Novinky v [écbé karcinomu
ledviny z pohledu onkologa

Jana Katolicka

FN u svaté Anny, Brno



Lécba lokalizovaného onemocneéni
(stadium |, Il a operabiini lll. stadium)

» Zakladem je léCba chirurgicka.

* Do soucasnosti nebyl prokazan klinicky prinos neoadjuvantni
ani adjuvantni IéCby nadoru ledvin, proto neni indikovna na

mimo klinické studie.



Lécbha generalizovaného onemocneéni (neoperabilni
lokalné pokrocilé onemocneni a IV. stadium)

potrebuje vice uvazovani a multidisciplinarni pristup

chirurgie



Postaveni cytoreduktivni nefrektomie v mRCC
v hedavné dobe .....

R O k 2 O O 6 Table 1. Baseline Demographic and Clinical Characteristics.*

Sunitinib  Interferon Alfa

Variable (N=375) (N=375)
Sex — no. (%)
Male 267 (71) 269 (72)
Female 108 (29) 106 (28)
Median age — yr (range) 62 (27-87) 59 (34-85)

ECOG performance status — no. (%)

* Sunitinib — novy standard 1. linie mRCC ? ]

Previous nephrectomy — no. (%) 340 (91) 335 (8
Previous radiation therapy — no. (%) 53 (14) 54 (14) {
Baseline Factor No. of Patients Hazard Ratio (95% CI)
Effect of sunitinib vs. interferonc 0 —
or risk factors
T ious nephrectomy Lung Z92.08);  298(75)
< Yes 673 = — Liver 99 (26) 90 (24)
No 77 —
\* Bone 112 (30) 112 (30)
- 475
=65 ;,, —— Lymph nodes 218 (58) 198 (53)
Sex : :
T e . No. of disease sites — no. (%)
Female 214 - 1 55 (15) 72 (19)
ECOG score
o 456 —at— 2 106 (28) 112 (30)
1 294 ———
Lactate dehydrogenase level >3 214 (57) 191 (51)
StaxUEN 718 ik MSKCC risk factors — no. (%)
>1.5xULN 34 N
Time since diagnosis 0 (favorable) 143 (38) 121 (34)
=1yr 344 -
<lyr 391 o 1-2 (intermediate) 209 (56) 212 (59)
Hemoglobin level
<LLN 219 =l 23 (poor) 23 (6) 25 (7)
=LLN 515 -
Corrected serum calcium level * ECOG denotes Eastern Cooperative Oncology Group.
=10 mgydi 688 i [  Data were missing for 17 patients in the interferon alfa group. Risk factors
10ma/dl 48 : : associated with shorter survival according to the Memorial Sloan-Kettering
o9 . 9> B - Cancer Center (MSKCC) risk classification® are a low serum hemoglobin
Sunitinib Interferon Alfa level, an elevated corrected serum calcium level, an elevated serum lactate
Better Better dehydrogenase level, a poor performance status, and an interval of less than
1 year between diagnosis and treatment.




CARMENA design studie

Vstupni kritéria

Pacienti (pts) se
synchronnim
mRCC, schopnych
nefrektomie

Histologicky
verifikovany ccRCC

ECOG PS0-1

Bez
symptomatickych
mozkovych
metastaz

Akceptovatelné
organové funkce
pro lécbu
sunitinibem

Sunitinib
50 mg/den (schéma 4/2)

Nefrektomie

Sunitinib
50 mg/den (schéma 4/2)
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N=450

Statifikace: Primarni cil:
= MSKCC kritéria = OS non inferiorita




Skorovaci systémy u renalniho karcinomu

- Tabulka 1: Skérovaci systém dle MSKCC z roku 2002: plati pro lécbu TKI a bevacizumab

- «LDH>1,5 ndsobek horni hranice normy,

- +hemoglobin < dolni hranice normy,

- «korigované sérové kalcium > 2,5 mmo/I,

— + Karnofsky index < 70 %,

- «interval < 1rok od diagndzy do zapoceti systémové lécby.

Dobra prognoza



Celkove preziti

Median OS, mésice
(95% Cl)

Celkem

MSKCC intermediate risk

MSKCC poor risk

Rameno A:
Nefrektomie + Sunitinib

(n = 226)

13.9
(11.8-18.3)

19.0
(12.0-28.0)

10.2
(9.0-14.0)

Non inferiority study <1.20

Rameno B:
Sunitinib samotny

(n =224)

18.4
(14.7-23.0)

23.4
(17.0-32.0)

13.3
(9.0-17.0)

(95% Cl)

0.89
(0.71-1.10)

0.92
(0.6-1.24)

0.86
(0.62-1.17)

Arnaud Méjean, NEJM 2018 DOI: 10.1056/NEJM0al803675



Sekundarni nefrektomie v rameni B (sunitinib samotny)

38 vyzadovalo sekundarni nefrektomii Rameno B: Sunitinib

samotny
(N =224)

18 % jako akutni [éCba primarniho tumoru
Sekundarni nefrektomie n (%)

pro CR nebo blizko CR u metastatického Ne 185 (83.0)
postizeni (> 6 mésicl)

ano 38 (17.0)
median 11.1 mésicu (0.7-85.4) od Akutni
randomizace do chirurgického vykonu Fove 7(18.9)
31.3% pacientd po sekundarni Ne 30(81.1)

nefrektomii mélo restart sunitinibu

Arnaud Méjean, NEJM 2018 DOI: 10.1056/NEJM0al803675



CARMENA - souhrn

* Po medianovém sledovani 50,9 mésicl byl median pfeZiti u pacientd ve skupiné léCené sunitinibem nebyl
nizSi nez u pacientu, kteri podstoupili CN nasledovanou |é¢bou sunitinibem (18,4 vs. 13,9 mésicu).

* Trend ke zlepSeni preZiti byl také pozorovan v analyze podskupin pacient( s stfedné rizikovym onemocnénim
(23,4 vs. 19,0 mésicu) a nemoci s vysokym rizikem (13,3 vs. 10,2 mésicu).

* Rychlost objektivni nadorové odpovédi na sunitinib byla podobna u obou skupin (27,4% a 29,1%).

* Median doby do progrese byl srovnatelny v obou ramenech (8,3 mésice s sunitinibem vs. 7,2 mésice s CN
nasledovanym sunitinibem).

* CARMENA byla ohlasovana jako prulomova, protoZe vsechny pfedchozi studie v tomto prostoru, které
porovnavaly CN s cilenymi terapiemi v ére VEGF tyrosinkinazy, byly retrospektivni v designu.



CARMENA anovs ne........




Proti...... red

Variable NCDB cohort CARMENA trial pvalue
(n=2800) (n=450)
Median age (yr) 60 (IQR 53-67) 62.5 (range 30-87) -
Median tumor size (mm) 91 (IQR 70-120) 87 (range 6-200) -
Median number of metastatic sites 1(IQR 1-2; range 1-4) 2 (range 1-5) -
Gender, male n (%) 1960 (70) 336 (75) <0001
Fuhrman grade, n (%) ° <0001°
Grade 1 or 2 501 (18) 159/306 (52)
Grade 3or 4 2143 (17) 147/306 (48)
Missing 156 (6) -
Tstage,n (%) <0.001°
Tl 258 (9) 12/116 (10)
n 417(15) 26/116(22)
T34 2022(72) 72/116(62)
Missing/Tx 103 (4) 6/116 (0)
Site of metastases, n (%) *
Lung 1726 (62) 172217 (79) <0001
Bone 839(30) 78/217 (36) <0001
Lymph node 723 (26) 76(217 (35) 20001
Other 366 (13) 168/438 (38) 03

NCDB = National Cancer Data Base: QR = interquartile range.

