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MESANE TUMORU
SIKLIGI NEDIR?



Females
Prostate 180,890 p— Breast 8 O O 246,660
Lung & bronchus 117,920 Lung & bronchus 1 ) 1 106,470
Colon & rectum 70,820 2 Colon & rectum 63,670
_Urinary bladder 58,950 b Uterine corpus 60,050
Melanoma of the skin 46,870 ( Thyroid 49,350
Non-Hodgkin lymphoma 40,170 A , “ Non-Hodgkin lymphoma 32,410
Kidney & renal pelvis 39,650 ¥ Melanoma of the skin 29,510
Oral cavity & pharynx 34,780 | Leukemia 26,050
Leukemia 34,090 Y Pancreas 25,400
Liver & intrahepatic bile duct 28,410 = Kidney & renal pelvis 23,050
All Sites 841,390 § All Sites 843,820

Females
Lung & bronchus 85,920 e Lung & bronchus 72,160
Prostate 26,120 Breast 4 ' 5 7 O 40,450
Colon & rectum 26,020 y . Colon & rectum 23,170
Pancreas 21,450 -‘_ Pancreas 20,330
Liver & intrahepatic bile duct 18,280 ‘ -:‘ Ovary 14,240
Leukemia 14,130 { '  Uterine corpus 10,470
Esophagus 12,720 o Leukemia 10,270
Urinary bladder 11,820 ! Liver & intrahepatic bile duct 8,890
Non-Hodgkin lymphoma 11,520 iy Non-Hodgkin lymphoma 8,630

Brain & other nervous system 9,440 A Brain & other nervous system 6,610
All Sites 314,290 =N All Sites 281,400

(Siegel R et al CA Cancer J Clin 2016)




Rapid changes in the incidence of urinary system cancers in Turkey

Turkiye'de uriner sistem kanserlerinin gorulme sikliginda hizli degisme

Sabahattin Aydin, Mustafa Yucel Boz
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Risk Faktorleri

Sigara
— Aromatik aminler
— Polisiklik aromatik hidrokarbbonlar

Mesleksel

= =10/

— Metal

— Petrol urunleri

Genetik yatkinhk

Iyonize radyasyon

Parazitik trematodlar-endemik sistit
— Sistozomiazis



Tam
Anamnez (GR A)

— Risk faktorleri ve supheli semptomlar
Fizik Muayene

Goruntuleme
— Hematiiride USG (GR O)
— Secilmis olgularda ilk tamida BT veya IVP (GR B)

Idrar sitolojisi (GR C)

— Sabah idrari Sitoliz nedeniyle onerilmez
Uriner belirtecler

Sistoskopi (GR A)

— Mesane diagrami (GR C)
(EAU Kilayvuzu )



Kasa Invaze Olmayan Mesane Kanserleri
TNM 2009

T - Primary tumour

™ Primary tumour cannot be assessed

TO No evidence of primary tumour

Ta Non-invasive papillary carcinoma
Carcinoma in situ: “flat tumour’

T1 Tumour invades subepithelial connective tissue
T2 Tumour invades muscle

T2a  Tumour invades superficial muscle (inner half)

T2b  Tumour invades deep muscle (outer half)

Tumour invades perivesical tissue:

T3a  Microscopically

T3b  Macroscopically (extravesical mass)

Tumour invades any of the following: prostate, uterus, vagina, pelvic wall, abdominal wall
T4a  Tumour invades prostate, uterus or vagina

T4b  Tumour invades pelvic wall or abdominal wall




2004 WHO grading system [papillary lesions]
Urothelial papilloma (completely benign lesion)
Papillary urothelial neoplasm of low malignant potential (PUNLMP)
L-:w grade (LG) papillary urothelial carcinoma
illary urothelial carcinoma

WHO 2004 grading system (flat lesions):
* Hyperplasia (flat lesion without atypia or papillary aspects)

* Reactive atypia (flat lesion with atypia)
* Atypia of unknown significance
* Urothelial dysplasia

» Urothelial CIS is always high-grade

| PUNLMP | Low grade High grade I 2004 WHO

Grade 2
| 1973 WHO




Hematuri

Idrar analizi

Sitoloji

Idrar tiimér belirleyicileri
Ultrasonografi

Sistoskopi



Dogal Seyir

Siklikla sistoskopi ve sitoloji ile tani
konulur.

