3 cu kez,
— lki 3 ay 8nce,sonuncusu 1 hafta dnce

USG: bir adet sag yan duvarda polipoid kitle
2X1 cm

Sistoskopi: 2 adet polipoid olusum, sag yan
duvar 2X1 cm ve kubbede 5X5 mm
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TEK DOZ INTRAVEZIKAL KT VERIR
MISINIZ?



TEK DOZ INTRAVEZIKAL KT VERIR MISINiz?

Erken tek doz intravezikal KT ile, TUR sonrasi mesane icinde dolasan veya
rezeksiyon bolgesindeki rezidiel timaor partikillerinin yok edilmesi

(kemorezeksiyon) amaclanmaktadir. <
Tamor hucrelerinin implantasyonunu opl icin ilk 24 saatte,
mimkiinse 6 saatte; pratik olara \% sinda verilmelidir.

I

Rektirens riskini %24 azalt‘xgl}g istir.

Mesane perforasy@ i, hematuri varsa KT ajaninin sistemik

absorbsiyow agl icin verilmemelidir.
i %@Qﬁ hastalarda tek basina yeterli,

rta riskli hastalarda takiben verilecek intravezikal KT’ye baslangic
olabilir.

Yuksek riskli hastalarda ise onerilmemektedir
MMC 40 mg/40 ml veya epirubisin (50-80 mg/50 ml) verilebilir.



<
A
* Hastamiz, patoloji sonucunu bilmedigimiz icin,

say! (2 adet) nedeniyle orta veya.yuksek riskli
bir hasta olabilir.

* Orta risk grubunda tek'doz KT verilmelidir.



Patoloji

‘

e Sag yan duvar; Ta G2 (dusik dereceli trethelial
karsinom)

e Kubbe; Ta G1 (disuk maling\potensiyelli
oapiller Grethelial.neoplazi)

e CIS(-)
* Laminapropria ve kas dokusunda tutulum yok
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» Sag yan duvar; pTa
G2 (dusuk dereceli)
"7—“:"5" Muskularis propriya

sdat gl var, invazyon yok




Kubbe; pTa G1

(distk malignite potensiyelli
papiller Grethelial neoplazi)
Muskularis propriya var, invazyon
yok
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TaG1 var, T1 DMPPUN olabilir mi?

Dusuk Malignite Potansiyelli Papiller
Uroteliyal'Neoplazi
hangi evrenin derecesi olabilir?



Figure 1: Stratification of tumours according to grade in the WHO 1973 and 2004 classifications (22)*

PUNLMP | Low grade | High grade WHO

Grade 1 Grade 2 Grade 3
I 1973 WHO

Histologic Spectrum of transitional cell carcinoma{urothelial carcinoma [UC] & spectrum)

r. - - apithelium

subepithelial
connective tissue

‘muscularis propria
(detrusor muscle)
-inner half

-auter half

perivesical adipose
4 tissue

» Disuk Malignite Potansiyelli Papiller Uroteliyal Neoplazi
sadece noninvaziv papiller iiroteliyal tiimor (pTa) grup
hastalara ayrilmistir

* pT1 hastalarda bu tani veriliyor ise patologunuza danigin

e The cateqgory of PUNLMP is reserved for Ta tumours only. EAU Guidelines
2014




BCG mi? KT.mi?



Risk Grubu s

Predicting Recurrence and Progression in Individual Patients
with Stage Ta T1 Bladder Cancer Using EORTC Risk Tables:

o
A Combined Analysis of 2596 Patients from Seven EORTC Trials * "L
Richard J. Sylvester®", Adrian P.M. van der Meijden®, Willem Oosterlinck®, Z e

J. Alfred Witjes 9, Christian Bouffiowx ©, Louis Denis !, Donald W.W. Newling 92, . @ﬂ{
Karlheinz Kurth"? i

Rekiirrens ve progresyon risk puanilama

sistemini belirleyen klinik ve patolojik

faktorler: http://www.egortc.be/tools/bladdercalculatorl/.
e timor sayisi

e tiimor boyutu

 daha once rekirrens sikligi

e T evresi

 beraberinde CIS varhig:

o tumor sinifi(grade)

Risk group stratification Characteristics

Low-risk tumours Primary, solitary, Ta, G1 (LG), <3 ¢m, no CIS é POStop erken KT
Intermediate-risk tumatirs All tumours not defined in the two adjacent categories

(between the category of low- and high-risk) é v kemoterapi /
High-risk tumours Any of the following:

* T1 tumour IV BCG

« G3 (HG) tumour

« CIS

» Multiple and recurrent and large (> 3 cm) Ta G1G2 IV BCG /

tumours (all conditions must be presented in this Sistektomi

point)




Neden BCG?

* Orta riskli timorlerde problem:
— Rekurrens 5 yilda %46
— Progresyon 5 yilda %6

100 -
90 -
Long-Term Efficacy Results of EORTC Genito-Urinary Group g0
Randomized Phase 3 Study 30911 Comparing Intravesical 70
Instillations of Epirubicin, Bacillus Calmette-Guérin, and Bacillus g0
Calmette-Guérin plus Isoniazid in Patients'with Intermediate- and # 50 p <0001
High-Risk Stage Ta T1/Urothelial Carcinoma of the Bladder 40
. X L \ I ) . 30
Richard J.. Sylvester® ", Maurizio AxBrausi”, Wim J. Kirkels , Wolfgang Hoeltl“, )
Fernando Calais DaSilva®, Philip H.‘Poweﬂf, Stephen Prescott 3, Ziya Kirkali", Cees van de Beek', 20 4
Thierry Gorlia®, Theo M. de Reijke’ 10
EORTC Genito-Urinary Tract Cancer Group
I:I T T T T T T T 1 {r:ﬁ[s}
0 1 i 6 8 10 12 14 16
o N Mumber of patients at nsk © Treatment
213 558 325 9% 172 133 57 25 0 ——DBCG
147 279 126 ] &l 43 24 7 | —— Epinsbicin

Fig. 2 - Cumulative incidence of first recurrence. BCG = bacillus Calmette-
Guérin. 0 = observed number of events; N = number of patients.