* Ay test was used to test the statistical significance of differences in categorical variables, Since measures of variance were not available for the trial cohort,
it was not possible to calculate p values for continuous variables, All analyses were performed using SAS 9.4 (SAS Institute, Cary, NC, USA), with a

p < 0.05 considered significant.

¥ Grade and information available for 306 patients in CARMENA.
© Missing values were not included in the analysis for significance.
4 T stage information available for 116 patients in CARMENA, Trial data derived from clinical, paraclinical, biological, and anatomopathology information.

¢ Derived from clinical information on location of metastases in both CARMENA and NCDB.

na praxe vs CARMENA

Ve srovnani s studii z realné praxe
CARMENA zaradila pacienty s
vySSi metastatickou zatézi v plicich,
miznich uzlinach,
nizSim T a gradem nadoru

Vice 40% ve vysokém riziku

CARMENA ma nizsi OS nez predchozi studie



CARMENA ma vsak nékolik omezeni

* 43 % Spatna prognoza s vysokou metastatickou nalozi

* NizSi OS nez vetSina novych mRCC studii
(13 més. CARMENA vs 26 més. CHECKMATE 214)

18 % v chirurgickém rameni nikdy nedostalo sunitinib

7% v chirurgickém rameni nikdy nebylo reseno chirurgicky

Davkova densita, kvalita chirurga...



Pohled pacienta......

e Otazka pro nemocné:

,Mame data, ze provedeni nefrektomie pred podanim sunitinibu Vam
neprodlouzi zivot, chcete provedeni nefrektomie v pripadé
metastatické choroby pred zahajenim lécby?“

e 186 dotazanych
e 75.2% by se radéji podrobilo nefrektomii



Nekolik studii hodnotilo faktory, které mohou predvidat, kteri pacienti mohou mit
prospech z CN

*  Culp et al. retrospektivni studie s 2 478 pacienty béhem pocatecniho obdobi cilené terapie, ktefi podstoupili CN v letech 2005-2010.

Zjistili, Ze snizené karcinom specifické preziti bylo nejvice Uzce spojeno s nasledujicimi faktory

e Velikost primarniho nddoru 7 cm nebo vétsi;

e Tumor T3 nebo vyssi;

* Regionalni lymfadenopatie;

e Vzdélené lymfatické uzliny a / nebo viscerdlni metastézy;
¢ \Vék 60 let nebo starsi;

* Fuhrmanové stupen 3 nebo 4;

¢ Sarkomatoidni histologie;

¢ Africkd americka narodnost.

Zvyseny pocet téchto faktor( byl spojeny se zkracenou dobou preZiti
,disease-specific survival” 40 mésicl — dva nebo méné

18 mésicl — ti, Ctyri

7 mésich pét a vice.

zvazeni téchto faktorl miZe pomoci ve vhodnosti cytoreduktivni nefrektomie



Nefrektomie uzitecna pro pacienty

kteri jsou zpusobili k operaci a maji
* nezvratnou bolest nebo krvaceni;
e obstrukcni symptomy;

* nekontrolovana hypertenze;

* prinos pro nadorovy trombus

* ucinky paraneoplastického syndromu, jako je erytrocytéza nebo
hygerkalcgmle, ktere nereaguji na konzervativni lécbu, angioembolizaci
nebo systémoveé terapie.

* Vzhledem k vysoke perioperacni morbidite a mortalite spojenées
nefrektomii v tomto nastaveni vsak zustava rozhodujici peclivy vybér.



/mena lécebneho postupu

* V posledni dobé se také zménil standard péce o front-line terapii u pacientl se stfrednim nebo
Spatnym rizikem onemocnéni podle kritérii IMDC.

Nizce rizikovy % nefrektomii Stfredné a vysoce | % nefrektomii
rizikovy

Pembro/Axitinib 82.6 Nivo/ipi 80

Sunitinib 91 Cabozantinib 72.2

Pazopanib Pembro/axitinib 82.2



Studie faze lll s imunoterapii a procento pacientu lécenych cytoreduktivni
nefrektomii

Lécivo Pocet nemocnych s

cytoreduktivni nefrektomii
ramenech [n/n (%)]

Motzer a kol. Nivolumab 364/410 (89%)

Motzer a kol. Nivolumab a ipilimumab 453/550 (82%)

pfinos pro OS pozorovan bez ohledu
na predchozi cytoreduktivni nefrektomii.

Motzer a kol. Avelumab a axitinib 352/442 (79,6%)

pfinos pro OS pozorovan bez ohledu
na predchozi cytoreduktivni nefrektomii

Rini a kol. Pembrolizumab a axitinib 357/432 (82,6%)



Imunoterapie a nekréza tumoru....
CRP, febrilie, sepse.....

1/2017 6/2017




Lécebny pristup u pacientd s mRCC

Nové diagnostikovany metastaticky renalni karcinom

Dobra progndza
Dobry performans status
Omezeny pocet metastaz
Symptomaticky primarni

nador

Spatna progndza

Stfedni prognodza "
Horsi performans status

Dobry performans status

Multidisciplinarni tym
Primarné cytoreduktivni Zvazit primarné
nefrektomie nebo systémovou lécbu
systémova terapie

Odlozena nefrektomie v
pripadé dobré odpovédi na
systémovou lécbu

Zvazit primarné
cytoreduktivni nefrektomii




Lécbha generalizovaného onemocneéni (neoperabilni
lokalné pokrocilé onemocneni a IV. stadium)

potrebuje vice uvazovani a multidisciplinarni pristup

onkologie



Skorovaci systémy u renalniho karcinomu

Tabulka 1: Skérovaci systém dle MSKCC z roku 2002: plati pro lécbu TKI a bevacizumab

«LDH>1,5 ndsobek horni hranice normy,

« hemoglobin < dolni hranice normy,

« korigované sérové kalcium > 2,5 mmo/I,

« Karnofsky index < 70 %,

«interval < 1 rok od diagnézy do zapoceti systémoveé lécby.

Dobra prognoza

Tabulka 2: Skérovaci systém dle IMDC z roku 2009: plati pro lécbu TKI a bevacizumab

« hemoglobin < dolni hranice normy,

« korigované sérové kalcium > 2,5 mmo/,

« Karnofsky index < 70%,

«interval < 1rok od diagndzy do zapoceti systémové léchy,

« neutrofile nad horni limit normy,

« tromobocytoza nad horni limit normy.

