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Epidemiologia:

Rak nerkowokomorkowy RNK
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http://www.microscopyu.com/galleries/pathology/kidneyadenocarcinoma.html
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In CEE countries, incidence and mortality rates

of RCC are among the highest in the world

2008 Incidence of Renal Cancer CEE vs Big 5 Central & Eastern Europe
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Total health care expenditure in CEE countries

is far lower than Western Europe

Health Care Expenditure per Capita in 2008 Bl Central & Eastern Europe

European Union Big 5
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RNK: histologia | patogeneza

RNK to heterogenna grupa nowotworow
Wiekszos¢ przypadkow stanowi rak jasnokomorkowy
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Cohen NEJM 2005

sporadyczny RNK ccRCC: Teoria 2 uderzen
i 84-98% delecja jednego allelu (LOH)
I mutacje w 34-57% innych alleli
i Metylacja w 5-19%
C wiecej 80% CCC: mutacje genu VHL Rini JCO 2005



Patologia molekularna raka
jasnokomorkowego nerki
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Postep w leczeniu RCC:

terapie systemowe- terapie celowane

High-dose IL-2

: IFN-
Cytotoxic w

chemotherapy

S A A
-\I_—

Gemcitabine plus

IFN-Wand high-dose IL-2 ~ capecitabine or
doxorubicin

Sorafenib:
Sunitin approved
in US (2006)° Zoth licensed in the

Temsirolimus and
bevacizumab + IFN

Everolimus

Pazopanib EU

2010
TARGET

2012 Axitinib ,
dovitinib , tivozanib




The NEW ENGLAND
i JOURNAL o« MEDICINE

ESTABLISHED IN 1812 JTANUARY 11, 2007 VOL. 356 NO. 2

Sunitinib versus Interferon Alfa in Metastatic
Renal-Cell Carcinoma

Robert |. Motzer, M.D., Thomas E. Hutson, D.O., Pharm.D., Piotr Tomczak, M.D., M. Dror Michaelson, M.D., Ph.D.,
Ronald M. Bukowski, M.D., Olivier Rixe, M.D., Ph.D., Stéphane Oudard, M.D., Ph.D., Sylvie Negrier, M.D., Ph.D.,
Cezary Szczylik, M.D., Ph.D., Sindy T. Kim, B.S., Isan Chen, M.D., Paul W. Bycott, Dr.P.H.,

Charles M. Baum, M.D., Ph.D., and Robert A. Figlin, M.D.*



Phase Il data

Agent/

Class Comparator Line of treatment Benefitin PFS/OS| Main exclusion criteria
Sorafenib? CK treated
Placebo . Yes Brain metastases, previous exposure to VEGF inhibitors
Oral TKI or CK unsuitable 1P P
Sunitinib2 N Brain metastases, previous systemic thera
IFN-a First line Yes 1 Previe yate PYi
Oral TKI uncontrolled hypertension, cardiovascular events
Temsirolimus3 First line . .
e IFN-a . Yes Previous systemic thera
IV mTOR inhibitor poor risk only y PY
Bevacizumab Yes Previous systemic therapy, brain metastases,
+ IFN-a4 IFN-a Firstline uncontrolled hypertension, cardiovascular disease,
IV anti-VEGF Ab recent major surgery, anti-coagulant medication
Everolimuss : Yes Brain metastases, previous exposure to mTOR
. Placebo >Second line . : o
Oral mTOR inhibitor inhibitors, uncontrolled medical conditions
Pazopanib6 First line or Bl'alr:l metastases, poorly controlled hypertepsmn,
oralT| Placebo K treated Yes cardiovascular or cerebrovascular events, prior
re reate exposure to targeted therapy
1. Escudier B, et al. N Engl J Med 2007;356:125—34. 2. Motzer RJ, et al. N Engl J Med 2007;356:115—24.
_ 3. Hudes G, et al. N Engl J Med 2007;356:2271-81. 4. Escudier B, et al. Lancet. 2007;370:2103-11.
CK = cytokine 5. Motzer RJ, et al. Cancer 2010;116:4256-65. 6. Sternberg CN, et al. J Clin Oncol 2010;28:1061-8.



clinical practice guidelines
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Renal cell carcinoma: ESMO Clinical Practice Guidelines

for diagnosis, treatment and follow-up’

B. Escudier’, C. Porta®, M. Schmidinger®, F. Algaba®, J. J. Patard®, V. Khoo®7, T. Bisen® &
A Horwichf on behalf of the ESMO Guidelines Working Group”
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incidence and epidemioclogy

Renal cell arcinoma (ROC) accounts for 2% -3% of all adult
malignancies, representing the seventh mast common cancer in
men and the ninth most common cancer in women [1].

Worldwide, there are ~ 209000 new cates and 102 000 deaths
per year. The incidence of all stages of ROC has increated over
the past several years, contributing to a steadily increasing mor-
tality rate per unit popubion Active and passive cigaretie
smoking is an estblished sk Bctor for RCC as well as hyper-
tension. However, anti-hyperiensive medications such as diure-
tics are not independently associsted with REC development.
ROC abio appears to be more comman in patients with obesity,
ennd-stage renal failure, scquired renal oystic diseate and tuber-
o s erodis

Approximately 2%-3% of ROC are hereditary and several
autiosomal dominamt syndmmes ame described, each with a dis-
tinet genetic basis and phenotype, the most commaon one being
Vion Hippel Lindsu disease.