[1k tamida siklikla KIOMK (%70)

KIOMK tedavisi endoskopik komplet
rezeksiyondur

Bu tumorlerin %10-70"inde S yillik
takiplerde nuks veya yeni olusmus
tumorler gozlenebilir.

Nuksu veya progresyonu evre ve
dereceyle iliskilidir.



Tumor Belirleyiciler

Genomik

Yolaklar

Molekule Etkili
Klintk

— Tarama

— Tam

— Dereceleme-Evreleme

— Prognoz
— Tedavi
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Uretrosistoskopi

 Altin standart
« Minimal travmatik

e Hemen hemen tum
papiller ve sesil
lezyonlar
gorilebilir



http://www.olympussurgical.com/images/content/products/VISERA/CYF-V_VA.jpg

What is the future of virtual cystoscopy in urology?

Alexandre R. Zlotta, MD, PhD, FRCSC

The Role of Virtual Cystoscopy, after Multidetector
Computed Tomography Imaging Reconstruction
without the Use of Contrast Medium, in the Diagnosis
and Evaluations of Bladder Tumors: Preliminary Study

Kyriaki Kalokairinow,! Achilles Ploumidis,” Theodoros Kalogempou]os,3

Lampros Vlachos,! Kyriakos Stringaris,” Ageliki Tavernaraki,® Anastasios Thanos,’
Xenofon Papacharalampousf Vasilios Koutoulidis,* Julien Letendre,’

Olivier Traxer,” and Athanasios Gouliamos®

an Urol Assoc 4 2011:5(1):38-9

Advances in Urology




Sistoskopide Yeni Teknolojiler

* Fotodinamik Tani (Floresan Sistoskopi)
« Dar Bant Gortintiileme (DBGQG)

White Light NBI



Sistoskopide Yeni Teknolojiler

12 RKC (n=2258 , Metaanaliz)
Floresan sistoskopide daha az niiks (p<0.00001)
Niikssiiz sag kalim avantaj1 var (p<0.00001)

Progresyonda fark yok
(Huan Y et al. PLoS One 2013)

n=1345, Metaanaliz

F]ﬁf{resan sistoskopide tam1 koyma avantaj1 ve daha az
niiks

(Burger M et al. Eur Urol 2013)



The Clinical Research Office of the Endourological Society
(CROES) Multicentre Randomised Trial of Narrow Band
Imaging—Assisted Transurethral Resection of Bladder Tumour
(TURBT) Versus Conventional White Light Imaging—Assisted

TURBT in Primary Non—Muscle-invasive Bladder Cancer
Patients: Trial Protocol and 1-year Results

Seiji Naito®, Ferran Algaba®, Marko Babjuk®, Richard T. Bryan®, Ying-Hao Sun®, Luc Valiquette, Jean de la
Rosette? & - & on behalf of the CROES Narrow Band Imaging Global Study Group

« Beyaz 15tk TUR-TM (n=481), DBG TUR-TM (n=484)

* Diisiik risk tiimorlerde beyaz 1sik TUR-TM ile daha
fazla niiks (%27.3 vs % 5.6 )(p=0.002).

* 12 Aylik takipte niiks oranlar1 farkli degil.

(Eur Urol. 2016 Sep;70(3):506-15.)



Mesane Diyagrami
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Idrar sitolojisi

Standart noninvaziv tumor
spesifik belirleyici

— Yiksek grade

— Gorilemeyen, flat (cis) tm

Yiiksek gradeli timorlerde
sensitivite ve spesifite
yuksek

Tecrubeli sitopatolog!!!
Diisuk gradeli timorlerde
sensitivite dusuk

Sistoskopi yaninda yardimeci
bir yontem




Hematuri Taramasi

» Mikroskopik
hematiiriyi
taramanin en basit
yontemi Hb dipstick.

 Eger (1) ise
mikroskopla

 Mesane kanserl icin

herkese hematiiri
taramasi uygun degil



BT Astat ve BTAtrak

 BTA (bazal membran
komplekslerinin lateks
aglutinasyon ile ol¢iimii)

« BTAstat (kalitatif-hemen) ve
BTAtrak (kantitatif-ELISA)
idrarda insan kompleman faktor
H iliskili protein duzeyini
olcuyor.

pati ® Incubate 1hr. e Incubate 1hr. - mmmmn@m
urlnesampli @37°C @ 37°C ® Add stop reagent

{CFHI'I:]
1 ﬂn'li FI-I.I'CFI-I‘p

® Mix

®* No sample preparation or pretreatment ® Standard 96-well format
e Delivers quantitative results in 2.5 hours « Adaptable to most automated system




NMP22

NMP22®

* Niikleer matriksin komponenti olan niikleer
mitotik aparatus proteini olciiyor.