Dobra prognoza: zadny faktor
Stredni prognoza: 1 nebo 2 faktory
Spatna prognéza: 3 a vice faktord



Dobra progndza

Lééba mRCC prvni linie

Svétlobunéény karcinom

|

Stiedni prognoza

|

Nesvétlobunéény karcinom

Spatna prognoza

Aktivni sledovani (1]*
Pazopanib (1)
Sunitinib (1)

Pembrolizumab + axitinib (2A]
Avelumab + axitinib (2A])
Bevacizumab + interferon-a (2A]
Tivazanib (28]

Nivolumab + ipilimumab (1)
Pembrolizumab + axitinib (1)
Avelumab + axitinib (1)
Cabozantinib (2A)

Sunitinib (2A)
Pazopanib (2A)
Bevacizumab + interferon a (24])
Tivozanib (28]

Nivolumab + ipilimumab (1)
Pembrolizumab + axitinib (1)
Avelumab + axitinib (1]
Cabozantinib (2A])

Sunitinib (24)
Pazopanib (2A]
Bevacizumab + interferon a (2A]
Temsirolimus (28]
Tivozanib (28]

Temsirolimus (24A)
Sunitinib (2A)
Pazopanib (2A)
Sorafenib (28]

* Moznost u plicnich mts, svetlobunécné histologie, grade ISUP 1

Lééba mRCC druhé linie

Predchaozi lécba inhibitorem
VEGF (tyrozinkinazovy inhibitor

Predchozi Iécba inhibitorem
kontrolniho bodu

Predchaozi lécba
inhibitorem mTOR

nebo bevacizumab) (nivolumab + ipilimumab,
pembroluzimab + axitinib,
avelumab + axitinib,
bevacizumab + atezolizumab])
Nivolumjnl? (1) Sunitinib (2A) e
Cabozantinib (1) Pazopanib (24) Sunitinib (2A)
Axitinib (2A) Axitinib (2A]* Pazopanib (2A)
Everolimus (2B) Cabozartinib (2A) Axitinib (2A]
Lenvatinib+eve (2A) Everolimus (2B) Cabozantinib (2B)
Dosud nepouzity Sorafenib (28) Sorafenib (2B)
tyrozinkinazovy inhibitor (2B)
* Pokud nebyl pouzit v diivéjsi linii leby
Lécba mRCC treti linie
Predchozi lécba Predchozilééba
inhibitorem VEGF inhibitorem kontrolniho bodu Fifedalicel i ohe

a inhibitorem mTOR

a inhibitorem VEGF

dvéma inhibitory VEGF

Sorafenib (2A)
Nivolumab (2A)
Cabozantinib (2A)
Dosud nepouzity
tyrozinkinazovy inhibitor (2B8)

Cabozantinib (2A)
Everolimus (24A)
Jiny dosud nepouzity
tyrozinkinazovy inhibitor (2B)

Nivolumab (1)
Cabozantinib (1)
Everolimus (1)

Dosud nepouzity
tyrazinkinazovy inhibitor (2B)

Pozndmbka:

Nutno dodrzovat aktudlni indikacéni omezeni a zptisob uhrady stanované SUKL.

http://www.sukl.cz/modules/medication/search.php




Modra kniha komentar k lécebnym schématum

U nemocnych s mRCC by mélo byt vzdy preferencné zvazovano zarazeni do klinické.

. ?Zc')agoruéuje se zahajovat terapii plnou davkou cileného Iéku s redukci davky pri limitujici toxicite

» Neékolik studii ukazalo, ze na zakladé PFS v prvni linii IéCby nelze pfedpovidat PFS na 2. linii

» U sarkomatoidniho podtypu RCC je dle nejnovéjSich dat nutno preferovat pfedevsim kombinovanou
imunoterapii chechpoint’inhibitory,

« U nemocnych s indolentnim prabéhem onemocnéni je mozné sledovani bez systémové
protinadorové lecby (2B).

+ Pocet linii I6Cby mMRCC by nemél byt limitovan jinak nez stavem nemocného a dostupnosti léku
(2A). Vty§5| pocCet pouzitych linii pozitivne koreloval v retrospektivnich studiich s celkovym prezitim
pacientu.



Lécha mRCC prvni linie

Svétlobunécny karcinom Nesvétlobunéény karcinom
|
Dobra prognéza Stiedni prognéza Spatna prognéza
Aktivni sledovani (1)* Nivolumab + ipilimumab (1] Nivolumab + ipilimumab (1]
Pazopanib (1] Pembrolizumab + axitinib (1) Pembrolizumab + axitinib (1) Temsirolimus [2A)
Sunitinib (1) Avelumab + axitinib (1) Avelumab + axitinib [ 1] Sunitinib (2A)
Cabozantinib (2A] Cabozantinib (2A] Pazopanib (2A)
Pembrolizumab + axitinib (24A] ;
Aveluirriah 4 mitind (97 Sunitinib (24) Sunitinib (24) SR
e e
wezanib{eE Bevacizumab + interferon a (24) Bevacizumab + interferon a (24)
Tivozanib (2B) Temsirolimus (2B]
Tivozanib (28]

* Moznost u plicnich mts, svétlobunécné histologie, grade ISUP 1




Rezimy s cilenou lécbou

- davka den aplikace opakovani ¢

sunitinib 50 mg/den p.o. 1.-28. a 6 tydnli do progrese
——

sorafenib 400 mg 2x denné kontinualné do progrese
(800 mg denné) p.o.

temsirolimus 25mgi.v. infuze 1X tydné do progrese

bevacizumab 10 mg/kg i.v. infuze 15 do progrese
interferon-alfa 9 MIU s.c. 3X tydné

everolimus 10 mg p.o. kontinualné do progrese
—
/ \

pazopanib 800 mg p.o. kontinualné do progrese
—

axitinib 5mg p. o. ZX denne kontinualné do progrese
(dle tolerance navyseni na 10mg)

cabozantinib 60 mg p.o. kontinualné do progrese

tivozanib 1,5 mg (1340 ug) p.o. a4 tydny

lenvatinib a everolimus 18 mg a 5mg p.o. kontinualné do progrese

Vhodné zarazeni do klinickych studii ve vsech liniich lécby.




Lécba mRCC prvni linie

Svétlobunéény karcinom Nesvétlobunéény karcinom
l
Dobra prognéza Stiedni prognéza Spatna prognéza
Aktivni sledovani (1]* Nivolumab + ipilimumab (1) Nivolumab + ipilimumab (1)
Pazopanib (1] Pembrolizumab + axmnib Mm Pembrolzumab + axnumb M Temsirolimus (2A])
Sunitinib (1) Avelumab + axitinib {1 Avelut : Sunitinib (2A)
Cabozantinib (2A] Cabozantnmb (2A] Pazopanib (2A)
Avelumab + axitinib (2A) Sunitinib (24) Sunitinib (2A)

Bevacizumab + interferon-a [24) Pazopanib (24) Pazopanib (24)

Tvozanib (2B) Bevacizumab + interferon a (24] Bevacizumab + interferon a (24)

Tivozanib (2B) Temsirolimus (2B]
Tivozanib (28]

* Moznost u plicnich mts, svétlobunécné histologie, grade ISUP 1




CABOSUN, studie faze 2 s kabozantinibem

Randomizovand, multicentricka, oteviena studie faze 2, ovérujici uinnost a bezpecnost pripravku kabozantinib vs sunitinib

u pacientu s pokrocilym nebo metastatickym karcinomem ledviny (RCC), kteri dosud nebyli |é¢eni

Soubor pacientu
= >18letavice
= Lokalné pokrocily nebo metastaticky karcinom Cilové proménné

ledviny svétlebunécného typu

|

= Meéfitelné onemocnéni Primarni

= Pacienti ve strednim nebo vysokém riziku dle IMDC " PFS*
(International Metastatic Renal Cell Carcinoma
Database Consortium) Randomizace 1:1 Sekundarni

= Pacienti dosud neléceni Zadnou systémovou lécbou = 0S

= Bez aktivnich mozkovych metastaz o = ORR

= FCOG PS0-2 Sunitinib 50 mg - beZpe(v:nOSt

1x denné po dobu 4 tydn(
StratifikaCni faktory

= Riziko dle IMDC
= Kostni metastazy

< 6t tydenni CYKIUS  —

Sponzor studie: National Cancer Institute

https://clinicaltrials.gov/ct2/show/NCT01835158.
Choueiri TK, et al. J Clin Oncol 2017;35:591-597.