Neden BCG?

__ _!I_Ieta Analysis: BCG vs. MMC - Erogfgggipp

Citation Maintenance Effect Lower Upper PValue NTotal BCG n/lN MMC n/N

Ayed, 1958 o5 47 18 121 11 162 12/108 9/43

INTRAVESICAL BACILLE CALMETTE-GUERIN VERSUS . i S i el
MITOMYCIN C IN SUPERFICIAL BLADDER CANCER: Krege, 19% no 230 &7/ 788 4B 204 BI102 47112
FORMAL META-ANALYSIS OF COMPARATIVE STUDIES ON :::;;fsw ,,":: :ﬁ ; :;j ; ::3 ;:j:g: ;jj:j;
TUMOR PROGRESS[ON Millan-Rodrllguez.ZﬂﬂDm 80 A3 148 A7 418 20/207 25/211

) Nogueira, 2000 na A6 02 128 .05 210 1/%98 Tinz2

A. BOHLE anp P. R. BOCK Vegt-comhined, 1885, no 102 42 246 87 367 15/251 8/136

Fixed . Combined (9) Kil B 1.03 08 2410 9871277 10T/ 113

Random Combinad {8 T8 B4 143 49 2410 98/4277 107/1433

* BCG.:
*. ‘Progresyonu onleyen tek tedavi
* %5 ciddi toksisite

oM
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* Erken tek doz KT’yi takiben ek adjuvan KT

verilmesi hastanin prognozuna.gore
belirlenmelidir.

* Orta risk ve yuksek riskigrubu hastalarda erken
tek doz KT’nin yeterli olmadigi gosterilmistir.

Neden KT



-
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o, KT suresi ne olmali:
A
Bu konuda henuz bir gorus birligi olusmamistir.

EAU Guideline’larina gore;

e Orta risk grubunda 6-8 kur KT, .takiben aylik olmak
tUzere maksimum 1 yil verilmelidir. Veya 6 kir BCG ve
idame BCG (1.yiul).6nerilmektedir.

* Yuksekwiskgrabunda 6 kiir BCG ve idame BCG (1-3
yil)'onerilmektedir.



KT suresi ile ilgili yakin zamanda. basiimis bir metaanalize gore:

Long-term versus short-term introvesical chemotherapy in patients with non-muscle-invasive
bladder cancer: A systematic review and meta-analysis of the published results of
randomized clinical trial

Li T, Xing Y, Liu SC, Han XM, Li WC, Chen M.
J Huazhong Univ Sci Technolog Med Sci. 2014 Oct;34(5):706-15.

wwooey Medical
Sciences

13 RKC, 4216 hasta,
Uzun sireli ve kisa sureli*KT uygulamalari arasinda

Toplu analizde anlamli bir fark bulunmamis (HR=0.99, p=0.89)

Subgrup analizinde erken tek doz KT’yi takiben uzun sureli KT uygulamasini
daha’etkili bulmuslar (HR=0.83, p=0.05).

Fakat uzun sireli tedaviyi hastalar tolere edememisler.
Uzun sureli KT uygulamasi progresyonu azaltmamistir.
Oneri: 6 aydan daha uzun siire KT verilmemelidir.



KT stiresi ne olmali?
\/ ¢
W

 Hastamiz, hem rekirens hem de progresyon
skoru dikkate alindiginda orta risk grubunda
bulunmaktadir. Orta derecede ntks riski
icermektedir.

e BCG ve idame BCG'nin rekiirensi KT'den daha
iyi onledigi gosterilmistir.

e ‘Fakat BCG'nin %5 ciddi yan etkileri dikkate
alindiginda, 8 kir induksiyon KT’yi takiben
idame 1 yil KT protokoltne alinabilir.



Bu hastaya 1 yil sureile KT
protokolune aldik.

8 haftg@ndiksiyon sonra aylik MMC
40 mg/instillasyon
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Bu hastaya Re-TUR yapalim mi?
Ideal Re-TUR.zamani nedir?




Re-TUR’u kime yapalim?

Ik TUR sonrasi geride timor kalma olasiligi
T1 timorlerde 2 % 33-53 Ta G3 timorlerde 2% 41
* ilk TUR sonrasi diisiik evreleme riski mevcut.
T1 tanisi konan tumorlerde 2. TUR sonrast%4-25 kasa invazif
tumor
Radikal sistektomi sonrasi.bu oran %50
* 2. TUR hastaliksiz sagkalimyarttirmakta

Kimlerde onerilmekte (EAU)
<  Ilk TUR inkomplet ise
< Ak TUR doku 6rneginde kas
tabakasi izlenmiyor ise (TaG1
tumorler ve primer CIS haric)

X Biitin T1 timorlerde

< Butiin G3 tumorlerde (CIS haric)
e Bizim hastamiz 2 Ta G2




Ne zaman yapalim?

* Re-TUR ne zaman? —-> Tam gorus birligi yok

. — 2-6 Hafta

e Turkiye:

* Uroonkoloji Dernegi Mesane Taméru Calisma Grubu
(Dr. Simer Baltaci) = 42 giin’den erken olmal

® Re-tur teknigi:
— Eskivrezeksiyon alani
—. Komsu bdlge rezeksiyonu
— Random biyopsi



BCG vermeden tek basina Re-TUR yapmak
yeterli m%\
Re-TUR dogru tanive evreler% amizi sagladigl
icin, optimal tedavi se ng% Kinliginin artmasini
sagladigi icin, doI@Yﬁar rekldrenssiz sagkalimi
arttwmakt\@\,
o ?\@&Qerilmiyorsa, re-TUR daha dogru bir evreleme

elde etmek amaciyla yapilabilir, reklirenssiz sagkalima
katkida bulunur, ama yeterli olmaz.