* Yanbhs pozitifliklerde 6 kriter:
— Inflamasyon/infeksiyon
— Uriner sistem tasi
— Yabanai cisim (stent)
— Uriner diversiyonda barsak kullanim
— Diger genitouriner kanserler

— Enstriimantasyon
(Ponsky et al. J Urol 166: 75, 2001)




Immunositoloji

Immiinfloresan boyama ile sitolojinin
kombinasyonu, floresan mikroskobu
gerekiyor

« ImmunoCyt; 3 floresan monoklonal Ab
belirleniyor:

— 19A211 (CEA’ nin yiiksek molekiiler
formu)

— M344
— LDQ10
 BPH ve sistitli hastalarda yanhs pozitif

« Lewis X Ag (LLewis Ag’ nin 4 alt grubu
var)

— Benign tirotelyal hiicrelerden de
ekspresyonu var

e



Quanticyt

DNA ploidy ve niikleer morfometrinin kombine edildigi
otomatik karyometrik analiz sistemidir.

Mesane kateterizasyonu gerektiriyor

HA-HAase

ELISA benzeri yontemle idrardaki hyaluronik asit ve
hyaliironidaz diizeyleri olcitiliir
Tumorlu olgularda idrar HA ve HAase artiyor

Survivin
Apopitoz inhibitori, normal dokuda bulunmuyor
Western blot ve RT-PCR ile olciiliiyor



Idrar Sitokeratinleri

UCC’ de idrarda belirli sitokeratinler artiyor
UBC: Sitokeratin 8 ve 18 kantitatif

Son yillarda UBC rapid testle kalitatif

TPS: Sitokeratin 18

Sitokeratin 20

CYFRAZ21-1: Sitokeratin 19




Genetik Degisiklikler

Malign hucrelerde genetik instabilite
« Mikrosatellit analizi
« FISH

e Telomerler



Mikrosatellitler

« Genom boyunca bulunan
polimorfik ufak DNA

fragmanlari

* Gen mutasyonlari
mikrosatellit instabilitesi ve
LOH’ a neden oluyor

 4p,38p, 9p, llpve 17p

CHROMOSOME

ATGCATGCAGC TTA ll\l!‘\”/\l AT |’\ TATTA
s AATAATAATAATAATAATAATAAT GG

H—J\%\/—’ \‘W—/

Flanking Microsatellite Flanking
Sequence Sequence (TTA)g Sequence




FISH
(Fluorescence In situ Hybridization)

« Kromozom 3, 7, 17 ve
9p21 sentromerleri

* Polizomi ya da 9p21
varhgi kanser . &

molecule



Telomeraz

Telomerase

« Telomerler eukaryotik .
kromozomlarin terminal template
bolgeleri =

 Normal somatik hiicrelerin
aksine malign hiuicreler
telomeraz ureterek
telomerleri rejenere eder ve
hiicre olumii onlenir

« RT-PCR yontemiyle
olculuyor

Nucleotide



Carbonic Anhydrase IX as a Diagnostic Urinary Marker for
Urothelial Bladder Cancer

Michela de Martino ©, Haria Lucca ®, Aurelie Mbeutcha ®, Helene G. Wiener”, Andrea Haitel ©,
Martin Susani®, Shahrokh F. Shariat =9, Tobias Klatte

EURDPEAN UROQLOGY 6B (2015) 552-554

Patient summary: We evaluated carbonic anhydrase X (CAIX) as a urinary marker for
bladder cancer (BCa) using a large series of patients from a single hospital. We found that
urinary CAIX has a high sensitivity and specificity for diagnosing BCa.

Table 1 - Comparisons of sensitivity, specificity, and area under
the curve for cytology and carbonic anhydrase according to grade

Overall Low grade High grade

Sensitivity, &

Cytology 236 70.5
CAIX 845 88.4
Specificity, %

Cytology 1000 100.0
CAIX 95.1 95.1
AUC %

Cytology 618 85.3
CAIX 900 91.7
p value’ <0001 0.14




Ozetlersek...