In pecent yeass, many new gene asociated with RCC have
been l!Pm‘le\l (such as PERM], SETD2, BAP1). Their mles in
pathogenesis and s prognostic liomarkes are cumendy under
inves tigation.

diagnosis and pathology/molecular
biology

The proportion of somll and incidental renal tumouns has sig-
nificantly increased owing to the widespread use of abdominal

imaging g ulimsonography, omputed maography (CT) and
nmgnetic mionmance imaging (MRIL Mo than 50% of ROCs
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are currently detected incidentally. However, some patients with
ROC still present with dinical symploms, such as flank pain,
gross haematuria and palpable shdominal mas: (the classical
triad); metastatic sympioms like bone pain or lung nodues or
pamneoplistic syndromes, such as hy parcakcsemia, unexpliined
Ever, erythrcytosis or wasting sndromes.

Physical examination alone directs further exminations
especially when symptoms and signe mentioned shove are
present. Suspicion of ROC should prompt ebomtory examina.-
tins: of serum creatinine, haemoglobin, kukocyte and plakelet
counts, lactate dehydrogensse and serum-comected calcium, in
addition i other symptom derived tests [IV, B]. Inflammatory
syndrome sts such as Coreactive protein (CRFP) and ecythro-
cyte sedimentation rate have been suggested Some of these tess
are progmosticators for survival and wed for fsk assesment
(see bater).

Mot casen of ROC are strongly suspected by imaging. Disgnosis
by ultrasonography and further investigated
by CT scan, which allows for assesmment of local invasiven es,
lymph pode invalvement or other metastaies. MRI may provide
additional information in investigating local advancement and
venous imvolvement by tumour thrombus MRI may also be
uselul in situations where Lv. contra cannot be wed.

For accunte daging of ROC, abdominal and chest CT or MEI
is mandatory [[IL A]. Chest CT is the most sensitive approach
for chest staging [111, A} Unles indicated by clinical or beboratory
signg or symploms, the wse of bune san or CT (or MEI) of the
brain i not moommended for routine dinical practice [LL A).
Pusitron emision imography is not a standard investigation in
the diagnosisand staging of ROC [L B

A renal tumour core biopsy provides histopatha agical con-
firmation of malignancy with high senstivity and specificity. A
disgrustic biopsy is especially required before treatment with
ablative thempies [LIL B]. It is also indicated in patients with
metastatic disesse before commencing systemic trestment
[, B]. The final histopathological disgnomis, clasification,
grading and evalustion of prognostic factors are based on the
nephrectomy specimen when available.
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2013 ESMO guidelines: 1st-line

treatment?

L First-line treatment J

Clear cell histology Non-clear cell histology

Good/intermediate Poor prognosis
prognosis

Sunitinib, Bevacizumab + interferon-
a

Pazopanib, tivozanib, sorafenib?
axitinib -

Temsirolimus Clinical trial

Sorafenib Sunitinib SRt =D

Temsirolimus
Sunitinib

Interleukin-2 Best supportive care

Escudier et al. Ann Oncol 2012;23(Suppl. 7):vii65-vii71



2012 ESMO guidelines: 1st-line

treatment

- o o
Sorafenib Sunitinib Sorafenib
Interleukin-2 Best supportive care IRT——
Sunitinib

Escudier et al. Ann Oncol 2012;23(Suppl. 7):vii65-vii71




What are Il line scenarios for long-term response

—

D>A->C->B ’,




2014 NCCN guidelines for clear-cell

MRCC: Second-line therapv
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1. Motzer RJ, et aCance2010;116:425665; 2. Rini BI, et dlancet2011;378:193%9; 3. Hutson TE, et & SM@012;abstract
LBA22




Original Article Table 5 Results of Univariate Analysis for AN Predefined
- Prognostic Factors

Factor P = .05 an

Phase 3 Tria unvariste | otastatic

R CI1 ﬂl C CH C s PFS 08

1stLine 24 | ine 3d Line 4t Line — Nn=82

1stLine 2d | ine 3dLine » n=104 79%
1stLine 2d | ine » n =141

— . B
1stLine » n=89 21%

1. MotzerRJget al.Lancet2008;372449-56; 2.MotzerRJ, et alCance2010;116425665;
3. CalvoE, et alEur XCancer2012;48:3329.



Optymalna sekwencja leczenia - czy zawsze

konieczna jest zmiana mech. dziatania?

MTOR
Inhibitor

7 badan retrospektywnych Skutecznosc ewerolimusu
>4,00 pacjentow jest porownywalna bez
wgzledu na liczbe

wspieraja leczenie sekwencyjne
PIEFAR V] stosowanych TKI®

z TKI[*7

MTOR
inhibitor

Jak dotad brak danych dot. skutecznosci innych
lekow po inhibitorach mTOR

1. Tamaskar |, et al. J Urol 2008;179:81i 6. 2. Richter S, et al. Onkologie 2008;31:234, abst V684
3. Choueiri TK, et al. ESMO 2008; abstr 593. 4. Eichelberg C, et al. Eur Urol 2007; 54:1373-78
5. Dudek AZ, et al. Cancer 2009; 115:61i 7. 6. Sablin MP, et al. ASCO 2007, abstr 5038

7. Porta EAU 2009; abstr ? 8. Escudier B et al. presentation at ESMO 2008; abstr 720



PROGRESSION-FREE SURVIVAL
SUNITINIB
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OVERALL SURVIVAL
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OVERALL SURVIVAL - SUNITINIB

(FAVOURABLE AND INTERMEDIATE MSKCC RISK GROUPS)

Product-Limit Survival Estimates
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OVERALL SURVIVAL - SUNITINIB

(FAVOURABLE AND INTERMEDIATE MSKCC RISK GROUPS)
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Dlaczego rak nerkkO1 HBI 1 A AEOx U
onkologil z bo angiogenezanie jest swoista tylko dla
raka nerki
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