Kas tabakasi var, Ama bu
hastamiz eger T1 tum®ér, olsayd]
gene de re-TURwyapalim mi?



B, el R o o TR L .
% T1 bir timor, G3, invazyonu yogun, muskularis
: * mukoza ve propriya ayrimi yapamadigimiz bir
E olguda reTUR planlanmali
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Histopathology 2011, 59, 722—-732.

]
G\
Table 1. Results of histopathological re-evaluation {univariate analysis) %

Overall Recurrence-free , Progressigeefr Cancer-specific I
(n = 309) survival P-value u P-value survival P-value

Growth pattern
Modular 171 148 0.002 1658 <0.001*
Infiltrative ® o1 &0 ]
Trabecular ® ° 37 38 43




EUROPEAN UROLOGY 65 (2014) 218-226

Table 3 - Multivariate Cox regression analysis of risk factors in

relation to (a) recurrence-free survival, (b) progression-free \
survival, and (c) cancer-specific survival in patients with pT 6
bladder cancer

(a) recurrence-free survival 0
Growth pa Er0 \
Hm'\; n=217 1.00 (Reference)

% n=91 1.17 0.84-1.64 0.351
(b) progression fr@VN
0%0 Growth pattern

Noninfiltrative n=217 1.00 (Reference)
Inhltrative n=91 1.69 1.18-2.42 0.004

(c) cancer-specific survival

Growth pattern
Noninfiltrative n=217 1.00 (reference)
Infiltrative n=91 1.45 0.96-2.19 0.079
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Re-TUR genel sag kKahma katkisi
varmi?




Cum Survival

ReTUR - Sagkalim

Platinum Priority — Bladder Cancer
Editorials by Marko Babjuk on pp. 191-192 and by Giacomo Navara and Vincenzo Ficarra on pp. 193-194 of this iss

Impact of Routine Second Transurethral Resection on the o
Long-Term Outcome of Patients with Newly Diagnosed pTY.
Urothelial Carcinoma with Respect to Recurrence, Pro

sSi
Rate, and Disease-Specific Survival: A Prospective E%ﬁ
Clinical Trial %

Rauf Taner Divrik *, Ali F. Sahin, Umit Yildirim, Muam % h Zorlu
Survival Functions for Recurrence ival F o Tor Progreasion
1,07 A Second TUR
0'8- l“.‘"h -‘.‘-LA.AJ.L - k.
- No Second TUR L
06- 2 05
|2
3
(2]
04 E 04
o
0. No Second TUR B 02
_— _—
p=0.001 RFS p=0.007 PFS
0,0~
; | / I l ’ ’ T Al T =0 T T
. 2 '::F i o w 0 20 40 80 80 100
$ (mo) PFS (mo)
3.6. Survival

The OS rate was 67.7% and 64.3% in groups 1 and 2,
respectively (log-rank test result: 0.363). Only 5 of the 30
(16.7%) patients in group 1died of cancer as compared to 11
of the 35 (31.4%) in group 2 ( p=0.038).




The Effect of Restaging Transurethral Resection on
Recurrence and Progression Rates in Patients with
Nonmuscle Invasive Bladder Cancer Treated with
Intravesical Bacillus Calmette-Guerin

John P. Sfakianos,” Philip H. Kim, A. Ari Hakimi and.Harpy W. Herr

From the Urology Service, Departrment of Surgery, Mermorial Sloan-Kettering @ancer C&nter, Wty York, New York

A ] B

Rekirrenssiz sagkalim
Progresyonsuz sagkahm

Pragression Free Survival
o o

Recurrence Free Sunvival
o o -3
7t i A

Genel sagkalimy?

Ozellikle yiiksek riskli hastalarda THE JOURNAL

"UROLOGY
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Re-TUR’u %E\’@h\ya pmayalim?

o



e
i’

* Dusuk riskli hastalarda tedavi akisini degistirmedigi icin dnerilmemektedir.
e Orta riskli hastalarda opsiyoneldir. TaG1 ve G2 timarlerde, komplet TUR

yapildiginda ve spesimende kas dokusu varliginda‘sadece multifokal ve/veya
blylk timor olma 6zellikleri Re-TUR yapilmasi icin endikasyondur.

Re-TUR

Secilmis yasli hastalarda

* Kisa sure icinde ikinci anéstezijriski,

* Mesane perforasyon ‘riski,

e Kanama-riskleri'nedeniyle yapmayabiliriz.

* Tedavilakisini degistirmeyecegi durumlarda, maaliyet ve is glicu kaybi da
dikkate alinmalidir.

e Bizim hastamizda, re-TUR endikasyonlarindan sadece multifokal olma 6zelligi
nedeniyle Re-TUR yapilabilir. Fakat, hastamizdaki timaorlere tek tek
baktigimizda bir odaktaki timor TaG2 ve spesimende kas dokusu var, komplet
rezeksiyon yapilmis; diger timor ise TaG1 (DMPPUN) olmasi nedeniyle Re-TUR
gerektirmemektedir. Hastamiz icin re-TUR opsiyoneldir.



e 3. ay sistoskopi: Normal
6. ay sistoskopi: Bir adet 5X5'mm’lik sol yan
duvarda ve bir adet 2%3 tcm sag yan duvarda
polipoid lezyen

* Patoloiji:

— T G2 (LG, Papiller urethelial karsinom),
— CIS (-),

— Muskularis propria tutulumu yok
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Hastanin risk grubu nedir?

