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ETepoyeEvelia oTnV TTPO0O0 TOU KOPKIVOU Kal
Screening

Size at which cancer
causes death

Size atwhich cancer
causes symploms

Abnormal cell

Size
-
Fast
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Non-progressive
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Time

Death from
olher causes



Screening yia RCC

* Aev €xel BEon 010 YEVIKO TTANBUONO
* Ne@QpPIKEC «U/s screening» PMEAETEC
2uyxvotnTta < 1%
Agv aucavel TNV emRiwon

* Pseudo screening



An Imaging Epidemic

— Brain CT
-— Abdominal CT

T000000 $-r=ssrasasscassnssnasanasasanana Chest CT

2000000 4 scsrasananassnanannan »
Brain MR

1000000 f=rrreraranananamsng i T n  m e s el AT
= KneeHip MRI

MNumber of scans amaong
Medicare patients

18492 155 1996 1868 2000 2002 2004 2006
Year



Incidence of RCC
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AUO TUTTOI QUENONG TWV TTOOCOCTWYV KAPKiVOU

A B
Miw diagnoses MNew diagnoses
'
T Deaths
Number of Nurnbsr of
newcancer | 7 L new Cancer
diagnoses and | " e diagnoses and
deaths | . deaths Deaths
Timg — Time —=
Sugnests a true increase in Suggests overdiagnosis

the amount of cancer of cancer



A

Rate
(per 100 000 people)

Rate
(per 100 000 people)

Rate
(per 100 000 people)

Thyroid cancer

10
8
New
6 Diagnoses
4
2
Deaths
0
1975 1980 1985 1990 1995 2000 2005
Year
Melanoma
20
15 New
Diagnoses
10
5
Deaths
0
1975 1980 1985 1990 1995 2000 2005
Year
Kidney cancer
12
New
10 Diagnoses
8
6
Deaths
4 ~
2
0 - . . .
1975 1980 1985 1990 1995 2000 2005

Year

D

Rate
(per 100 000 people)

Rate
(per 100 000 people)

Prostate cancer

225 1
200 1
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150 1 New
125 1 Diagnoses
100 1
75 1
50 4 Deaths
25 d \
0
1975 1980 1985 1990 1995 2000 2005
Year
Breast cancer
175 7
150 1 New
Diagnoses
125 {
100 1
75 1
50 1 Deaths
25 ] ——
0 . . . . . S
1975 1980 1985 1990 1995 2000 2005
Year



Etrimrrwon SRM (UIKpwV vEQPIKWY palwV)

 H au¢non Tapartnpeital ota 2-4 cm
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KooToc TNG YTTEPBEPATTEIOC

* Oikovouiko = 1 billion/year

* AUEON XEIPOUPYIKN voonpeoTnTa

o ATTwTEPEC EITTAOKEC (XNA —
KapOIoAyYEIOKEQ)




NoonpotnTta atro Tn BepaTtreia
Aleon - ATTwTepPn

Probability of freedom from new onset of GFR lower than 60 mL/min and 45mL/min
100 T —— Partial nephrectomy
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Time from surgery (years) Time from surgery (years)

Number at risk Number at risk
Partial nephrectomy 287 134 62 23 11 6 Partial nephrectomy 385 187 84 33 13 6
Radical nephrectomy 204 69 43 20 12 0 Radical nephrectomy 262 130 86 56 33 21



«From bad to worse»

 H okéwn 1TpoNABE atro TNV BiIBAIoypagia
TOU TTPOOTATN

* Meyalol aoBeveic ue ouvoonpPOTNTEC Kal
low risk vooo

> loss of renal function “not” in donors

» Opwc «donors are not kidney cancer
patients»



NeodlayvwoBevtec RCC aoBeveic ue
ouvoonpPOTNTEC

Kidney Cancer Program

Newly Diagnosed Cases of RCC- Distribution of Comorbidity

Charilson Comorbidity Index Distribution
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und 1. Jacobsen J. Norgaard M, ct al I'he prognostic impact of comorbidities on renal
ancer. 1995 1o 2006: a Danish population bascd study. J Urol 182:35-40