Select mutations in urothelial neoplasms.

Genels) Chromosome location

Frequency in bladder neoplasms

Mechanismi{s)

Pl6INK4 9pll

FGFR3 4ple3s

ERBB2 (HER2)
TP33

1723
17p13P

MDM2
EGFR

12q14
Tpl23—pl2l
HRAS 13g14.1—ql4.2
RBI 13g14.1-14.2
FHIT ip

SFRP1 8p

PTEN 10g23

DBCI 0q32-33
PTCH (Gorlin syndrome) 22

TSCI Gg34

APC 5q21
PIK3CA 3g26.3

AKTI 149323
CTNNEI 3p2l

KRAS 12p12.1
BRAF Tg34

>505%

T4% pTa

21% pT1

6% =pT2

=40% overall

37-50%, especially >pT2
50-60% high grade or invasive
Carcinomas

4-6%

30-50% invasive carcinomas
30-40%

=50% high grade urothelial carcinomas
25-60%

25-30%

20-30%

>50%

>50%

[2-34%

Inactivation of CDKN2 leading to uncontrolled cell cycle
signaling pathways
Activation of RAS-MAPK pathway

Encodes for receptor protein tyrosine kinase
Tumor suppressor gene

Regulation of protein degradation
Tyrosine kinase

Oncogene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor gene

Tumor suppressor

Signal molecule
Serine-threonine protein kinase
Wt pathway component
Oncogene

Oncogene
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ELSE‘"rl E-R Crtical Reviews in Oncology/Hematology 89 (20014) 73—111

www elsevier.comflocate/critrevonc

Biomarkers in bladder cancer: Translational and clinical implications

Liang Cheng a.b.* Dyarrell D. Davison 2. Julia Adams®, Antonio Loper-Beltran “, Lisha Wang “‘d,
Rodolfo Montironi ©, Shaobo Zhans ®

Proliferation markers (PCNA, Ki67, and MIB1) .
Apopltosis markers . ... ... iiiiiii i,
Tumor suppressor genes. . .
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New and contemporary markers of prognosis in

nonmuscle invasive urothelial cancer

M Hammad Ather, Syed M Nazim
Department of Surgery, Aga Khan University, Karachi, Pakistan

Table 3. Molecular biomarkers in bladder cancer

Korean J Urol 201556:553-564

Class

Marker

Prognostic value

Cell cycle regulators

Apoptosis

Angiogenesis

Tumor suppressor genes

Proto-oncogenes & oncogenes

Miscellaneous

p21[55]

p27 [56]

Kia7 [33]

Cyclin D [55]
Cyclin E [55]
Survivin [32]
Bcl2 [8]
Caspase-3 [56]
Micro-vessel density [57]
VEGF [58]
FGFR3 [60]

p53 [53]

pRb [54]

EGFR [A4]

Her-2 Meu [64]
FGFR3 [60]
GSTT1[4]

NOS & PPAR [65]
HMOX1 [66]

Higher stage, recurrence, all-cause mortality

Higher grade, cancer-specific mortality

Recurrence, progression

Low grade, low stage, recurrence

Low stage, recurrence, cancer-specific mortality

Recurrence, cancer-specific mortality, all-cause mortality

Recurrence, cancer-specific mortality

Recurrence, cancer-specific mortality

Recurrence, all-cause mortality

Microvessel density, high grade, recurrence

Recurrence, cancer-specific mortality

Higher stage, recurrence, progression, cancer-specific and all-cause mortality
Higher stage, recurrence, progression, cancer-specific and all-cause mortality
Higher grade, progression, all-cause mortality

Recurrence, metastasis, cancer-specific mortality

Low grade, low stage, recurrence and progression

Recurrence, progression, cancer-specific mortality

Progression, cancer-specific mortality

Higher grade, recurrence and progression




able £, LU
and progression scores

Table 1. EORTC scoring model: factors used to calculate recurrence Factor
and progression scores Gender

Factor Recurrence score Progression score Male

Number of tumaors Female
Single 0 0 Age (y)
-7 3 3 S
=8 [ 3 60-70
Tumor diameter (cm) =70
<3 Recurrent tumor
=3 No
Prior recurrence rate Yes
Primary Number of tumors
<1 Recurrence/y <]
>1 Recurrence/y =]
T category: T category
Ta 0 Ta
T T

Concurrent CIS Associated C15
Mo 0 Mo
Yes Yes

Tumor grade Tumor grade
0 0 1 0
1 0 2 1
2 5 3 3

Total score 0-17 0-23 Total score 0-16 0-14

EORTC, European Organisation for Research and Treatment of Cancer;  CUETO, Spanish Urological Club for Oncological Treatment; CIS, carci-
CIS, carcimoma in sitw. nioma i situ.