2 7 ECOG PS, Eastern Cooperative Oncology Group performance status. *PFS ¢as od randomizace do progrese nebo Umrti


https://clinicaltrials.gov/ct2/show/NCT01835158

CABOSUN: PFS — analyzy podskupin (hodnoceno nezavislou komisi)

median PFS (months)

HR (95% Cl)
vSichni pacienti 157 8,6 5,3 0,48 (0,31-0,74)
rizikové skupina dle IMDC ---——
stredni 127 11,4 6,1 0,52 (0,32-0,82)
vysoka 30 6,8 2,7 0,31 (0,11-0,92)
I S O A
ano 57 5,5 3,3 0,51 (0,26—0,99)
ne 100 11,4 5,7 0,50 (0,29-0,85)
I O
pozitivni 62 13,8 3,0 0,32 (0,16—0,63)
negativni 69 6,9 6,1 0,67 (0,37-1,23)

0,0625 0,125 0,25 0,5 1 2
lepsi kabozantinib

<

A 4

A8 pacientl ve vétvi s kabozantinibem a 18 pacientl ve vétvi se sunitinibem nemélo znamy MET status. VSichni
28 randomizovani paceinti byli zafazeni do analyzy. HR nejsou stratifikovana, s vyjimkou analyzy pro vdechny Choueiri TK, et al. ESMO 2017; abstract LBA38 a poster presentation
pacienty.



Pravdépodobnost PFS

29

CABOSUN: analyza PFS dle IMDC rizikovych podskupin
(hodnoceno nezavislou komisi)

1,0

0,8

0,6

0,4

0,2

stredni riziko

6 12 18 24 30
¢as (mésice)

Median,
més.
11,4

sunitinib (n=63) 6,1
HR =0,52 (95% Cl 0,32-0,82)

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium.
Ukonceni sbéru dat: 15. zafi 2016

vysokeé riziko
1,0

0,8
0,6

0,4

Pravdépodobnost PFS

0,2

0 6 12 18
¢as (mésice)

Median,
més.
) 6,8

sunitinib (n=15) 2,7
HR =0,31(95% Cl 0,11-0,92)

George D, et al. J Clin Oncol 2018;36(6 Suppl):abstract 582.

24

30




CABOSUN: neZadouci ucinky stupné 1/2
vyskytujici se u 220 % pacientl v kazdém rameni studie?

Stupen 1/2 WW Stupen 1/2 mm

Jakykoli NU 7
Prdjem® 63 10 0 43 11 0
Zvy$ené hodnoty AST? 58 1 1 28 0
Unava® 58 6 0 51 0
Zvy$ené hodnoty ALT? 50 4 1 28 0 0
Nechutenstvi 42 5 0 31 1 0
Porucha vnimani chuté 41 0 0 29 0
Hypertenze® 39 0 24 19 1
Trombocytopenie® 38 1 0 50 3
Hand foot syndrom® 35 8 0 29 4 0
Anemie 32 1 0 43 3 0
Stomatitida 32 5 0 24 6 0
Nauzea 29 3 0 35 4 0
Ztrata hmotnosti 28 4 0 17 0 0
Dyspepsia 27 0 0 17 0 0
Neutropenie® 15 0 0 31 4 0
Leukocytopenie 12 0 0 32 3 0

aNezadouci pfihody reportované jako stuperi 1/2 u nejméné 20 % pacientd v obou ramenech studie, bez ohledu na
pri¢innou souvislost. Nékteré nezadouci pfihody byly vyZzadany na kazdé navstévé. U nevyzadanych nezadoucich
30 Ucinkl byly udalosti stupné 1/2 nutné ohlasit pouze tehdy, pokud byly podle investigatora souvisejici. Choueiri TK, et al. Eur J Cancer 2018;94:115-125.
Ukonceni sbéru dat 15.zafi 2016.
bCilen& dotazovany neziddouci Gcinek. PPE, palmo-plantarni erythrodysesthesie (hand foot syndrom).



NOVE Ghrada v 1 linii od 1.7. 2020

* Cabozantinib v prvni linii lécby pokrocilého svétlebunécného karcinomu
ledviny se stfedni/Spatnou prognoézou (s prognostickym skoére dle IMDC
o hodnoté 1-6) u dospélych pacientii ve stavu vykonnosti 0-1 dle ECOG.



Imunoterapie dulezita a vyznamna soucast

komplexni onkologicke 1eCby

Monoklonalni protilatky namirené proti
inhibiéni molekule PD1naT
lymfocytech nebo proti jejimu ligandu
PD L na nadorovych burikach sehravaji
velmi vyznamnou roli v |éCbé malignit
v oblasti urotraktu.

Tim jak jsme |épe poznali roli
imunitniho systému v kontrole
nadorového ristu, oteviela se ndm
Siroka cesta k béznému vyuziti.




Imunoterapie u nadoru ledvin v 90 - tych letech

Interferon —alpha (IFN alfa)
* v monoterapii 10%-15% odpovéedi, Atzpodien schéma 30%.

* inhalacni u plicnich metastaz

Interleukin 2 (IL-2)
* 15% objektivnich odpovédi
* prospéch vysokodavkovaného iv.

* toxicita, nutnost hospitalizace, podplrna terapie na JIP



Léecba mRCC prvni linie

Svétlobunécny karcinom

Dobra prognéza

Stfedni prognoza

|

Nesvétlobunéény karcinom

Spatna prognoza

Aktivni sledovani (1)*
Pazopanib (1)
Sunitinib (1)

Pembrolizumab + axitinib (2A])
Avelumab + axitinib (2A)
Bevacizumab + interferon-a [24)

Twozanib (28]

wvolumab + ipilimumab (1)
Pembrolizumab + axitinib (1)
Avelumab + axitinib (1

Sunitinib (24)
Pazopanib (24)
Bevacizumab + interferon a (24)
Tivozanib (2B)

Jivolumab + ipilimumab
Pembrolizumab + axitinib {1)
Avelurnab + axitinib
Cabozantinib (24])

Sunitinib (2A)
Pazopanib (2A)
Bevacizumab + interferon a (24])
Temsirolimus (2B])
Tivozanib (28]

Temsirolimus (2A)
Sunitinib (2A)
Pazopanib (2A)
Sorafenib (2B)

* Moznost u plicnich mts, svetlobunécné histologie, grade ISUP 1




CheckMate 025 Nivolumab vs Everolimus

Median OS 25 versus 19.6 mésict (HR 0.73, 98.5% Cl 0.57-0.93, p = 0.002)

CheckMate 214 Nivolumab + ipilimumab vs Sunitinib

Medidn OS nedosazen versus 26 mésicu

° V4
St u d I e fa Ze I I I (HR pro umrti 0.63, 95% Cl 28.2 mésic(i neodhadnutelny, p < 0.001)
(W 4 V4
Za h rn UJ I CI KEYNOTE-426 Pembrolizumab + axitinib vs Sunitinib

Median OS nedosazeno v zadné skupiné (HR pro umrti 0.53, 95% Cl 0.38 to 0.74, p < 0.0001)

([ ]
checkpoint
i n h i b itO ry Medidn PFS 13.8 versus 7.2 mésicl (HR pro progresi choroby nebo umrti 0.61, 95% Cl 0.47 - 0.79,

p < 0.001)

JAVELIN Renal Avelumab + axitinib vs Sunitinib

IMmotion 151 Atezolizumab + bevacizumab vs Sunitinib

Median PFS 11.2 versus 7.7 mésicl (HR pro umrti 0.74, 95% Cl 0.57-0.96, p = 0.0217)




CheckMate 214: Nivolumab + ipilimumab
v |. linii metastatického RCC Design Studie

