KUGCUK RENAL KITLELERDE TANI,
BiYOPSI, iZLEM ve ABLATiF _
TEDAVI PROTOKOLLERI c’

DR. YAKUP KORDAN

ULUDAG UNIVERSITESI, TIP FAKULTESI, UROLOJi AD.
BURSA, TURKEY




RHK

:‘Bijnya genelinde 9. en sik kanser

= Urogenital timorler icinde 3. sirada

m  TUm timorler icinde %2-3 oraninda

m GOrluntlleme yontemleri US, BT ve MR’In yayginlagmasi
m  Onsidansindaki yillik artis orani %2

= Ileri evre hastalikta belirgin azalma

Current Opinion in Urology 2009,

m TUm renal kitlelerin>%50'si rastlantisal saptanir 19133137

Urol Clin N Am 35 (2008) 627-634
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BoOobrek Tumorlerinin Tedavisinin Evrimi

+

BB;;ET insidansin artmasi ve
MR stabil mortalite
Klasik
Triad
_ Laparoskopik / Perkiitan _
s Pl Enerji Ablasyonlari Robotik
(1980’ler — 1990’lar) Aktif izlem (2008) cerrahi
Radikal Nx Laparoskopik Transkutan6z Enerji
(1969) Yaklagimlar Ablasyonu

(1990’lar — 2000’ler)



Evrimin Nedeni??

Parsiyel ve radikal nefrektomiden sonra kronik bébrek
yetmezligi

B m
0
4
0
3 _
0 Radikal
2 _ 0 %22
0 %17
1.
%14
0 %
0

Creatinin of >2.0 mg/dL / yil

Lau, Mayo Clin Proc, 2000



KUCUK RENAL KITLELER

s Asemptomatik tani
konan bobrek kitlelerinin

Table 1. Tumor Size and Proportion of Renal

Cell Carcinomas
%85'i <4 cm
085 _ C Slze Mallgnant Benign

yontemlerinde aksiyel T—<2em  moew mom
olgum 2-<3cm 266 (78%) 75 (22%)

m %20-40 benign 3-<dem

= Mevcut goriintileme ile [l L
klt|e| er aY|rt edilemiyor Arapted from Frank et al. J Urol. 2003.[75]

Journal of Urology, vol. 193, no. 1, pp. 30-35, 2015.
J Oncol. 2015;2015:364807. doi: 10.1155/2015/364807



EPIDEMIOLOJI

+

m KlcUk renal kitle
insidansi >65 y 1

m >65 yas hastalar -
%41

Table 2. Risk of Metastatic Renal Cell Carcino-
ma (RCC) and Benign Lesion Based on Tumor Size

Tumor Slze Benign Pathology
<1 ¢cm 30%-45%

1-2 cm

2-3cm

34 cm

4-bcm

6 cm

67 cm

=7 cm

Adaptad from Thompson et al. J Urol, 2009,[76]

Metastatic (M1) RCC
< 1%

< 1%

< 1%

2%

2%—-3%




Etiyoloji

m Obezite:
5 kg/m2 BMI artisi
E:%24 K: %34 RCC artisi

m Hipertansiyon

SKB >160 mmHg olanlarda
RCC riski x2

Cancer Journal, vol. 14, no. 5, pp. 288-301, 2008.
Lancet, vol. 371, no. 9612, pp. 569-578, 2008.

RHK icin risk faktorleri

Risk Faktdrii RHK ile birliktelik

illik paket sayisi ile korele, sigaray!
hirakmak riski azaltiyor

” Viicut kitle indeksi ile korele, zayiflamanin
Obezite . oty
iski azalttigi giipheli
Hiseranifig: Kan basincinin yiiksekligi ile korele, HT
P y ontrolii riski azaltiyor

| Ailesel kanser sendromlari m Herediter ailesel hastaliklar ile korele

m Obezite ve hipertansiyonla iligkisiz olarak

Son donem babrek hastaligi m Risk artiyor

Bokiinssis Dogdum sayisi arttikga risk artiyor, ilk
L dogumdaki yas ile iliski?

m Degigken Aktivite diizeyi ile iligkili
Alkol kullanimi Degigken Doza bagimli

Genetik yatkinlik m RHK aile oykiisii ile yakin iligki

Ljungberg B, Eur Urol 2010; 58:398-406.