Korean J Urol 201556:553-564
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National
Comprehensive

NCCN getres:

Network®

NCCN Guidelines Version 2.2015
Bladder Cancer

~CON Guidel
Bladder Cancer TOC

Discussion

CLINICAL

STAGING®:

cla,
low grade®

cTa,
high grade®

cl,
low grade®

cT1,
high graded

SECONDARY SURGICAL
TREATMENT

g

* [f incomplete resection,
repeat TURBT
— |+ If no muscle in specimen,| —

strongly consider repeat
TURBT

Strongly advise
repeat TURBT ‘
or

Cystectomy®f

Residual
disease

No

resicual | —

for high grade disease

ADJUVANT INTRAVESICAL TREATMENT®:

Observation

or

Consider single-dose intravesical
chemotherapy within 24 hours (not
immunotherapy}i

andor

Induction intravesical chemotherapyﬂ-j

* Intravesical therapy:
» BCG (preferred)
or
» Mitomycin
or
* Observation

BCG (category 1)

—= (O

Cystectomy®f

BCG (preferred) (category 1) —»
or
Mitomycin
or
Observation in highly selected cases

—

FOLLOW-UP

Cystoscopy at 3 mo,
then increasing intervals

as appropriate

+ Cystoscopy and urine
cytology every -6 mo
for 2 y, then increasing
intervals as appropriate

+ Consider imaging of
upper tract collecting
system every 1-2 y* for
high-grade tumors

* Urinary urothelial tumor
markers (optional)
(category 2B)

—

See Follow-up
Results (BL-3)

If treated

with BCG or
mitomycin, see
recurrence
post-intravesical
treatment

pathway (BL-3)




Cystoscapy Is recommended in all patients with symptoms suggestive of BC. It cannot be replaced by
cytology or by any other non-nvasive test,

Markers (or test | Overall sensitivity | Overall specificity | Sensitivity for Point-of-care test
specifications) | (%) (%) high-grade
tumours (%)
UroVysion (FISH) | 30-86 63-95 66-70
Microsatellite 58-92 73-100 90-92
analysis
Immunocyt/uCyt + | 52-100 63-79 62-92
Nuclear matrix 47-100 55-98 75-92
Protein 22
BTA stat 29-83 26-86 B2-91
BTA TRAK 23-91 28-83 4-7i

Cytokerating 12-88 73-95 33-100

European Association of Urology 2015




Prognozda EORTC ve CUETO Skorlamasi

http://www.eortc.be/tools/bladdercalculator/

Factor

Recurrence

Progression

Number of tumours

Age

Median, QR

Gender (n, 9)

Male
Female

Tumour diameter
<3cm
=>3cm

Prior recurrence rate (n, 9%)

Prior recurrence rate
Primary
< 1 recurrence/year

> 1 recurrence/year

Primanry
Recument
=1 recurrence per year

= recurrence per year

MNumber of tumours (n, %)

Category

Tumour size (n, 9%)

Concomitant CIS
No
Yes

= 3cm

=3cm

Tumour stage (n, %)

Ta
T1

Grade (1973 WHO)
G1

Tumour grade (n, %)

G
G2
G3

Total score

Concomitant CIS (n, 9)

Adjuvant treatment with BCG (n, 29)

(EAU Kilavuzu 2015)




Ta, T1

Rekurrens
Progresyon

Recurrence score

Prognozda EORTC Skorlamasi

http://www.eortc.be/tools/bladdercalculator/

|1
%6 15-61
060 0.2-1.7

Probability of recurrence
at 1 year
% 95% CI
15 (10-19)
24 (21-26)
38 (35-41)
)

61 (55-67

Probability of recurrence
at 5 years
% 95% CI
31 (24-37)
46 (42-49)
62 (58-65)
78 (73-84)