Pacienti

Nepredléceni
nemocni mMRCC

Svétlobunécéna
komponenta

Méritelna léze

KPS 270%

Randomizace 1:1

Stratifikace podle
* IMDC prognostického
skore
—0 (dobra prognéza)
—1 or 2 (stfedni prognéza)
—3 to 6 (Spatna prognoza)
* Region
-Us
— Kanada/Evropa
— Zbytek svéta

| Lééba

Rameno A
NIVO 3 mg/kg + IPI 1 mg/kg
kazdé 3 tydny, 4 davky

poté NIVO 3 mg/kg kazdé 2 tydny

U pacientt na NIVO monoterapii byl mozZny switch na
NIVO 240 mg flat dose

Rameno B
SUN 50 mg 1x denné
po dobu 4 tydnu, 2 tydny pauza

(6-tydenni cyklus)

Crossover ze SUN na NIVO+IPI byl povoleny pro
pacienty stredniho a Spatného rizika

'IMDC, International Metastatic Renal Cell Carcinoma Database Consortium; KPS, Karnofsky performance status, Nivo, nivolumab;,IPI: ipilimumab; SUN: sunitinib

Lécba do progrese
nebo
neakceptovatelné
toxicity




Nivolumab + ipilimumab v I. linii |éCby

Celkové preziti: nemocni stfedniho a nepfiznivého rizika
1.0 s
0.9
0.8 _
0.7 4
0.6 4
0.5~

0.4

0.3 5

Celkové preiiti (pravdépodobnost)

0.2 ]

0.1

0.0 4

1. 1.1 1.1 T T 1T 1 T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

Mésice
No. at
risk 42 39 37 34 33 31
NIVO+IF
I

SUN

w

0 28 27 25 24 23 22 21 20 16
04100622782710
2 20 19 18 17 16 16 14

18706348915118642530

AN
I\)NU‘I

w
OOmQD

Minim
um NIVO+IPI SUN
follow- N=425 | N=422
up
Median, NR 26.0
meé (28.2— (22.1-
(95% CI) NE) NE)
17.5 mé
HR
0.63 (0.44-0.89)
(99.8%
ch P <0.001
Median, NR 26.6
meé (95% | (35.6— (22.1-
30 mé Ch) NE) 33.4)
HR 0.66 (0.54-0.80)
(95% CI) P < 0.0001
Median, 47.02 26.6
meé (95% | (35.6— (22.1-
42 mé Ch) NE) 33.5)
HR 0.66 (0.55-0.80)
(95% CI) P < 0.0001




Ne

douci ucinky imunoterapie

Cil Latka S IéCbou souvisejici Imunitné podminéné
nezadouci ucinky nezadouci ucinky
PD-1 Nivolumab Unava, snizena chut k jidlu, svalova bolest,prijem, | Pneumonitis, hepatitis,rash,
rash colitis, endokrinopatie,
renalni dysfunkce
Pembrolizumab Unava, snizena chut k jidlu, svalovd bolest, prijem, | Pneumonitis,hepatitis,rash,
rash, zacpa colitis,endokrinopatie,
renalni dysfunkce,
PD-L1 Atezolizumab Unava,s nizena chut k jidlu, rash, zdcpa, nausea, Pneumonitis,hepatitis,rash,

teploty,
mocoveé infekce

colitis,endokrinopatie,
renalni dysfunkce
meningitis,dermatitis

Durvalumab Unava,snizena chut k jidlu, rash, periferni edémy, Pneumonitis,hepatitis,rash,endokrinopatie, nefritis
zacpa
nausea, teploty, mocové infekce

Avelumab Unava, snizena chut k jidlu, Pneumonitis,hepatitis,colitisendokrinopatie, nefritis

svalova bolest, nausea, mocova infekce,

renalni dysfunkce




Nivolumab + ipilimumab v I. linii [éCby
s |éCbou souvisejici nezadouci ucinky
<6 mé >6 to <12 mé >12to <18 mé >18to <24 mé >24 to <30 mé >30to <36 mé  >36to <42 mé >42 mé

100 97

92
NIVO+IPI SUN

90

Grade 1-2

80

| | | | | | Grade

0 | | | | | | 34
| o | | | | | |

60

50 3
44 3 a3

40

Nové ptipady/ pacienti v riziku, %

30

20

10

0
No. at risk Casovy interval

NIVO+IF
SUN 547 535 491 468 442 402 410 346 372 309 336 278 309 256 286 227

° mé: mésice



LéCba toxicity imunoterapie

Grade 1

|

Observation

v

Grade 2

|

1- Hold Immunotherapy

2- Evaluate Hospitalization

3- Prednisolone per os 0.5-1 mg/Kg die
for 7 days

Grade 3-4

l

1- Permanently discontinue
immunotherapy

2- Hospitalization

3- Metilprednisolone 1-2 mg/Kg die
iv (at least for 3 days before decalage)

Worsening:
Treat as grade 2 or
grade 3-4

Improvement:
Slow steroids decalage in a month and

resume immunotherapy

Lack of improvement/worsening:
Treat as grade 3-4

Improvement:
Slow steroids decalage in a month

Lack of improvement/worsening:
Immunosoppressors (->improvement
for> 1 year)




ceccccccns KEYNOTE-426 Study Design

Key Eligibility Criteria Pembrolizumab 200 mg IV Q3W
= Newly diagnosed or recurrent stage IV for up to 35 cycles
clear-cell RCC +

fé ze I I I KEYN OTE-426 StUdle: - No previous systemic treatment for Axitinib 5 mg orally twice daily®

advanced disease

Pembrolizumab plus Axitinib versus Sunitinib jako e e e 70

= Measurable disease per RECIST v1.1
= Provision of a tumor sample for Sunitinib 50 mg orally once daily

prvni Line |é€by lokalné pokrocilého nebo blomarker assessment N
Metastatického Rendlniho karcinomu —

Stratification Factors
- IMDC risk group End Points? .
(favorable vs intermediate vs poor) +» Dual primary: OS and PFS (RECIST v1.1, BICR) in ITT
» Geographic region » Key secondary: ORR (RECIST v1.1, BICR) in ITT
(North America vs Westem Europe vs ROW) « Other secondary: DOR (RECIST v1.1), PROs, safety

*Axitinib dose could be increased to 7 mg, then 10 mg, twice daily if safety criteria were met; dose could be reduced to 3 mg, then 2 mg, twice daily to manage toxicity
Sunitinib dose could be decreased to 37.5 mg, then 25 mg, once daily for the first 4 wks of each 6-wk cycle to manage toxicity

BICR, blinded independent central radiologic review; DOR, duration of response; PROs, patient-reported outcomes; ROW, rest of world

KEYNOTE-426 is a randomized, open-label, phase 3 study (ClinicalTrials gov identifier NCT02853331)