TANI — Radyolojinin Roll

‘{I—Saptama ve tani koyma
*US/BT/MR (Kombine yaklagim)

2-Evreleme

*Nefron koruyucu cerrahi vs. radikal nefrektomi
rehberligi

3-Perkutan biyopsi

4-Goruntiileme esliginde tedavi



USG

m Uriner sistem incelemesinde
1. basamak (tarama)
(RCC’lerin %80'ini USG’de
saptaniyor *)

m Kistik lezyonlari (septasyon
vs.) degerlendirme

m BT'de saptanan hipovasuler
tm’leri,benign kistlerden
ayirt etmede yardimci




TANI - Radyoloji

Eur Urol. 2015 May;67(5):913-24

:“ . AkS|ye| BT / MR EAU Guidelines on Renal Cancer

m Sadece teshis, ayiricl tani ve izlemde degil ayni
zamanda tedavi ve tedavi sonrasi takiplerde de
radyolojinin rolt gittikce artmakta

m BT'de kontrastsiz ve iv kontrasth gorinttler MUTLAKA
alinmali!

kortikomeduller faz 25-45 sn
nefrogram fazi 60-90 sn
eksresyon fazi 240-300 sn

0 anlamli ( Guavenilirlik ???)
(Pseudoenhancement )



BT- Dual Energy Spectral Imaging (GSI)

|
MIXED VIRTUAL NC-WATER |IODINE MAP

m]




MR

-‘ BT'de kontrast madde
verilemeyen hastalarda

m BT ile kontrast tutulumu net
degerlendirilemeyen kitlelerde

m Kistik lezyonlarin daha iyi
degerlendirilmesinde

m < 1cm kitlelerin
degerlendirilmesinde

m Sorun ¢Ozucu modalite !

Hyperattenuating renal mass

|

Conlrasl CT I

P

nod + 420 HU

Hyperalienualing cysl Q

Fal Supp +F

NN

0 OPS
RCC 50~ Of hypenniense 2-hypointense

(clear cell) \
AML

I Biopsy

'

RCC (papillary), AML




’

S
Solid Kitle-RCC L

‘ m Berrak htcreli=Belirgin kontrast / _
tutulumu /

m Papiller tip=>Dusuk derece kontrast
tutulumu

m Kromofob tip—>Orta derece kontrast
tutulumu




DifGzyon MR

Fokal lezyonlarin karakterizasyonu

Komplike renal kist-malignite
ayliriminda

Cerrahi sonrasi tumor nuksu
degerlendirmesinde

Metastazlarin degerlendirilmesinde

RT ve KT sonrasi tumor ve
metastazlarin takibinde

Kontrast madde kullaniminin KE
oldugu ve Nefrojenik sistemik fibrozis
riski olan hastalarda

GE MEDICAL 5

=




Arterial Spin-labeling MR
Imaging of Renal Masses:

Radiology

Correlation with Histopathologic

MR, Perfliizyon e

8 ‘ Onkositom—->RCC’den
yuksek perflizyon
degerleri gosterir

. Papiller RCC, diger RCC
tiplerinden daha disuk
perfuzyon degerlerine
sahip




Substruction MR

1 Fat-Suppressed MRI

FIGURE 3. T1-weighted MR
image in a ar-old man who
bdominal pain
Le

. The mass
high T1 signal

uppressed TI-
linium admin

hyperintens
'maging was artifactual.

sing of retinal input,*” demonstrating that our perception pathologic lesions, may | to unr ry patient workup,

00 ing

Onkositom ve disuk yag iceren anjiomyolipomlar hala problem



Renal Biyopsi

#ndikasyonlar

mBilinen ekstrarenal malignitesi olan renal kitleli olgular

nGOruntileme bulgularina gore unrezektable olarak
degerlendirilen renal kitleler

mCerrahi riski yuksek olgular
mEnfeksiyon-renal kitle ayrimi gereken olgular

mEAU-AUA= MIC ya da Al dncesi dnermektedir



Systematic Review and Meta-analysis of Diagnostic Accuracy of
Percutaneous Renal Tumour Biopsy

Axel S. Merseburger”, Peter F.A. Mulders'’, Thomas Powles™, Michael Staehler",
Borje Ljiungberg®, Alessandro Volpe? ™