> Yl
% 31-786
% 0.8-45

Recurrence
risk group

Low risk
Intermediate risk

High risk

Progression score

Probability of progression
at 1 year
% 95% CI
0.2 (0-0.7)
1 (0.4-1.6)
5 (4-7%)
17 (10-24)

Probability of progression
at 5 years
% 95% CI
0.8 (0-1.7)
6 (5-8)
17 (14-20)
45 (35-55)

Progression
risk group

Low risk
Intermediate risk

High risk




Dusuk

Primer, tek, Ta, G1 (PUNLMP, diisiik dereceli), < 3 cm,
CIS yok

Orta

Diisuk ve yiiksek risk sinifi arasinda kalan tiimorler

Yiiksek

Herhangi biri:
T1
Yiiksek Grade
CIS
Cok sayida ve niiks buiyiik (>3 cm) Ta G1 G2 tumorler




National

Comprehensive - NCCN Guidelines Version 2.2016
Bladder Cancer

INOON Cancer

Network®

CLINICAL SECONDARY SURGICAL ADJUVANT INTRAVESICAL TREATMENT  FOLLOW-UP
STAGING'9h  TREATMENT

Non-muscle invasive
cTa,
low grade

or » [then increasing intervals

Observation Cystoscopy at 3 mo,
Intravesical chemotherapy® as appropriate

* If incomplete resection, BCG (preferred)
repeat TURBT or

* If no muscle in specimen, Mitomycin
strongly consider repeat or » Cystoscopy and urine
TURBT Observation cytology every 3-6 mo

for 2y, then increasing

intervals as appropriate

BCG (category 1) * Consider imaging of
upper tract collecting
system every 1-2 y2P
for high-grade

* Urinary urothelial tumor
markers (optional)
(category 2B)

* Maintenance BCG
(preferred if prior BCG)

cTa,
high grade

Residual

cTH, - i | :
Strongly advise disease Cystectomy®:

low grade repeat TURBT
Drp BCG (preferred) (category 1) ——»

cT1, Cystectomy® ‘ No or

high grade for high-grade

residual [— [Mitomycin >
disease or
Observation in highly selected cases™

Any Tis BCG




TURB

!

Consider tumour appearance and early postoperative situation
r r
Presumably low- or intermediate-risk Apparently muscle-invasive or high-risk
tumour with low previous recurrence rate tumour (sessile appearance etc.)

(= 1 recurrence per year) and EORTC
recurrence score < 5 Bladder perforation, bleeding with clots

Mo perforation, no extensive resection,
no bleeding with clots after TURB

Single installation of chemotherapy (GR: A)

r Y
Consider completenass of the resection and pathological report:

, : l

Incomplete resection or no muscle (except Macroscopically complete resection and Muscle invasive tumour
for monofocal TaG1/LG) or T1 or GI/HG TaG1-2/LG with muscle in the specimen or in
(except for primary CIS) TaG1/LG even without muscle or in primary CIS

¥
See guidelines for MIBC

L J

second TURB (GR: A)
in 2-6 weeks (GR: C)

Stratify patients into risk groups (GR: B)
* Previous history
+ Endoscopic appearance (number and size of tumours)
« Pathological report the worst stage and grade
from either or second TURB (GR: B)

Y

High-risk tumour (T1 or Tis or G3/HG
or multiple and recurrent and = 3 cm

b r

Low-risk tumour (primary solitary Intermediate-risk fumour
TaG1/G < 3 cm)




Intermediate-risk tumour High-risk tumour (T1 or Tis or G3/HG
or multiple and recurrent and > 3 cm
l TaG1-2/LG)

Primary or recurrent tumour without previous chemotherapy: Highest-risk tumour (T1G3/HG+CIS,
Intravesical BCG for 1 yr (6 weekly and 3 weekly at 3, 6 and T1G3/HG+CIS in prostatic urethra,
12 mo) or intravesical chemotherapy for up to 12 mo (GR: A) multiple T1G3/HG, T1G3/HG = 3 cm,
micropapillary variant)

Recurrent tumour with previous chemotherapy: Intravesical
BCG for 1 yr (6 weekly and 3 weekly at 3, 6 and 12 mo) (GR: A),
in late recurrence of small TaG1/LG consider repeating l

intravesical Chemaotherapy

In all cases: Cystoscopy (GR: A) and cytology (GR: B) at 3 mo Yes
If negative, cystoscopy and cytology at 3-6 mo intervals until