Ne@PIKN AeIToOupyia OTOUC QOBEVEIC PE
VEPPIKN pala

Renal Function in Patients with a Renal
Mass

MW Nomal/ CKD 1
mCKD 2
CKD 3
B CKD 4
mMCKD S

. D., Kutikov, A, Sirohi, M., Street, R., Viterbo, R, Chen, D. Y. 1

et al (2011). Prevalence of
c kidney disease in patients presenting with solid ren

al tumors. Urology, 77{(4), 781-785




ATTO TI KIVOUVEUEI £vaC aoBevNC YE
(SRM)

FOX CHASE

L, M. C., Wong, Y.-N., & Uzzo, R. G. (2012). Cc:mpeﬂn‘ risks
ts with localized renal cell carcinoma: a comorbidity based model. The Jowurnal Of' - &




ZuyicovTtac Ta YTrep kKal Karta tng
Oepartreiag

* 1600 emBeTIKEC €ival o1 SRM'S

» | KivOuvocg BavaTou aTr’ Tov KapKivo JETA
Oepartreia

* [Twc¢ uttoAoyileTal N ETTIOETIKOTNTA TOU OYKOU
XWwpIc Bepartreia

KaAonbela vs kakonbeia

Kivouvocg «high grade» vooou
KivOUVOC OUYXPOVOU METAOTACEWC
KivOUVOG MEAANOVTIKNG METAOTAONG

V.V VYV V




KivOuvocg Kakonbelac oe oxéon PE 1O
MEYEDOC




Kivouvocg "High grade” vOoou og oxeon
UE TO HEYEDOC
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KivOUvVOC OUYXPOVOU JETAOTACEWC

*  Umbreit BJU 2012

Risk of Synchronous Metastases

10.0%

7.5959% +—F——mmmm

————0g, Metastasis

2.5%

0.0% '
O-1 1-2 2-3 3-4 4-5 5-6 6-7

Extremely rare to have synchronous metastases <3 cm in size (0.15%)

Imbreit, E. C., Shimko, M. 5., C hilds, M. A., Lohse, C. M_, heville, ). C., Leibovich, B, C

et al. (2012). Metastatic potential of
)} renal mass according to or

ize at presentation,. 8JU International, 109(2), 190-4

iginal tumour




Kivouvoc¢ JEANOVTIKNGC METAOTACEWC
Xwpic Bepartreia
« Limited data — OJwWG TTOAAG OTOIXEIO ATTO
hereditary RCC a6 VHL Experience”

« OAol o1 dykol TTapakoAouBouvTal Ewe 3 cm

» uexpl onuepa oto NCI (n=>400) aoBeveic ue
VHL RCC

« Kavevacg Ogv €iXe auyxpovn N METAXPOVN
METAOTAON aKOAOUBWVTAG TOV (Kavova 3 cm)

Umbreit BJU 2012



VHL Experience and the 3 cm rule

Tumor size No meta/ No patients
e <3Ccm « 0/108

e 3.2-4 o 1/27 (4)

e 41-55 e 4/19 (21)

« 6-10 « 10/20 (50)

Duffey J. Urol 2004



KaBopIouog TNC TTIBETIKOTNTAC

T mOavoTNTa KaAoNBelag o€ PIKPO HEYEDBOC
| mBavoTtnta high grade og pIKpO pEyEBOC
2. XEOOV KAVEIC JUE METAOTACN KATA TN
dlayvwaon

2. XEOOV KAVEIC JE JETAOTAON META ATIO
screening — Bepartreia (VHL experience)




2TpaTNVIKN Mn ©¢paTreiag

« Ti1ouuPaivel Xwpic Bepartreia

» WW vs AS

* [loooTikoTroIOVTAC TN KN BEpaTTEia
» Morbitity

» Growth rate

» progression

» failure to salvage



Small Renal Parenchymal Neoplasms
Further Observations on Growth gosnia 1995

* [1ToAAEC avagpopEc aTnV BIBAIoypagia Twyv
OKTIVOAOYWYV (1990-1995)