Tedavi protokeluniz degisir mi?



 |lk TUR - TaG2, multiple,™ = IV KT
e 3.ay -2 _tmYok
* 6.ayda nuks =2\ \ . F1G2 (LG), multiple, >3cm

Orta risk tm = Yiksek risk tm
Rekiirrens: %46 2> %78
Progresyon: %6 —2> %17
Kemoterapi tedavisi altinda niiks



An Individual Patient Data Meta-Analysis of the Long-Term

Outcome of Randomised Studies Comparing Intravesical s UROL
Mitomycin C versus Bacillus Calmette-Guerin for .ﬂi

Non-Muscle-Invasive Bladder Cancer

Per-Uno Malmstrém ®”, Richard J. Sylvester®, David Ee Crawford ®,"Martin Friedrich ¢, _
Susanne Krege®, Erkki Rintala’, Eduardo Solsona®, Savino,M® Di Stasi", J. Alfred Witjes'

« Mesane icerisine KT uygulamasi sonrasi
KIOMK birgumertile nuks eden hastalar mesane
icineBCG wygulamasindan fayda gorebilir

. Daha once uygulanan kemoterapi BCG
etkinligini degistirmez
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T1 subgrupla%agq%%llmall mi?

\
Oﬂ\k(?eknik zorluk?
Q?\O Prognostik dnemsiz?



T1 subgruplamasi

T1m: microinvasion
T1e: extensive infiltration 9"

&A]&G\ >0.5

multiple mikroinvaziv

2 - DR ~d
$3¢ .‘.f X

* T1m tek odak, lamina propriya
invazyonu <0.5 mm

. Tie;d.
L U

A new system for substaging pT1 papillary bladder cancer: a prognostic evaluation
Human Pathology (2005) 36, 981— 986



T1 subgruplamasi

Human Pathology (2005) 36, 981— 986

Table 3  Conventional and molecular prognosticators in pT1 UCC J{or progression

Prognostics n Progression 5-y Prdguession P*
fhed, 1445)
Microinvasion
Micromvasion 24 9 6y 009
Extensive mvasion 29 19 50

EUROPEAN UROLOGY~612012) 378-384

Table 4 - Sigwificant variables, hazard ratios, and 95% confidence
intervalsin the ‘multivariable analyses for the prediction of
progressioir and disease-specific survival in 134 patients’

Progression Disease-specific survival
p value HR (95% CI) p value HR (95% CI)
Substage 0.001 0.032
Tim 1 1

Tle 3.0 (1.5-59) 2.7 (1.1-6.8)



T1 subgruplamasi
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EUROPEAN UROLOGY 61 (2012) 378-384
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T1 subgruplamasi

Muskularis mukoza (MM) ve vaskiiler plexus (VP) se\@lne gore
 Tla: MM-VP uizerinde

 T1b: MM-VP seviyesinde Q%%&

e Ti1c: MM-VP altinda a
Urotheho

o* % Vascular
\) plexus

M. propria

Younes M, Sussman |, True LD. T|'1E usefulness of the level of the
musculans mucosae in the staging of invasive transitional cell
carcinoma of the urinary bladder. Cancer 1990;66:543-8.



T1 subgruplamasi

Table 5 - Data available in the literature and the present series on substaging in T1 bladdergangersdata‘onf1a/T1b/T1c substaging

Kondylis et al. [17] **
Shariat et al [18]
Bernardini et al. [19

Reference n Substaging rate, %
Younes et al. [10] 31 70

Hasui et al. [11] 88 100
Angulo et al. [12] 99 58

Platz et al. [13] 77 88
Holmang et al. [14]* 113

Smits et al. [15] 119 x/
Hermann et al. [16) 143 & 100

Orsola et al. [20) ® 85
Andius et al. [21 113
Mhawech et al. [2 45
d'Arcier et al. [23] * 387
Present study’ 134

89
100
100

87

93
100
100

63

Prognostic value

9.6
ean: 6.5
Minimum: 1.5
Mean: 6.0
Minimum: 5.0
Minimum: 3.0
Mean: 4.7
Med: 5.9
Median: 5.7
Mean: 5.4
Mean: 4.4
Minimum: 15.0
Minimum: 3.0
Mean: 3.8
Median: 6.4

UNI
Multi
Multi
NS
UNI
Multi
Multi
NS
NS
Multi
Multi
UNI
Multi
Multi
NI

0s
P/DSS
P/DSS

p

P

P/DSS

P
P/DSS/OS
P

n=number of cases included in prognostic analyses; NS =not significant; UNI = univariable analysis; Multi = multivariable analyses; P =progression;

DS5S = disease-specific survival; 05 =overa

EUROPEAN UROLOGY 61 (2012) 378-384

Il survival.
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MM yok

VP; M. Propriyaya yakin olabilir
Tanjansiyel kesit

Doku oryantasyonunun kotu olmasi
Interobserver uyum

Daha onceki TUR nedeniyle |.p degismesi
Anatomik farkliliklar

Subgrup??
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The pathological report should specify (121):

J °\
location of the evaluated sample (information obtained f %@Iugim order form);
grade of each lesion;

depth of tumour invasion (T stage); ’\ 0?/

presence of CIS; O\
|men;
invasion (LVI);

presence of detrusor muscl
gy.

presence of lymphov

presence of, u




3
Hastaya BCG basladhk;

ama elimizde yeterliyBCG olmasaydi
ne\yapabilirdik?



BCG doz azaltimi

CUETO:

Orta risk hastalarda _1/3\doz BCG tam doz
kadar etkin.