IMDC Intermediate/Poor Risk: OS, PFS, and ORR ] ]
Overall Survival in Key Subgroups

oS PFS ORR Tk No.of Events/ i d Ratio (95% CI)
u rou 1 azar atio
HR 0.52 (95% CI1 0.37-0.74) HR 0.67 (95% CI 0.53-0.85) 55.8% vs 29.5% il No.of Patients
Overall 156/861 —— 0.53 (0.38-0.74)
' ' Age
| 124 | 12+ t g
100+ ! ;3..'" e 100 | ,:.:M a8 100 <65 yrs 91/538 — 0.47 (0.30-0.73)
I e | 265 yrs 65/323 ——] 0.59 (0.36-0.97)
904 | T1% 90 | 40% 90 4 S5%
4 |
{ Male 108/628 —— 0.54 (0.37-0.80)
804 804 | 80 Female 48/233 ——fe— 0.45(0.25-0.83)
| — Region of enroliment
704 704 ‘ o 0 North America 311207 —— 0.69 (0.34-1.41)
| - Western Europe 31/210 —_ p— 0.46 (0.22-0.97)
» 501 ® 604 { & 60 Rest of world 947444 —— 0.51(0.33-0.77)
2 ~ a IMDC risk category
o 509 »n 504 =~ 50 Favorable 171269 —_—— 064 (0.24-1.68)
0 w b Interm e diate 93/484 —_ 0.53 (0.35-0.82)
404 | Q. 404 o 40 1 Poor 46/108 —— 0.43 (0.23-0.81)
10 o Karnofsky performance score
1 | 304 o 30 1 90 or 100 88/688 — 0.53 (0.35-0.82)
20 | 70 or 80 67/172 —— 0.49 (0.30-0.81)
1 Events Median 204 Events  Medlan 20 4 PD-L1 CPS
18% NR 48% 12.6 mo <1 54/325 —— 0.59 (0.34-1.03)
104 10+ 5 10 21 90/497 _— 0.54 (0.35-0.84)
29% NR 55% 8.2 mo ‘ i
04 e - — 0 2 No. of metastatic organs
P OB AN PAAR AR L Ana e peng pesa paag) 0 - 1 21210 ————— 0.20 (0.07-0.57)
0 4 8 12 16 20 24 0 4 B8 12 16 20 24 Pembro Sunitinib 22 134/646 —— 0.60 (0.42-0.85)
Months Months + Axi 0.1 05 1 2
No. at Risk No_ at Risk
f" '::‘ ' ‘: : 4 .\ PeA2M 231 158 8% 30 2 o Pembro-Axi Sunitinib
s . | 1292 N 1" 0 s 298 188 110 5 20 1 0
Data cutoff date: Aug 24, 2018 Better Better

Deta cvtoff date Aug 242018




faze Il KEYNOTE-426 Studie:
Pembrolizumab plus Axitinib versus Sunitinib jako

prvni Line |éCby lokalné pokrodilého nebo Metastatického Rendlniho
karcinomu

Adverse Events of Interest: Incidence 21%

Pembro + Axi (N = 429) Sunitinib (N = 425)
KEYNOTE-426 Study DeS|gn AnyGrade  Grade35  Any Grade Grade 35
Any 51.3% 10.7% 36.2% 1.9%
: 3 N ’ ’ /
Hey Elgiilty Crtena Pembrolizumab 200 mg IV QIW Hypothyroidism 35.4% 0.2% 31.5% 0.2%
« Newly diagnosed or recurrent stage IV for up to 35 cycles
CIOAr0k ROC x Hyperthyroidism 12.8% 1.2% 3.8% 0
« No previous systemic treatment for Axitinib 5 mg orally twice daily* ype Y .
advanced disease Adrenal insufficiency 3.0% 0.7% 0.2% 0
+ Karnofsky performance status 270 g o o 3 o
» Measurable disease per RECIST v1.1 Hepatits 28% 23% 0.5% 02%
« Provision of a tumor sample for Sunitinib 50 mg orally once daily Pneumonitis 2.8% 0.5% 0.2% 0
biomarker assessment for first 4 wks of each 6-wk cycle®
+ Adequate organ function Thyroiditis 2.8% 0.2% 0.5% 0
it 0/, 0 0
e — Colitis 2.6% 1.8% 0.7% 0
3 i snCTomis i i 0/ 0, 0 0
:mcw:bsm;pmm“m) * Dual primary: OS and PFS (RECIST v.1, BICR) i ITT Severe skin reactions 1.9% 1.2% 1.4% 0.7%
* Geographic region + Key secondary: ORR (RECIST v1.1, BICR) in ITT Infusion reactions 1.6% 0.2% 0.9%¢ 0.2%?
(North America vs Westem Europe vs ROW) + Other secondary: DOR (RECIST v1.1), PROs, safety ;
Nephritis 1.4% 0.2% 0.2% 0
Pt e o B 908 S Lo S 1 NG i s Hypophysits 1.2% 0.9% 0 0

BICR. binded independant central radiologic review; DOR. duration of response; PROS, patient-eported outcomes, ROW, rest of world
KEYNOTE-426 is a random®2ed, open-label, phase 3 study (ClinicalTrials gov identfier NCT02853331)

“Includes the preferred terms “anaphylactic reaction” and “hypersensitivity,” which were experienced by patients in the sunitinib arm
Events are listed in order of incidence in the pambiro « axi arm and are included regardiess of attribution to study treatment or immune relatedness by the investigator. The specific events
are based on a list of terms specified by the sponsor. In addition 1o the specific terms listed. related terms were also included Data cutoff date Aug 24, 2018



JAVELIN Renal 101: Avelumab + Axitinib vs Sunitinib
u pokrocilého rendlniho karcinomu (RCC)

Avelumab | Axirinib =u

n Hazard Ratio for Dizeaze Progrezsian or Death (9556 C1)
1o8/270 1an /200 - .oz (L.Av-U.EL)

0.60 (0.45-0.81)

101715
aa7101 —~ 071 (046 1 0%)

1iz/22a 056 (042 075
Ry — .80 (O.55—1.47)
aasnz .58 (©.35—0.06)
s0/sL ©.47 (0.30 0.74)
s7/1e .56 (0.41-0.7%)
aw/ns .72 (0.4 10w

.83 (0.4 0.22)
- or (@1 129

JAVELIN Renal 101: study design *

0.57 (0.32 0.25)
0.3 (©.45—0.5/)

©.69 (©47-1.01)
0.52 (0.42 0.22)

nas1a7 —_— 07K (Ons—1 1m)

o' RS 6a

Avelurnub + Axitinil Butter Sunitinib Better

Key eligibility criteria: Avelumab 10 mg/kg IV Q2W

+ 200

* Treatment-naive aRCC with G
a clear cell component Axitinib 5 mg PO BID = by Illmm..“_
Stratification: (6-week cycle) LN ] ‘ | ’ ‘ :E L —— | ‘
* 2 1 measurable lesion as + ECOGPS (0vs 1) H”H o |
defined by RECIST v1.1 « Geographic region a R Aot st B S !
(USA vs Canada/Western

« Tumor tissue available for Europe vs ROW) ey
PD-L1 staining Sunitinib 50 mg PO QD
(4 weeks on, 2 weeks off)

+ ECOGPS0or1

ORR per IRC in prognostic risk groups

in the overall population e e s o

o e

MDC Intermodiate _

BID, twice per day, ECOG PS, Eastern Cooperative Oncology Gro ance status: IV, intravenous; PO, orally; Q2W, every 2 weeks; QD, once per day; ROW, rest of the world. 5 Py i
ST —
o

MSKCC mtermedte 5

Poor

o W0 20 3 40 SO
ORR. %

Avelumad « adtinib = Sunitinid

2019 Genltourinary Cancers Symposium | #GU1S

Prosontod by Tom K ¢




IMmotion151 :
Atezolizumab + Bevacizumab versus Sunitinib
u pacientl s neléenym Metastatickym Renalnim karcinomem