Lorenzo Marconi®, Saeed Dabestani”, Thomas B. Lam ©, Fabian Hofmann d_, Fiona Stewart*®, )
John Norrie ¢, Axel Bex’, Karim Bensalah 2, Steven E. Canfield ", Milan Hora ‘', Markus A. Kuczyk’,

m Meta Analiz, 57 arastirma= kor igne > ince igne
m Tani degeri >%90

m Tanl konamayan %10 vakaya rebiyopsi yapllirsa
%383 vakaya tani konabilmekte

s Komplikasyon orani disuk (major kanama <%1)

m TUmor ekim orani ¢cok cok dustk, %0-0.009



Biyopsi

Anhme Igne aspirasyon biyopsisi- kistik kitlelerde
= [gne kor biyopsisi
m 18 G ve coaxial teknik- 6nerilen
m En az iki kaliteli kor olmali
m Intratimoral cesitlilik —problem

m Histolojik alt tipleri saptamada dogruluk orani: %93

m Nikleer grade’de dogruluk orani: %62.5

Yuksek grade-Dusuk grade: %87



Biyomarkerlar

FR y

m Clear Cell Ca ve Papiller Ca da yuksek

m Sensitivite %99 Spesifite %100

Mayo Clinic Proceedings, vol. 90, no. 1, pp. 35-42, 2015.
Clinical Journal of the American Society of Nephrology, vol. 7, no. 10, pp. 1591-1597, 2012.

O - RHK ‘e anti karbonik anhidraz monoklonal
antikor

m Indium-11 veya Lutetium-177 isaretleme

European Urology, vol. 63, no. 6, pp. 1101-1106, 2013.
European Urology, vol. 64, no. 3, pp. 478-485, 2013.



KRT’de tedavi alternatifler

. lﬁktif Izlem

 Radikal Nefrektomi
Acik/laparoskopik

o Parsiyel Nefrektomi
Acik/laparoskopik

Ablasyon yontemleri
Radyofrekans ablasyon (RFA)
Kriyo ablasyon (CA)

Mikrodalga ablasyonu (MWA)
Irreversible elektroporasyon (IRE)
High Intensity focused ultrasound

(HIFU)

AN NI N NN



Aktif Izlem

m (AUA tim KRK de hastalara sunulmasini onermektedir

m Ort lineer buyime <0.5 cm/yil (ort: 0.17 cm/yil)
- Kitle boyutu<2.45 cm olanlarda butyume ort. 0.13 cm/yil
- Kitle boyutu =2.45 cm olanlarda biyidme ort. 0.40 cm/yil

m %37 kitle sabit

m Takip semasinda standart bir protokol yok, genelde 6 aylik
goruntuleme tercih edilmekte

s >0.5 cm/yil biyume definitif tedaviye gecme kriteri



available at www.sciencedirect.com

European Association of Urology

Five-year Analysis of a Multi-institutional Prospective Clinical
Trial of Delayed Intervention and Surveillance for Small Renal
Masses: The DISSRM Registry

Phillip M. Pierorazio “*, Michael H. Johnson “, Mark W. Ball®, Michael A. Gorin “, Bruce J. Trock®“,
Peter Chang”, Andrew A. Wagner?”, James M. McKiernan“, Mohamad E. Allaf®
rological Institute an partment of Urology, icine, timore, MD, USA; " Division of Urology, Beth Israel
ston, MA, USA; < Department of Urology, Colur Medical Center, New York, NY, USA

m 497 hasta _ Overall survival

S —
== 92% (24)

m 21 hastada aktif tedaviye & | T =
gecilmis i

m Bunlarinda 15 i elektif

m Hastalarin %40 Al secmis

m %?2-6 oraninda agresif . ogrank, p =006
tedaviye gecis

75% (14)

Time (yr)

Primary intervention - =~~~ Active surveillance




INTERNATIONAL JOURNAL OF

L (@ ] @ ) e —

International Journal of Urology (2015) 22, 432-438 doi: 10.1111/iju.12734
Review Article

Active surveillance for clinically localized renal tumors: An updated
review of current indications and clinical outcomes
Marco Borghesi,l'2 Eugenio Brunocilla,! Alessandro Vo]pe,3 Hussam Dababneh,’

Cristian Vincenzo Pultrone,!** Valerio Vagnoni,' Gaetano La Manna,>* Angelo Porreca,’
Giuseppe Martorana'*? and Riccardo Schiavina!s?

Table 1 Most representative, non-redundant, retrospective and prospective series reporting data of active surveillance for cT1a renal tumors (SRM)