5 yr and then yearly (GR: C) Explain the risk and
consider radical cystectomy
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Tekrar TURB

[Ik TURB inkompletse

[Ik TURB’de kas yoksa (TaG1 ve primer
CIS haric)

Tum T1 tm’ler

Tiim Yiiksek Derece/G3 tm’ler (primer
CIS haric)

(EAU Kilavuzu)
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Intravezikal Tedavilerde Basarisizlik

 Rekurrens
» Takiplerde kas invazyonu

 Hem 3. ve hem de 6. ay kontrollerinde
yitksek grade tm ya da CIS saptanmasi

» Tedavi devam ederken prognostik
faktorlerde (evre, grade, CIS) kotiilesme

(EAU Kilavuzu)

-Ikinci indiiksiyonda %57-80 basari
(Herr et al J'Ural 2003)



BCG Basarisizhik

BCG refraktor: Baslangic tedavisinden
sonraki 6. ayda (gerek idame gerekse 3
aylik tekrar tedaviye ragmen) tumorsuz
duruma ulasilamamasi

BCG rezistans: Indiiksiyon sonrasi 3. ayda
nuks veya persistans

BCG relaps: 6 Aylik tiimorsiiz donemden
sonra nuks

BCG Intolerant: Yan etkiler nedeniyle
yeterli dozu almayanlarda nuks

(Zlotta et al CUAI2009)



BCG Basarisizhik
Takipte KIMK gelisimi
BCG refraktor:
— 3. Ayda papiller KIOMK saptanmasi.

— 3. ve 6. Aylarda CIS saptanmasi
— BCG tedavisi sirasinda yiiksek dereceli tm

BCG sonrasi Viiksek derece tm:

— Baslangicta cevap alinmasina ragmen idame
tedavisi tamamlandiginda yuksek dereceli nuks

BCG Intolerant:

— Yan etkiler nedeniyle yeterli dozu

almayanlarda nuks (EAU Kilavuzu)



Intravezikal Tedavilerde Basarisizlik
Neden Onemli?

Hastalarin %40’1inda intravezikal BCG
basarisiz

 BCG basarisiz olanlarda prognoz kotu

— Baslangicta kas invaziv olanlarda
e 3 yillik CSS %67
— Intravezikal tedavi sonrasi progresyon
olanlarda
* 3 Yilhik CSS %37 (Schrieretal Eur Urol 2004)



BCG Neden Basarisiz Oluyor?

» Yetersiz ya da fazla doz

« Mikrometastatik hastahk
 Immiin cevabin zamanla azalmasi
e Uygunsuz immun CeVap

» Natural resistance-associated macrophage
protein (NRAMP1) gen polimorfizmieri

* Tedaviye yanit vermeyen tumor

(Zlotta et al CUAI2009)



BCG Basarisizhigi Onceden Belirlenebilir mi?

* Tek bir parametre belirleyici degil
(Saint et al Eur Urol 2003)

« EORTC skorlamasi
(Sylvester et al Eur Urol 2006)

 TUR sonrasi 3. ayda tumor durumu
(Fernandez-Gomez et al Eur Urol 2008)

T1 subevresi
(Orsola et al Eur Urol 2005)

 Molekiiler Belirtecler
— Genler
— E2F1 ekspresyonu

— Molekiiler derece (FGFR3/MIB-1)
(Kim et al' Clin' Cancer Res 2010)
(Lee et al J Clin Oncol2010)
(Van Rhnjn et al' Eur Urol 2010)



Category Treatment recommendation

BCG-refractory tumour 1. Radical cystectomy

2. Bladder-preserving strategies in patients
unsuitable for cystectomy

HG recurrence after BCG 1. Radical cystectomy
2. Repeat BCG course
3. Bladder-preserving strategies

Non-HG recurrence after BCG for primary 1. Repeat BCG or intravesical chemotherapy
intermediate-risk tumour 2. Radical cystectomy