Yuksek riskli’hastalarda degil

EORTC trial 30962 :

1/3 doz BCG 1 yil idame (sagkalim: 54.5%)
Tam doz BCG 3 yil idame (sagkalim: 64.2%)
1/3 doz veya 1 yil idame yetersiz



BCG Tumor siniflamasi (EORTC risk gruplarina gore) / riskler (EAU)

durumu
Orta progresyon riski
Progresyon riski (5 yilda): %6 (%5-8)
Progresyon skoru: 2-6
Orta niiks riski Orta-yiiksek niiks
Niks skoru: 1-4 Niiks skoru:5-9
Niiks skoru : %46 Niiks skoru: %62
Ta-1 G1-2 + 1 faktor Ta-1 G1-2 multifokal(>8)
- Tekrar eden Ta-1G1-2 + 2 faktor
-23cm - Tekrar eden
-Multifokal (<8) -23cm
- Multifokal (<8)
— Kemoterapi @ BCG°
kismen N
yok -Postop erken kemoterapi Indiksiyon (Total dozveya=1/3)
Var: 4-6 ay +
Yok: 12 ay "1%ul'idame(Total doz veya 1/3)
|
BCG Kemoterapi 2 Kemoterapi 2
tamamen . .
yok -Postop erken kemoterapi -Postop erken kemoterapi
Var: 4-6 ay Var: 4-6 ay
Yok: 12 ay Yok: 12 ay

Yiiksek progresyon riski
Progresyon riski (5 yilda)>%17 (%14-55)
Progresyon skoru> 6
Progresyon skoru: 7-13 Progresyon skoru >13
Progresyon riski: %17 (%14-20) «Rrogrésyon riski: %45 (%35-55)

Multifokal Ta-1 G1-2 (>8) Ta-14G3/Tis
+ 1 faktor:

- Tekrar edefi '

->3cm

2 Multifokab (<8)
BCG P BCGf

indiiksiyon (Total doz)
+ +

indiiksiyon (Total doz)

1yilidame (Total doz veya 1/3) 1 yil idame (Total doz veya 1/3) b

VEYA VEYA
Sadece indiiksiyon b MMC ve BCG dénisiimli ©
VEYA VEYA

MMLC ve BCG doniisimla ™ ¢ Erken sistektomi
T1G3 + hidronefroz / prostatik

Uretra tutulumu veya 2 risk

faktori ©
EMDA ¢ Hemen sistektomi
VEYA (T1G3 + 1 risk faktori)
12 ay Kemoterapi 2 VEYA
EMDAY-8
VEYA
a

17 av kemoterani



b
all Y

Oncelikle
— Re-TUR
— Postoperatif erken KT

Kisith BCG Varliginda

— Erken sistektomi-kararinda gec kalinmamall

DoZ azaltimi: 1/1 =2 1/3
MMC ile dontsimli
Yeni yontemler

DISEASE FREE INTERVAL

; Months




Mesane ici kemoterapi
alternatifleri

ol T

* Arac yardiml tedavi

— Elektromotiv ilag

uygulamasi (EMDA) O\\ ' ' @

— Termo-kemotera O\,

— Fotodlna My
* Ye ntraves:kal KT

ajanlari

— Gemsitabin

— Valrubisin

— Dosetaksel



A
e 9. ay sistoskopi: normal

e 12. ay sistoskopi: 3 adet 0.5X0.5 cm polipoid
lezyon

e Patoloiji:
—TaG1\CIS (-)

— Halen idame BCG aliyor. Tedaviniz degisir mi?




0
A
 BCG idamesi altinda cikan disuk. dereceli
timorlerde tedaviyi degistirmeye gerek

yoktur.
e TUR sonrasktek-doz KT verilir.

e Sik'tekrarlarsa araya 6-8 hafta KT ile girilebilir.



-
Sistoskopi araligini degistirmedik.

15. ay sistoskopi 1x1 cm’lik tumoral kitle

Patoloji: T1G2 (LG,Rapiller urethelial karsinom),
CIS (-), muskutaris-propria tutulumu yok

Tedaviniz'degisir mi?
Bu BCG basarisizhgr midir?



Ik TUR

- TaG2, multiple 2> IVKT

3. ay -2  tmyok

* 6.aydaniks =2 T1G2, multiple,>8cm\=>BCG

9. ay
12. ay
15. ay

9

tm,yok

—2>( TaG1, multiple

9

Table 12: Treatment.reécommendations for BCG failure and recurrences after BCG

BCG tedavisi altindaki tumor nuksleri

Category Treatment recommendation GR
BCG-refractory tumour 1. Radical cystectomy B
2. Bladder-preserving strategies in patients
unsuitable for cystectomy
HG recurrence after BCG 1. Radical cystectomy C
2. Repeat BCG course
3. Bladder-preserving strategies
7/ Non-HG recurrence after BCG for primary 1. Repeat BCG or intravesical chemotherapy C
\\intermediate-risk tumour 2. Radical cystectomy
B llys Calmette-Guérin; -grade




QR

BCG deéa\’r@\}ararl aldik.

o



Hastanin 18. ay sistoskopisi:

e Sag yan duvarda 1x1.5.cm’lik-2 adet polipoid
kitle

* Sol yan duvarda-en buylugl 6 mm capli
palipaid7-8 adet kitle

* Mesane boynuna 0.5 cm mesafede 2x1 cm
capli genis tabanli kitle
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Bu hastada standart TUR-Tm’e
ekleyeceginiz ne olmalidir?




Mesane boynu — Prostatik Uretra
tutulumu

European : -
I . European Urology 48 (20035) 760-763
Urology

Risk Factors for Mucosal Prostati¢ Urethral Involvement in
Superficial Transitional*Cell\Carcinoma of the Bladder

M. Ugur Mungan®, A. BFffemCanda®”, Emre Tuzel®, Kutsal Yorukoglu"._ Ziya Kirkali®

*Dokuz Eviul University Schogl! of Mgdicine Bepggient of Urology, Izmir 35340 Turkey
PDokuz Eylul University 3ghool\ gf Megicine Department of Pathology, Iomir 35340 Turkey

Accepted 31 May 2008
Available ofline NJIulH200%

+ Cok'odakli
* Trigon ve mesane boynu tutulumu

e T1G3 tumorlerde
— Prostatik Giretra veya duktal tutulum riski



———— )‘v-
Female Gender and Carcinoma In Situ in the Prostatic Urethra bt
Are Prognostic Factors for Recurrence, Progression, and SO\ ,
Disease-Specific Mortality in T1G3 Bladder Cancer Patients a1 UROLOGY
Treated With Bacillus Calmette-Guérin = }‘"(‘.
Joan Palou®”, Richard J. Sylvester®, Oscar Rodriguez Faba®, Rubén Parada®, -I
Juan A. Peria °, Ferran Algaba“, Humberto Villavicencio © B 'r;’:
Time to Death Due to Bladder Cancer Prostatiik dretratutulumu
- Female or CIS Prostatic Urethra
2o Rekurrens
g \ o progresyon
® o J p=0004 \ o o o
z° —Y N hastaliga bagl sagkalim
r "_” 3
g| - S
0 2 3 ¥ 10 12 14 16
Years

Number at ris§
Yes 33 28 24 22 14 7 1 0 0
No 11 a9 88 74 59 25 10 1

Prostatik uretra biyopsi teknigi:
European Urology, Volume 62, Issue 1, 2012, 118 - 125 .