Author Patients/tumors  Mean Mean tumor  Mean tumor  Tumor Mean follow  Delayed Progression Deaths, n (%)
(n) age (years) size (cm) growth rate  biopsies, up (months)  surgery, to metastases,
(cmlyear) n (%) n (%) n (%)
Chawla et al." 61 - 2.97 0.20 1(1.6% 360 20 (32.8%) 1.6% 0 (0%)
Volpe et al.™ 29/32 7 2.48 0.10 0 (0%) 389 8(275%) 0% 2% (6.9%)
Abou Youssif etal.'®  35/44 78.1 2.2 0.21 1(2.8% 476 8(229%) 5.7% 9% (25.7%)
Mason et al."” 82/84 74 2.6 0.25 7(85% 360 12 (14.6%) 1.2% 7+ (8.6%)
1§ (1.2%)
Brunocilla et al.%° 62164 75 2.0 0.40 25 (40.3%) 915 16 (25.8%) 3.2% 18% (29%)
2§ (3.2%)
Crispen et al.*® 154/173 69 2.45 0.29 - 31 68 (39%)  1.3% 0 (0%)
Rosales et al.* 2121223 7 2.8 0.34 40 (19% 35 11 (5%) 1.9% 144 (6.6%)
1§ (0.5%)
Abouassaly etal.®®  110/110 81 2.5 0.24 5 (5%) 24 4(3.6%) 0% 34% (31%)
tlewett et al.*’ 178/209 73 21 0.13 99 (55.6%) 28 9 (5% 1.1% 104 (5.6%)
2§ (1.1%)
Haramis et al.*’ 44/51 17 2.67 0.15 17 (38.6%)  77.1 2(45% 0% 11 (2.2%)

Repetitive cohorts have not been included. tProspective, Phase Il study. $Non-cancer related deaths. §Cancer-related deaths.



Ablatif Yontemler

:‘Eok saylida komorbiditesi olan ya da cerrahiye
uygun olmayan hastalarda

m Lap, Robotik, US ya da BT esliginde
uygulanabilir



Cryoablation vs radiofrequency ablation for the
BJLT treatment of renal cell carcinoma: a meta-

analysis of case series studies
Regina El Dib**, Naji J. Touma® and Anil Kapoor*

*Botucatu School of Medicine, UNESP - Univ Estadual Paulista, Botucatu, Brozil, ' Department of Urology, Queen'’s
University, Kingston, and *McMaster Institute of Urology, McMaster University, Hamilton, ON, Canada

m|31 seri, ort. 18.1 ay takip
m Klinik etkinlik: CA %89 vs RFA % 90

m Komplikasyon oranlari arasinda fark yok

BJU International, vol. 110, no. 4, pp. 510-516, 2012.

. Al sonrasi CA en uygun maliyetli

o Perkitan CA daha digtk maliyetli ve daha kisa G . _
hastanede kalis

Annals of Surgical Oncology, vol. 20, no. 11, pp. 3675-3684, 2013. 3 —



Cryoablation for Small Renal Masses: Selection Criteria,
Complications, and Functional and Oncologic Results

Homayoun Zargar®™*, Thomas D. Atwell”, Jeffrey A. Cadeddu*, fean J. de la Rosette d
Gunther Janetschek®, Jihad H. Koouk®, Surena F. Matin’, Thomas J. Polascik®,
Kamran Zargar-Shoshtari ', R. Houston Thompson '

Table 1 - Contemporary noncomparative cryoablation series with minimum sample size (n=100)

Study No. of Patient Tumor Complications,  Follow Function Treatment  Survival,
procedures characteristics size, cm overall/major, ¥ up, mo failure rate %

Laguna et al [17] 148 LCAs Age: 70.5 yr 26 15.5/3.1 NR NR NR NR
(144 patients) CCl: 2°
Tsivian et al [15] 163 LCAs Age: 66 yr 2.4 NR 20° NR 43% NR
Guazzoni et al [12] 131 LCAs Age: 62.3 yr 214" 20.3/0.8 No change in 0/53" 0S: 93.2/
(123 patients) ASA: 2 creatinine CSS: 100
Okhunov et al [7] 210 LCAs Age: 64.5 yr 26" 19.5/9.5 NR NR NR
9.1% high
RENAL score
Duffey et al [16] 116 (107 LCAs)  Age: 69.5 yr 276" 19.8/1.7 Vg RFS: 77=%
CcCl: 0
Blute et al [8] 139 PCAs Age: 70 yr’ 24" 12.9/0 g NR
ASA: Il (54%) 9% high
RENAL score
Breen et al [9] Age: 67 yr 126/171 <4 0 NR
Kim et al [10] Age: 72.6 yr bl 5.2 decline in
CClI: 39 RENAL eGFR, ml/min
ACCI: 6.4 score 6.5 per 1.73 m?~
20% CKD upstage
Schmit et al [11] 430 PCAs Age: 69.7 yr 31" 9" NR
(389 patients) CCl: 2.4 RENAL
score 7.2

Georgiades et al [13] 134 PCAs NR 28" 2/134 (1.5%) 0S: 97.8%
Css: 100”