Table 1. Baseline Characteristics

All Sarc T
Atezo +Bev  Sunitinib  Atezo+Bev  Sunitinib
n=68 n=74 n=454 n =461
Atezolizumab 1200 mg vV q3w" Median age (range), years 59 (24-79) 59 (28-81) 62 (24-88) 60 (18-84)
* Male, n (%) 40 (59) 55 (74) 317 (70) 352 (76)
Stratification bevacizumab 15 mg/kg IV q3w® KPS < 80, n (%) 8(12) 4(5) 40 (9) 35(8)
, Liver metastasis, n (%) 14 (21) 16 (22) 78 (17) 82 (18)
* MSKCC risk score Prior nephrectomy, n (%) 55 (81) 55 (74) 334 (74) 330(72)
* Liver metastases : Any sarcomatoid component, n (%) 68 (100) 74 (100) 68 (15) 74 (16)
« PD-L1 IHC status S°2'5‘,}’:°';°(’3,2‘)’f Edinas 27 (a4) 25 (40) 27 (44) 25 (40)
(<1%vs 2 1%)* Sunitinib 50 mg!day orally PD-L1+, n (%) 36 (53) 50 (68) 178 (39) 184 (40)
(4 wk on, 2 wk off) MSKCC risk category, n (%)
Favorable (0) 3(4) 8 (11) 89 (20) 90 (20)
Intermediate (1 or 2) 48 (71) 56 (76) 311 (69) 318 (69)
Poor (= 3) 17 (25) 10 (14) 54 (12) 53 (12)
Atezo, atezolizumab; Bev, bevacizumab; Sarc, sarcomatoid.
* Denominator is based on the of > 20% component of ble p (n= 62 for each treatment arm).

Pacienti s mRCC se sarkomatoidni histologii méli delSi OS a PFS
a vétsi pocet ORR/CR pokud byli Iéceni kombinaci atezo + bev
nez suninibem, bez ohledu na PD-L1 status.



Dalsi linie |éCby

e zalezi na predléceni



Dobra progndza

Lécba mRCC prvni linie

Svétlobunéény karcinom

Stiedni prognoza

Spatna prognoza

Ne svétlobunéény karcinom

Aktivni sledovani (1]*
Pazopanib (1)
Sunitinib (1)

Pembrolizumab + axitinib (2A]
Avelumab + axitinib (2A)
Bevacizumab + interferon-a (2A]
Tivazanib (28]

Nivolumab + ipilimumab (1)
Pembrolizumab + axitinib (1)
Avelumab + axitinib (1)
Cabazantinib (2A)

Sunitinib (24)
Pazopanib (2A]
Bevacizumab + interferon a (24])
Tivozanib (28]

Nivolumab + ipilimumab (1]
Pembrolizumab + axitinib (1]
Avelumab + axitinib (1]
Cabozantinib (2A])

Sunitinib (2A)
Pazopanib (2A]
Bevacizumab + interferon a [(2A]
Temsirolimus (2B)
Tivozanib (28]

Temsirolimus (2A])
Sunitinib (2A])
Pazopanib (2A)
Sorafenib (28]

* Moznost u plicnich mts, svetlobunécéné histologie, grade ISUP 1

Lécéba mRCC druhé linie

Predchazi IéEba inhibitorem
VEGF (tyrozinkinazovy inhibitor
nebo bevacizumab)

Predchozi Iécba inhibitorem
kontrolniho bodu
(nivolumab + ipilimumab,
pembroluzimab + axitinib,
avelumab + axitinib,
bevacizumab + atezolizumab])

Predchazi lécba
inhibitorem mTOR

Nivokimab (1) Sunitinib (2A) o

Cabozantinib (1) Pazopanib (24) Sunitinib (2A)

Axitinib (2A) Axitinib (2A)* Pazopanib (2A)
Everolimus (2B) Cabazantinib (2A) Axitinib (2A])

Lenvatinib+eve (2A) Everolimus (28) Cabozantinib (2B)
Dosud nepouzity Sorafenib (2B) Sorafenib (2B)
tyrozinkinazovy inhibitor (28]
* Pokud ne it v diivejsi linii le&by
Lééba mRCC treti linie
Predchozi lé&ba Predchozilééba
inhibitorem VEGF inhibitorem kontrolniho bodu o .

a inhibitorem mTOR

a inhibitorem VEGF

dvéma inhibitory VEGF

Sorafenib (2A)
Nivolumab (2A)
Cabozantinib (2A)
Dosud nepouzity
tyrozinkinazovy inhibitor (2B8)

Cabaozantinib (2A)
Everclimus (2A)
Jiny dosud nepouzity
tyrozinkinazowy inhibitor (2B)

Nivolumab (1)
Cabozantinib (1)
Everolimus (1)

Dosud nepouzity
tyrozinkinazovy inhibitor (2B)

Pozndmbka:

Nutno dodrzovat aktudlni indikacéni omezeni a zptisob thrady stanované SUKL.

http://www.sukl.cz/modules/medication/search.php




Studie faze 3, METEOR:
cabozantinib - vyznamneé lepsi vysledky léCby nez everolimus
PO sunitinibu

Celkové pfefiti u pacientd pfedlé€enych sunitinibern Obdobi ber progrese u pacientd pfedlééanych sunitinibem

Mailian miska

gy, O] Madian, mesics
:-'.'Il:ll..-.l:‘rll.l:. I:'nlI .I' =R . 18 =I : i ; 3 'm.l l' i b ardinit 1 ' (NN '.. LEY]
1.0 o Havarnd rato 058 1555 C10£7-0.9%) : i5 {1120 L7 3.0-4.4)
e, 10 oy, Hrand mbio 043 (95% O 65065

.8 -"\_'_:: . 34% o.a - qﬂ\l‘L" ! 57%
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0 B 1z 158 24 a0 " { ] & H 'I;l 1I.= 1IH
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Cabozanitlb (n=125y 2L Cabozanitib (n=125y 2] >
Everollmus (n=132) 16.5% Everollmus (n=1323 37
HR = 0,66 (95 % CI; 0,47 - 0,03) HR = 0,42 (95 % Cl; 0,32 - 0,53)

Choueiri, Toni K et al. Cabozantinib versus everolimus in advanced renal cell carcinoma (METEOR): final results from a randomised, open-label, phase 3 trial, The Lancet Oncology , Volume 17, Issue 7, 917 — 927



 ve druhé linii terapie pokrocileho
svetlebunecného karcinomu ledvin (RCC) u
dospélych pacientu ve stavu vykonnosti O -

.- 1 dle ECOG, kteri uz absolvovali terapii
Kabozantinib tyrozinkinazovym inhibitorem a kteri

je hrazen

nevykazuji pritomnost symptomatickych
mozkovych metastaz anebo jsou jejich
mozkove metastazy adekvatne lecené
(stabilni a asymptomaticke).

 |eCba hrazena do progrese onemocneni
podle platnych doporuceni RECIST. /

> 4




Nivolumab versus Everolimus >5 let Follow-up u pacientl s pokrocilym
Rendlnim karcinomem: FindIni Analysa CheckMate 025 Trial (ASCO GU 2020)

CheckMate 025

CheckMate 025

CheckMate 025: Study Design

Overall Survival

1.04s
Phase 3, randomized, open-label study of nivolumab vs everolimus in patients with 5 0.9 E
. 0] . + . NIV
advanced or metastatic clear cell RCC who have received prior antiangiogenic therapy = 08+ N = 410
-§ 0.7 u.('::-:::;:o (zz.zzs-'zsau) (172272.1)
Key Inclusion Criteria B 064 DS )
+ Advanced/metastatic clear cell RCC Nivolumab g 0.5
+ <3total prior regimens 3 mgkg IV Q2W ) g 04-
« 1 o 2 prir aniangiogenic therapies . eI 2 03
+ Progression <6 months before 9uS aNIVO § o2
enrolment crossover to B ol
+ KPS 270 Everolimus oo — ———————
+ No CNS metastases 10mg PO QD 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
+ No prior therapy with mTOR inhibitor N Months
+ No condition w]ﬂng g]umds NIVO 410 379 345 305 266 238 205 182 167 152 138 128 113 111 104 96 89 63 25 5 [
- i EVE an 351 301 268 235 188 163 137 126 110 102 91 84 76 69 65 58 36 21 4 o
SNumber of events: NIVO = 308/410, EVE = 337/411; median folow-up, 72 months. 5

Primary endpoint: 0S

Secondary endpoints®: ORR, PFS, OS by PD-L1 expression, incidence of AEs

Primary analysis: Minimum 14 months' follow-up (June 2015)

Final analysis: Minimum 64 months’ follow-up; median 72 months' follow-up (August 2019)

*Patients were alowed to contifue treatment beyond progression f investigator-assessed clinical benefit was achieved and treatment had an acceptabie side-effect profie.