Anormal bolgeler
Prekollikular alan (Saat 5 ve 7 arasi)

TUR rezeksiyon
Biyopsi forcepsi (Stromal invazyon
disinilmiyorsa)



Patoloji

Mesane boynu T1G3, CIS (+)
Sag yan duvar T1G3

Sol yan duvar TaG2

LVI (+)

Kas.dekUsu-mesane boynuna yakin timorde var
tutulum yok

Diger tiumorlerde kas tabakasi 6rneklerde izlenmedi.



Re-TUR; muskularis propria izlendi tutulum yok
Prostattan saat 6 hizasindan TUR 2 bayt alindi:
tutulum yok J \

Mesane boynu T1G3, CIS (+) LVI (+) ?/6

¥ R
e . A Ve

AR e

4,




LVI (+)’liginin klinik one:@) nedir?

1. Lota eta odu negatif
LVI prognozu etkiledigini

& T|Ik| et al. pT1 ve LN negatif hastalarda,
rekurrens ve CSS ile iligkili

3. Branchereau et al. OS ile prognostik



LVI POZITIFLIGI

 Among 499 patients with a median fol
of 4.9 years, a subset of 102{(20%) hac
positive tumors. Of these, 34 patients
and 68 had pTR.disease.

oW-up
LVI-

nad pT1

« Among the patients with LVI-positive tumors,

30%ecurred and 32 died

BJU International Accepted Articles, Accepted manuscript online:

21 NOV

2014 Significance of lymphovascular invasion in organ-confined, node-negative

urothelial cancer of the bladder:


http://onlinelibrary.wiley.com/journal/10.1111/(ISSN)1464-410X
http://onlinelibrary.wiley.com/journal/10.1111/(ISSN)1464-410X
http://onlinelibrary.wiley.com/journal/10.1111/(ISSN)1464-410X
http://onlinelibrary.wiley.com/journal/10.1111/(ISSN)1464-410X/accepted

KIOMK’de prognhdzir etkileyen
patolojik varyantlar var mi?









Plazmasitoi

i, A5
S Yt X T

i
wan

e el

~*

~'e

<V

»

T P

S

- .

-
.’0.1'..

-

e
..

(L

»

Xy

Nz
Bove nt

P Y

o%3 o

.
L



l

? \; ol'h "‘r{“ 35 ,.
ﬁ" WA A1 % 4-’ '-
,?‘5 ?gu\& .": ‘t $ t.-' gs‘
\ “?

l

'l
?"}, .luu! y’di‘t?" LRV R YO .‘2 * _

!ﬂi U(}UK HUCRELI KARSINOM

:o“s ".\?.”‘;"’fv, A - J ; ,ﬂ“l'."'w ’_w,, '3‘. a
i ,’%’%& ng?:)}l 3"" o "'i" S 3/}
- r p 24806 el

e ) ‘fr-'- 3 ; ‘.‘_ -~‘i" .‘\ L
' ol s S
/ if"‘ 'l 03
A S " . ‘G’.t‘ N e X2 ‘
= LA 'a W :’?":d“. .".‘ts"; .‘ft
et Py ? ',' ;.-\ 6‘



Q

A
CIS’nun klinik tipleméleri
nelerdir?
Tedavi protokolumuzu degistirir
mi?



A

e CIS klinik tipleri
— Primer CIS: Oncesinde veya beraberinde baska bir_timor ¢lmadan ortaya cikan

izole CIS,

— Sekonder CIS: Oncesinde tiimori (CISdisindad) ‘efan hastalarin takipleri
sirasinda ortaya c¢ikan CIS.

Ayrica;
— Eslik eden (es zamanl})'€ISTBir Urotelyal timor ile birlikte olan CIS,

— RekiirenyCISiintravezikal tedaviye iyi cevap vermesine ragmen takiplerde
tekrar‘ortaya cikan izole CIS.

e Bu hastadaki CIS klinik tipi sekonder, eslik eden CIS'dur.

« |dame BCG tedavisi altindayken CIS ortaya cikti. Multiple T1G3 ve es zamanli CIS
varhigi ve LVI var oldugu icin ¢ok ylksek riskli BCG refrakter hasta olarak
degerlendirmeliyiz. Tedavi hemen radikal sistektomi olmalidir.









Table 1. Results of histopathological re-evaluation (univariate analysis)

-
Cwverall Recumence-free Progression-free v cer-spedfic
(n =309 survival P-value survival Py nval P-value
Cardnoma in situ
Yes 106 80 i 55 79 i0.0=23 B2 0.Me

Mo 203 159 !‘ Fﬂ 178
Histopat %911, 59, 722-732,

Substaging by estimating the size of invasive tumour can
improve risk stratification in pT1 urothelial bladder
cancer—evaluation of a large hospital-based single-centre
series

Methods and results:  Specimens of 309 patients with

Simone Bertz, Stefan Denzinger,' Wolfgang Otto,” Woll F Wieland," Robert Stoehr, pT1 urothelial carcinoma were re-evaluated histolog-

Ferdinand Hofstaedter® & Arndt Hartmann
Department of Pathology, University of Erlangen, Erlangen, Departments of *Urobgyy and *Pathology, Undversity of
Regerisbiirg, Reégenshiirg, Germiariif



Cok yuksek risk grabununu nasil
tanimhyoruz?