DFS: 97%
Johnson et al [14] 112 LCAs Age: 59.7 yr 3" 9" No change in 0S: 80.9

(92 patients) ACCI: 4.55 creatinine 0S: 77.6*
PFS: 91%

CSS: 98.5%

Stop Timer




Table 2 - Contemporary comparative series comparing cryoablation with other nephron-sparing modalities

Study Modality (n) Patient Tumor size, Complications, Follow Function Recurrence Survival
characteristics cm/RENAL  overall/major, ¥ up, mo
score
Tsivian et al [25] LCA (72) Age: 66 vs 63 yr'  2vs 2.2 13.9/8.3 NR NR NR NR
Vs ACCl: 4vs 5 27.8% vs Vs
PCA (123) 60% post. 21.1/0.8
Kim et al [20] PCA (118) LCA older 2.7 vs 24" 10 vs O 38.6 vs 714" CKD upstage® 17% 0S* 86.3
Vs Comparable /6.5 vs 5.8 28% vs 25% Vs vs 79.3%"
LCA (145) CCl 23% RFS” 86.3%
vs 85.5%"
El Dib et al [18] CA (457) Age: 63.8 25vs 2.7 19.9 vs 19 179 vs 18.17 NR CE89% NR
Vs vs 64 yr Vs
RFA (426) 90%
Atwell et al [21] PCA (163) Age: 68.2 23vs 197 Major 1.8 mo NR 2.8% RFS" 95.6%
Vs vs 68.6 yr Central location 5.1 vs 4.3 vs 3.2 yr Vs vs 97.2%
RFA (222) 41% vs 7% 3.2%
Tanagho LCA/PCA (267) Age: 69.3 25vs29° 8.6 vs 9.4 39.8 vs 21.9" GFR decline 12.7% DFS® 83.1%
et al [22] Vs vs 57.4 yr~ /6.4 vs 7.3 6% vs 13% Vs vs 100% CSS®
RPN (233) CCL: 6.5vs 2.17 0% 96.4% vs 100%
0S* 77.1%
vs 91.7%
Guilloteau RPN (210) ASA TII/IV 24vs 22" 20 vs 12 4.8 vs 445 New CKD 0% NR
et al [19] Vs (51% vs 80%) 32% vs 23% post 12.2% Vs
LCA (226) CKD III/IV vs 16.2% 11%
(1% vs 10.6%)
Klatte et al [24] LCA vs Age: 68.4 vs 2.28 vs 2.41° 9.8vs21.3 NR NR 9.4% Metastasis
(meta-analysis) LPN/RPN 61.3 yr vs 04%  4.4% vs 0.4%
ASA T11/IV
(73.8 vs 50.7%)
Thompson CA (187) Age: 71.6 vs 29vs2.1vs 12" NR 1.9 mo vs NR 3% vs 5% Local RFS"
et al [23]° Vs 70.7 vs 60.1 yr 3.6 mo vs 36% 98% vs 98% vs 98%
RFA (180) CCl: 2vs 2.1vs 1.2 vs 5.2 yr MFS"
\'(3 100% vs 93% vs 99%
PN (1057) os"

88% vs 82% vs 95%



RF

m| RF vs PNX
GS ve KSS arasinda fark yok
Prog Urol, 2013. 23: 99.
m RF vs RNXx
KSS her iki grupta %100
GS RN de daha lyi
J Urol, 2009. 181: 2430.
m RF vs APNX

Komplikasyon ve hastanede kalis
APNx grubunda daha yuksek

AJR Am J Roentgenol, 2013. 200: 461.




EAU Guidelines

+

7.1.4.3.6 Other ablative techniques
Some studies have shown the feasibility of other ablative techniques, such as microwave ablation, laser

ablation, and high-intensity focused US ablation. However, these techniques are considered experimental.

Summary of evidence
Population-based analyses show a significantly lower cancer-specific mortality for patients treated
with surgery compared to non-surgical management. However, the same benefit in cancer-specific
mortality is not confirmed in analyses focusing on older patients (> 75 years).
In active surveillance cohorts, the growth of small renal masses is low in most cases and progression
to metastatic disease is rare (1-2%).

of the available data does not allow definitive conclusions regarding morbidity and oncological
outcomes of cryoablation and radiofrequency ablation.

Low quality studies suggest a higher local recurrence rae for minimally invasive therapies compared
to partial nephrectomy.

Recommendations
Due to the low quality of available data no recommendation can be made on radiofrequency ablation
and cryoablation.

In the elderly and/or comorbid patients with small renal masses and limited life expectancy, active
surveillance, radiofrequency ablation and cryoablation may be offered.
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