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Prehled a vychodisko

zhruba 25 % pacientd s BC ma v Case diagnozy MIUC?2

Tuk i mocové L. ,
Horni mocove cesty « ~50 % pacientl s MIUC progreduje do muUC3
Muscularis propria
Lamina propria « Svalovinu invadujici UC (stadium > T2) je zavazné onemocnéni s mirou 5letého preziti
‘ Urotel zhruba 50 %*
Tis - - Vétsina pripadu vznika v prechodném epitelu (TCC), ale vyskytuji se i dalsi histologické
i typy - dlazdicobunécny (spinocelularni), adenokarcinom, malobunécny, sarkom....>
$ ———— 1a -~ Svalovinu
o1 neinvadujici . . gt 2 v . v, v . ;
tumory . BCvJe nejprve stratifikovan podle pritomnosti Ci nepritomnosti invaze do svalove vrstvy
Tis, Ta, T1 stény mechyre (T2-T4)*
« Nadory mohou vznikat i v mocovodu mezi ledvinovou panvickou a mocovym méchyrem
_ | svalovinu (UTUC). Zde neni svalovina a histologicky se jedna o TCC®
invadujici i . .
tumory Staging karcinomu mocového méchyre’
T2'T4 . . 7 . v ’ v v ’ 4 J4 . .o v . . J4 4
T4 « Klinicky staging zalozeny na vysetreni, zobrazovacich metodach a biopsii urcuje primarni

zpusob lécby

« Histopatologicky staging se provadi po operaci a poskytuje presnéjsi informace o prognoze
a je dulezity pro nasledny terapeuticky plan

Adapted from Cancer Research UK’

BC, bladder cancer; MIUC, muscle-invasive urothelial carcinoma; mUC, metastatic urothelial carcinoma; TCC, transitional cell carcinoma.
Please see speaker notes for references.



Priznaky BC pritomneé u vsech stadii BC

@ Krev v moci (hematurie) @ Nutkani k moceni, ackoli méchyr
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@ Bolest a paleni v prubéhu @ Casté no¢ni moceni
moceni

BC, bladder cancer.
American Cancer Society. Bladder cancer signs and symptoms. Accessed January 4, 2023. https://www.cancer.org/cancer/bladder-cancer/detection-diagnosis-staging/signs-and-symptoms.html



Soucasny algoritmus lecby lokalné pokrocilého tumoru
mocoveho meéechyre

- 1) TURBT

- 2) neoadjuvantni chemoterapie

3) radikalni cystektomie a lymfadenktomie

neoadjuvantni

)
)
)
4) adjuvantni chemoterapie nebo imunoterapie, pokud nebyla
e
5) zvazit radioterapii

)

» 6) sledovani



Soucasny stav lokalné pokrocilého tumoru mocového méchyre
- kam mirime v adjuvanci?
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Vychodisko

 NIVO je na zakladé publikovanych vysledku studie CheckMate 274 standardem
lécby pacientu s vysoce rizikovym svalovinu invadujicim urotelialnim
karcinomem (MIUC) po radikalni operaci'-2

« Studie faze Il CheckMate 274 splnila oba primarni cile

— Po minimalnim sledovani v délce 5,9 mésice (median sledovani 20,9 mésice pro NIVO a
19,5 mésice pro PBO) doslo ke zlepseni DFS u NIVO versus PBO v ITT populaci
(HR, 0.70; 98.22% Cl, 0.55-0.90; P < 0.001) i v populaci pacientt s expresi PD-L1 > 1%

(HR, 0.55; 98.72% Cl, 0.35-0.85; P < 0.001)?

« Zde prezentovany vysledky po minimalni délce sledovani 31,6 mésice (median
delky sledovani 36,1 mésice)

Cl, confidence interval; DFS, disease-free survival; HR, hazard ratio; ITT, intent-to-treat; NIVO, nivolumab; PBO, placebo; PD-L1, programmed death ligand 1.
1. National Comprehensive Cancer Network. Bladder cancer version 3.2022. Accessed January 30, 2023. https://www.nccn.org/professionals/physician_gls/pdf/bladder.pdf. 2. Bajorin DF, et
al. N Engl J Med 2021;384:2102-2114.