BCG Basarisizhginda Konservatit Tedaviler

« Kemoterapi

— Mitomisin-C

— Gemsitabin

— Dosetaksel

— Valrubisin

Arac¢ Yardimh Kemoterapi

— EMDA

— Terkmokemoterapi

— Fotodinamik Terapi

o Immiinoterapi

— IFN-a

— Mikobakteryel Hiucre Duvari DNA Kompleksi
— Vicinium

Kombine intravezikal tedaviler



Risk grubu

Tedavi onerileri

Diisiik riskli tiimor

TUR-TM sonrasi tek doz intravezikal kemoterapi

Orta riskli tiimor

Niks riski disiik ve EORTC skoru <5 olanlarda TUR-TM
sonrasi tek doz intravezikal kemoterapi. Sonrasinda 1 yillik tam

doz intravezikal BCG veya optimal doz intravezikal kemoterapi

Yiiksek riskli tiimor

1-3 Y1l tam doz intravezikal BCG veya sistektomi

Cok Yiiksek riskli tiitmor

T1G3 ve beraberinde CIS, c¢ok
sayida velveya genis T1G3,
prostatik tretrada T1G3 ile
CiS, alisilmadik  histoloji,

lenfovaskiiler invazyon

Radikal sistektomi (1-3 Y1l tam doz intravezikal BCG tedavisini

NENEEREE))




h 4
Systematic screening during medical interview

l l

Suspicion of hereditary UTUC (10-20%) Speradic UTUG
- Age < 60 yr (80-90%)
- Personal history of HNPCC-spectrum cancer
or
- First-degree relative = 50 yr with HMNPCC-spectrum cancer
or
- Twao first-degree relatives with HNPCC-spectrum cancer

¥
Germ-line DNA sequencing: mutation?

b 4

- Clinical evaluation for other HMPCC-related cancer:
colorectal, gastrointestinal, endometrial ovarian and skin
- Glose monitoring and follow-up
- Familial genetic counselling

HMNPCC = heradits palvposis colorectal carcinoma.




Table 4.1: TNM classification 2009 for upper tract urothelial carcinoma

T - Primary tumour
Primary tumour cannot be assessed
No evidence of primary tumour
Ta Non-invasive papillary carcinoma
Tis Carcinoma in situ
Tumour invades subepithelial connective tissue
Tumour invades muscle
(Renal pelvis) Tumour invades beyond muscularis into peripelvic fat or renal parenchyma
(Ureter) Tumour invades beyond muscularis into periureteric fat
Tumour invades adjacent organs or through the kidney into perinephric fat




¥

Prognostic factors

v

Pre-operative

Y

* Multifocality

* Grade (biopsy, cytology)

* Advanced age

* Tobacco consumption

* ECOG-PS =1

* Co-morbidity (ASA score)

+ Systemic revealing symptoms
* Hydronephrosis

* Delay surgery > 3 months

* Tumour location

* BMI > 30

* Neutrophil-to-lymphocyte ratio
* African race

* Gender

¥

Post-operative

* Stage

* Grade

+ Carcinoma in situ

* Distal ureter management
* Lymphovascular invasion
* Lymph node involvement
* Tumour architecture

* Positive surgical margins
* Tumour necrosis

* Molecular marker

* Histological variant




Ust Uriner Sistem Urotelial
Kanserinde Konservatif Yaklasimlar

o Unifokal Tiimér

 Tumor boyutu <1 cm

* Dusuk grade

e Goruntulemede infiltrasyon (-) tiumor
* Yakin izleme uygun hasta

(EAU Kilavuzu)



Ust Uriner Sistem Urotelial
Kanserinde Radikal
Nefroureterektomi

Muiiltifokal Tumor

Tumor boyutu >1 cm

Yuksek grade

Goruntilemede infiltrasyon (+) tumor
Yakin izleme uygun hasta

(EAU Kilavuzu)



l

Diagnostic evaluation:
CTU, urinary cytology, cystoscopy

k J
+/- Flexible ureteroscopy with biopsies

L 4 ¥
Low-risk UTUC High-risk UTUC*

¥
Kidney-sparing surgery: l l
flexible ureteroscopy or segmental

rezection {prefer opan in cT3, cN+)
or percutaneous approach

Cpen Laparoscopic

Recumence

¥
Single post-operative dose of intravesical
chemotherapy

Close and stringent follow-up




Low risk

High risk

Renal Pelvis

Low risk

High risk

1. URS

2. Percutaneous




Mid & Proximal

Low risk

1. URS
2. Uretero-
ureterostomy*

Ureter

High risk

N

Distal

Low risk

High risk

1. URS

2. Distal

or

ureterectomy

1. RNU
or
2. Distal

ureterectomy
+/- LND