YORR and PFS were assessed by Response Evaluation Criteria in Solid Tumors (RECIST) v1.1.

AE, adverse event, KPS, Kamofsky performance status; mTOR, mammalian target of rapamyein: NIVO, nivolumab; ORR, objective response rate; OS, overal survival PFS,

progression-free survival, R, randomized, RCC, renal cel carcinoma 3
Motzer RJ, et al. N Engl J Med 2015;373.1803-1813.
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Response Outcomes

Duration of response

NIVO

Outcome SUn
(N = 410) (N=411)

08
ORR 1. (%) 54(23) 17 Z 074 Meon oo | 2esss o
95% Cl 19-27 2-7 go oomeh [t )| eeed
06
Odds ratio (95% CI) 6.86(4.01-11.74) é
& 05+
P value «<0.0001 g
0.4
Best overall response, n (%) £ 03
Complete response 4(1) 2(<1) 0.2+
Partial response 90 (22) 15 (4)
Stable disease 140 (34) 224 (55) 0.1
Progressive disease 142 (35) 106 (26) 0.0 4
—————T—T—T T T
LS0Is (o deMamite 34(8) 64(16) 0O 4 B 12 16 20 24 28 32 36 40 44 48 52 56 €0 64 68 72
Months
Ongoing response, n/N (%) 26/94 (28) 3/17 (18) No. st risk
NVO 94 35 65 53 43 38 N 23 21 W 18 1 N . L ] 7 L ] Al 0
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+ In the NIVO arm, 37% of all responders did not receive subsequent therapy after NIVO (are still on treatment with NIVO or

are off treatment and never received subsequent therapy), and 29% of responders went off 1t and have not
received subsequent therapy i/




Imunoterapie - zpUsob podani

davka den aplikace W

Nivolumab 240 mg TD nebo 480 mg TD 240 mg a 2 tydny
480 mg a 4 tydny

do progrese ci toxicity,

optimalni celkova doba poda

Pembrolizumab 200 mg a 3 tydny i.wv.

+

Axitinib 5 mg 2x denné s moznou eskalaci 10 mg kontinualné*
Avelumab 10 mg/kg i.v. a 2 tydny

+

Axitinib 5 mg tbl 2x denné s moznou eskalaci 10 mg kontinualné*
Bevacizumab 15 mg/kg i.v. a 3 tydny

+

Atezolizum 1200 mg i.v. w

Nivolumab 3 mg/kg prvni 4 cykly a 3 tydny
poté 240 mg a 2 tydny
nebo 480 mg a 4 tydny
béhem 60 minut*
ilimumab 1 mg/kg a 3 tydny 4 cykly

* Nutno Zavat aktudlni indikacni omezeni a zptsob thrady stanovené SUKL, kterd omezuje poddvearT imunoterapie na
2 roky.




Imunoterapie u metastatickeho
renalniho karcinomu u nas doma ....



Jaka je
situace v
CR?
uhradova
WhiEN &

Nivolumab je hrazen

v monoterapii k [écbé pokrocilého
svétlebunécného rendlniho karcinomu po
vyCerpani jedné az dvou linii terapie inhibitory

tyrozinkinazy u dospélych pacientu, kteri nebyli v
minulosti Iéceni mTOR inhibitory;




* a) pacient ma vykonnostni stav 0 - 1 dle ECOG;

* b) pacient nevykazuje pritomnost symptomatickych mozkovych metastdz anebo mozkové metastazy jsou
adekvatné |écené;

* e) pacient neni dlouhodobé |écen systémovymi kortikosteroidy v ddvce prednisonu nad 10 mg denné (Ci
odpovidajicim ekvivalentem) nebo jinou imunosupresivni lé¢bou;

¢ f) pacient nema diagnostikované zdvazné aktivni systémové autoimunitni onemocnéni s vyjimkou nasledujicich
Z a onemocnéni: diabetes mellitus I. typu, autoimunitni zanét stitné zlazy, kozni autoimunitni onemocnéni (napfr.
eee 0090 00 psoridza, atopicky ekzém, loZiskova alopecie, vitiligo);

*  g) pacient ma pfijatelnou funkci ledvin a jater (hladina kreatininu je mensi nebo rovna 1,5x ULN (pro indikaci
rendlniho karcinomu mensi nebo rovna 3x ULN), hladina bilirubinu mensi nebo rovna 1,5x ULN, u pacientl s
Gilbertovym syndromem mensi nebo rovna 3x ULN, hladina AST a ALT mensi nebo rovna 3x ULN, v pfipadé
pfitomnosti jaternich metastaz mensi nebo rovna 5x ULN), a soucasné uspokojivé hodnoty krevniho obrazu

d a ‘ g IC h (hladina hemoglobinu vétsi nebo rovna 90 g/I, pocet leukocyt( vétsi nebo roven 2,5 x 10 na devatou /I, pocet

dodrzeni

neutrofilG vétsi nebo roven 1,5 x 10 na devatou /I, pocet trombocytd vétsi nebo roven 100 x 10 na devatou /I);

* Monoterapie je hrazena do potvrzeni progrese onemocnéni, verifikované opakovanym radiologickym vySetfenim v
/ odstupu 4 - 8 tydnu z dGvodu odlisného mechanismu ucinku imuno-onkologické terapie. Z prostredkl verejného
O d m I n e k zdravotniho pojisténi je v monoterapii rendlniho karcinomu hrazeno podani maximalné 52 cykld [écby
p nivolumabem v rezimu davkovani 240 mg kaZzdé dva tydny, nebo maximalné 26 cykll v reZimu davkovani 480 mg
kazdé Ctyri tydny.

* Vrédmci kombinacni terapie s ipilimumabem u pokrocilého karcinomu ledviny je z prostfedk( verejného
zdravotniho pojisténi hrazeno poddni maximalné 4 davek ipilimumabu, Ié¢ba nivolumabem je hrazena do
potvrzeni progrese onemocnéni, verifikované opakovanym radiologickym vysetfenim v odstupu 4 - 8 tydn( z
dlvodu odlisného mechanismu G¢inku imuno-onkologické terapie, maximalné po dobu 60 mésicU. V pfipadé
predcasného ukonceni lééby ipilimumabem z divodu jeho toxicity je nadale hrazena terapie nivolumabem dle
vySe uvedenych podminek.
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Renalni karcinom

DG PRO MULTIDISCIPLINARNI TYM PRINOS MA LECBA CILENA | LECBA OHLED NA VE VYBERU NA KVALITU
IMUNOTERAPI| ZIVOTA (NEZADOUCI UCINKY)