Cok yuksek risk grabununu nasil
tanimhyoruz?



European Assocdjation

£ Ur;logy Oncology

- Outcomes of Patients with Clinical T1
Grade 3 Urothelial Cell Bladder Carcinoma
g:‘: :ﬁﬁ"“es Treated with Radical Cystectomy

B e

Amit Gupta, Yair Lotan, Patrick J. Bastian, Ganesh S. Palapattu, Pierre |. Karakiewicz,
Ganesh V. Raj, Mark P. Schoenberg, Seth P. Lernes, Arthur I. Sagalowsky, and
Shahrokh F. Shariat

1.0

09 -

Now available online >

* Gok yiiksek risk grubu: !

=
'

=
L

— T1G3 + Cis, O\’OX
—Coklu T \k

—:T ?Q cm, ETTIITRR I
— }éirar eden T1G3, -

— Histolojik varyant varligi

— LVI

— Non-fonksiyone mesane

Bladder Cancer-specific Survival Probability
=
[

=
=
1

o
(=]



Hangi tedaviyi secelim ?

* BCG devam

* Yardimci arag'\kultanarak KT verilmesi
* Radyo-kemoterapi

* )Sistektomi



Collaborative Review - Bladder Cancer EUROPEAN UROLOGY 62 (2012) 1088-1096

Treatment Options Available for Bacillus Calmette-Guérin
Failure in Non-muscle-invasive Bladder Cancer

David R. Yates “*, Maurizio A. Brausi?, James W.F. Catto“, Guido Dalbagni’yMorgan Roupreét d
Shahrokh F. Shariat®, Richard J. Sylvester’, J. Alfred Witjes 2, Alexandie”R. Zlotta ",

'
.
o
o
Iinn Palni_Rodarta i

Table 1 - Studies of bladder-preserving intravesical treatments in patients with bacillus Calmette - Guerin failure

First author Treatment modality n  Failures Follow-up NED, RFS, R Comments
(study phase) % x
9
Dalbagni [37] IV gemcitabine 30 26 19 mo 50 21 .5 37  Phase 2 trial
{range: 0-35)
] = - —  Phase 1 trial

Dalbagni [38] IV gemcitabine 18 16 12 wk

Bartolett [39] IV gemcitabine 116 40 13.6 325 - - Recurrence in 32.5% of BOG failures vs
21% BOG-naive group:
43 7% of high-risk failures developed

recurrence vs 25% of intermediate- risk
Failures: phase 2 study

Mohanty [40] IV gemcitabine 18 mo &0 - 314 8.75% - -
Di Lorenzo [41] IV gemcitabine 155 mo - 19 525 33 33 Recurrence and 2-yr DFS better for GO
{range: 6-22) ws BOG (| p=0.002 and p = 0,008,
respectively ) phase 3 RCT
Addeo [42] ° il 54 46 36 mo - - 28 11 - Recurrence free: 72% GC vs 61% MMC:
L DFES in favour of GC | p= 00021 )
phase 3 RCT
MoKiernan [@9) tamel 18 18 12 wk 28 - 72 5.5 - Fhase 1 study
Lavdano [5 docetaxel 18 18 483 mo 22 44-61 61 5.5 33 Long-term follow-up of McKier nan [49];
median DFS, 133 mo
Barlow [51] v docetaxel 33 33 29 mo 61 32-45 39 - - S-yr D55 B3%; 5-yr05: 71%
Bassi [54] IV paclitaxel 16 16 1 wk B0 - 40 - - Fhase 1 study
McKiernan [55] IV paclitaxel 18 18 6wk 56 - 44 22 Phase 1 study
Joudi [36] BCG plus inter feron—o 1007 467 24 mo 45 - - - Of BCG-failure group, 45% disease
free ve 59% BOG naive (p = 0U0001);
phase 2 trial
Witjes [45] Thermochemotherapy 51 34 27 mo 51 - 49 - 102 Synergo working party study
Mativ [46] Thermochemotherapy 111 111 16 mo - - S56-85 3 - 2-yr recurrence rate 61% if no
(range: 2-74) maintenance vs 39% for maintenance
{p=0.01})
Halachmi [47] Thermodchemotherapy 56 19 20 o &7 493 333 7.9 12 KM-estimated probability of
(range: 2-49) recurrence S007% at 2 yr for BOG-failure
cohort vs 42.9
Waidelich [57] Photodynamic therapy 24 24 36 mo 29 - 708 166 125 -
(range: 12-51)
Berger [58] Photodynamic therapy 31 10 237 mo - 40 (] - - -
(range: 1-73)

Breyer [56] MMC plus gemcitabine 10 9 26 o [=1] - 40 10 o Only 10 patients



Radyokemoterapi v o s

DOI:10.1016/j.juro.2007.05.024

A Randomized Trial of Radical Radiotherapy for the Management o1
pT1G3 NXMO Transitional Cell Carcinoma of the Bladder THE JOURNAL
A : N\

T T®
S. J. Harland,*,,; H. Kynaston,t K. Grigor, D. M. Wallace, C. Beacock, R. Kockelbergh, S. Clawsefl, ) R O L O GY
T. Barlow, M. K. B. Parmar and G. O. Griffiths on behalf of the National Cancer ResearchfInstituté '\ '