 Mikprj au¢non Tou OYKOU O€ UIKPEC UACEC
* MeyaAuTtepn aug¢non TOU OYKOU O€ PNEYAAEC
HaGES



Canadian Experience-15 years ago




PuBuoc aucnong- Canadian Experience (n=178)

* Bioyia: RCC

« Bioyia: kahonBeia
,,,,,,,,, Z— e 12 mmlyear
e e AL » Local progression

e o —n =,
,'—‘__,_t—""""-": ————————————————————
,,,,,,

N 12%
 MerdoTtaon 1,1 %

Jewett Eur Urol 2011



Canadian Experience

C. G, Pautler, S_E.
Morash, r S.E ‘Sl:-m:t:s_ D. R, etal (2011). Active

Jewett Eur Urol 2011



Progression
MeTadavaAuon ONUOCIEUPEVWY OEIPWYV

* Movo ocipécg ue “individual data”

o XWPIC TTPWTOKOAAO — OIAPOPEC AITIEC VIO AS
« 880 aoOBeveic pe 936 SRM

» median follow up 27,5 pynvecg

» 18/880 (2%) = M+

Smaldone MC Cancer 2012



MeTaoTaon Uovo

* cCRCC o¢g apyIko pyeyebBoc = 2,5 cm
 Movo yera Ta 3 cm!!!

Smaldone MC Cancer 2012



ETTITwoEIC TNC KaBuoTEPNONG

* Ava (euyn avaAuon 32 SRM TTou
QAVTIMETWTTIOTNKAV UE AUECO VS ATTWTEPO

XEIPOUPYEIO
* OAol xeipoupyndnkav ue lap PN

« Kauia o1a@opa aTo XPpOVOo IoXaIdia
QATTWAEIAC AiJATOC KTA

raise bahrami ,BJU 2009 incidentally discovered renal masses



Follow up Twv aoBevwyv o€ active surveillance

O poAo¢ TG Blowiacg
‘lola aTreikovion
000 OUXVQ ATTEIKOVION

OTE TTAPEPPAIVOUUE







KaBopIiouoc TNC ETTIOETIKOTNTAC
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TCGA ERA

TS5 Sample Fortion Center
Plate

TCGA-02-0001-01C-01D-0182-01

Project Participant Vial Analyte

To ToTTiO TWV PETAAACEWYV Eival Twpa KaTavonTo kal cto RCC
90% of RCC loses 3p
H mTAciovoTnTa £X€1 aAAayéC oTo VHL

Kai &AAa yovidia a1o 3p £xouv aAAayEC Kal EUTTAEKOVTAI OTO
chromatin remodeling/ epigenetic regulation



[Tpoyvwan - Bioywia
PR e

Chromatin Remodeling Genes (CRC

 TCGA Clear Cell Project
- PBRM1 32.9%
e BETID2 11 5%
— JARID1C/KDMSC- 6.7%
— BAP1- 10.1%

* Worse prognosis and disease characteristics
with CRG alterations

- Rate of Mutations in SRM <4 cm = 3996



[Tpoyvwon - Bioyia

Trial Schema
R
Enhancing Small Renal Mass

1.25- 2.5 cm

Percutaneous
Biopsy

| Clear Cell
LR

Sequencin
Integrated MO M1 Of BAP1, P

Assessment
(non-Actionable) l [} 1

Active Surveillance Protocol
Interval imaging performed with size documentation
Intervention recommended for tumors >3 cm.



[1poyvwaon - Bioyia

Average Growth Rate Curve
(Linear Regression Model)
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Protocol Design

Screening

Eligibility

Surgical
Intervention

?

1) 3 cm size reached
2) Patient preference

| Active Surveillance Protocol

| Weoesly T
T O N
| Reamus } sl lx Tx b Iwls Continue
RRREL ... BT T e e Surveil
| Labs ‘ i » 4 N T L - —
| Questionaire i N o " , x ‘ . % oy
L * - + * 4 .
Abd MRI ‘ i i ! x
Chest CT -, | i I

Tumor Size in Maximal Dimension

C

alculated Each Visit