Bladder Clinical Studies Group

10 1:1. HR (25%€h=1.35,(0.92-1.98) p=0 133 10 _‘L"L HR (95% Cly=1.32 (0.86-2.04) p=0.193
* pT1G3 icin radyoterapinin " Tw-\_x“ 1 o
konzervatif tedaviden farkini AWV 4 o TR
06 '-..‘__‘_:” 05 - |_| e
gosteren kanit yok ] H_ i
 BCG tedavisine ce 3 =y o =EEy
Tle icin rad F'a’n(e::u‘llsa1rns‘v.:1 ;: : : m:' : :? : : : Patients at riek ’ ) : : “::“ N - B °
o.® AL LU0 L L B L I R
ku I Ia nlm‘g‘ k Fia. 3. Progression-free surviv Fic. 4. Overall survival
T1G3
Radiochemotherapy After Transurethral Resection for platinyum-bazli kemoterapi ve
High-Risk T1 Bladder Cancer: An Alternative to Intravesical radyoterapi RT
Therapy or Early Cystectomy? 10 yilda

Christian Weiss, Carolin Wolze, Dirk Gerhard Engehausen, Oliver J. Ott, Frens S. Krause,

Karl-Michael Schrott, Jitrgen Dunst, Rolf Sauer, and Claus Ridel tU mbr progresyon u %29
DSS oranlari 71%



0022-5347/01/1664-1296/0

THE JOURNAL 0F UROLOGY® Vol. 166, 12961299, October 2001
Copyright © 2001 by AMERIcAN URoLoGICAL AssociaTion, Inc.® Printed in U.8.A.

DOES EARLY CYSTECTOMY IMPROVE THE SURVIVAL OF PATIENT!

\

WITH HIGH RISK SUPERFICIAL BLADDER TUMORS?

HARRY W. HERR ano PRAMOD C. SOGANI
From the Department of Urology, Memorial Sloan-Kettering Cancer Center, JOM
. %( )

Early Versus Deferred Cystectomy for Initial High-Risk pT1G3
Urothelial Carcinoma of the Bladder: Do Risk Factors Define
Feasibility of Bladder-Sparing Approach?

Stefan Denzinger *, Hans-Martin Fritsche, Wolfgang Otto, Andreas Blana,
Wolf-Ferdinand Wieland, Maximilian Burger

Department of Urology, University of Regensburg, Regensburg, Germany

KIOMK - Radikal Sistektomi

Mariths

Fic. 3. Distribution of 15-year disease specific survival of patients
with superficial bladder cancer after cystectomy for superficial (Sup

1.0
=
= early CX
= 0.8 - A
o
o
=
2 0.6
o
g deferred CX
m 0.4
o
=
=]
=
2 0.2
=4
o
0.0 — p<0.01
I 1 1 1
(o] 30 s0 o0 120 150

Months from initial TURB to last follow-up
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* Hastamiz BCG tedavisi altinda T1G3+ClS-olatrak ntks
etti

 BCG’ye direncli ve cok ylksek fisk grubunda

* Hemen sistektami‘yaprimali

* BCG, KTeveya radyo-KT yeri yok

Hemen radikal sistektomi
T1 tumorler > Yuksek derece, coklu

- Rezeksiyonu zor lokalizasyoniu
Yiuksek dereceli tm + CIS / LVI



A
Bu hastada RadikakSistektomi
dustnduk?
Zamani nasil olmali?



CQ KIOMK’de Radikal Sistektomi
d7Ah Zamani

* BCG cevapsizligi veya cok yuksek riskli timorlerde\radikal sistektomi
Onerilmektedir.

— Zamaninda, hemen (=timely, immedjateé) sistektomi
— Ertelenmis, gec (=deferved, delayed) sistektomi

— Hemen sistektomi: Hastanin cok yuksek riskli grupta oldugu
belirlendiginde hemen (3 ay icinde) yapilan sistektomi.

— ‘Entelenmis sistektomi: Bu hastalara konservatif tedavi sonucu
BCG basarisizligi olustuktan sonra yapilan sistektomi.

Hangi hastaya hangi sistektomi? Kanit 1 diizeyinde randomize
calisma veya bir belirleyici yok.

Cok yuksek riskli timorlerde hemen sistektominin sagkalim icin
avantajli oldugu belirtilmektedir.



Neden Hemen RS?

Role of immediate radical cystectomy in the
treatment of patients with residual T1 blc:dder6

cancer on restaging transurethral resectio

Itay A. Sternberg, Gal E. Keren Paz Ling Y. Chen™, Harry W. Herr and
Guido Dalbagni

Urology Service, Deparfment of Surgery, and *Department of Epidemioclogy and Bi @
Sloan-Keftering Cancer Center, New York, NY, USA
What's known on the subject? and What does the si‘ A4 c&

BJU Int. 2013 Jul;112(1):54-9 O\\

Retrospektif calisma, 1990-2
ilk TUR’da pT1 olup re& duel pT1 cikan hastalar, 150 hasta
57 hasta, he

93 hast: % koruyucu yaklasim sonrasi BCG basarisizligi gelistikten sonra 26
hasta& & rtelenmis RS)

RS patolojisi

— Hemen RS, %24.5 pT2, %5 pN+

— Ertelenmis RS, %30.8 pT2, %19.2 pN+
Kisa takip suresi (medyan 3.74 yil)

KSS acisindan hemen RS’nin etkinligi gosterilememis.
Hemen RS dnerilmis.



 Baslangicta KIOMK olup, BEG ‘8.%:_

European
Urology

Implications forTherapy

European Urology 45 (2004) 292-296

Barthold Ph. Schrier®, Maarten P. Hollander®, Bas W.G. van Rhija®,
Lambertus A.L.M. Kiemeney®®, J. Alfred Witjes™

Primer KIMK olan hastalar,

cevapsizligl sontasi\KIMK’'n
ilerleyen hastalara'gore
radikal\sistektomi sonrasi;

— Daha iyi prognoza sahiptir

— 3 yillik kanser spesifik
sagkalim: 67% vs 37%.

Prognosis of Muscle-Invasive Bladder Cancer: Difference
between Primary and Progressive Tumours and

110 .t‘
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0 2 4 6 8 10 12 14 16 18
Follow-up (years) after invasive disease
Fig. 1. Kaplan-Meier survival curve comparing primary (—) and

progressive (——) study groups.
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