Design studie

o CheckMate 274 je dvojité slepa randomizovana multicentricka studie faze lll, sledujici adjuvantni

podani nivolumabu versus placebo u pacientu s vysoce rizikovym MIUC2
Stratifika¢ni faktory

N =709 e PD-L1 status TC (= 1% vs < 1% nebo neurcité)P
Predchozi neoadjuvantni CHT s cisplatinou
Uzlinové postizeni

Klicova vstupni kritéria

« Pacienti s ypT2-ypT4a nebo ypN+ MIUC po neoadjuvantni CHT s
cisplatinou

NIVO IV
240 mg Q2W

Lécba po dobu 1
roku max

 Pacienti s pT3-pT4a nebo pN+ MIUC bez neoadjuvantni CHT s
cisplatinou a nevhodni nebo odmitajici adjuvantni CHT s
cisplatinou

« Radikalni vykon max. 120 dni pred randomizaci

« Stav bez onemocnéni v prubéhu 4 tydnl po randomizaci

Median (rozsah) sledovanic (ITT populace) Primarni cil: DFS u vsech randomizovany
oy . "y : ych (ITT populace) a DFS u
36.1 (0.0-75.3) mesice (37.4 mesice NIVO, 33.9 mesice PBO) véech randomizovanych s expresi PD-L1 na TC > 1%

Minimalni délka sledovanid (ITT populace) 31.6 mésice Sekundarni cile: NUTRFS, DSS a OS¢

Median (rozsah) sledovanic (PD-L1 2 1% populace) Exploratorni cile: DMFS, PFS2, bezpe¢nost, HRQoL
37.1 (0.0-75.3) mésice (39.8 mésice NIVO, 33.3 mésice PBO)

Uzamceni databaze 20. rijna 2022

aNCT02632409. PDefined by the percent of positive tumor cell membrane staining in a minimum of 100 evaluable tumor cells using the validated Dako PD-L1 IHC 28-8 pharmDx
immunohistochemistry assay. <Defined as time between randomization date and last known date alive (for patients who are alive) and death. 9Defined as time from clinical cut-off date to
last patient’s randomization date. ©0S will be assessed at a future database lock. OS and DSS data are not presented.

DMFS, distant metastasis-free survival; DSS, disease-specific survival; HRQoL, health-related quality of life; IV, intravenous; NUTRFS, non-urothelial tract recurrence-free survival;

0S, overall survival; PFS2, second progression-free survival; Q2W, every 2 weeks; R, randomized.



Vychozi demograficka charakteristika pacientu’

NIVO PBO
(N = 353) N = 356

Primérny vék (rozsah), roky 65.3 (30-92) 65.9 (42-88)
Muzi, % 75 77
Etnicka skupina, %

bélosi 75 76

Asiaté 23 21

cernosi 1 1

ostatni/neuvedeno 2 2
ECOG PS,2 %

0 63 62

1 35 35

2 2 3
Lokalizace tumoru pri prvotni diagnéze, %

Mocovy méchyr 79 79

Ledvinova panvicka 12 15

Mocovod 8 6
Exprese PD-L1 = 1% na TC pri randomizaci, % 40 40
Predchozi neoadjuvantni cisplatina, % 43 44
Patologicky T stage pri resekci,bc %

pTO-2 23 24

pT3 58 57

pT4a 16 17
Uzlinové postizeni pri resekci,© %

N+ 47 47

NO/x, < 10 uzlin vysetreno 27 28

NO, > 10 uzlin vysetreno 26 25

aNot reported for 1 patient in the PBO arm. PpTX in 1% of patients in the NIVO arm; pTis in 1% of patients in the NIVO arm and 1% of patients in the PBO arm. Not reported for 1 patient each
in the NIVO and PBO arm.

ECOG PS, Eastern Cooperative Oncology Group performance status; IVRS, interactive voice-response system.

1. Bajorin DF, et al. N Engl J Med 2021;384:2102-2114.



Preziti bez onemocnéeni (DFS, primarni cil)
« Pokracujici DFS benefit pro NIVO versus PBO jak v ITT populaci, tak v populaci s expresi PD-L1> 1%

ITT
100 -
90 1 Median DFS (95% CI), mésice
80 - NIVO 22.0 (18.8-36.9)
PBO 10.9 (8.3-15.2)

HR (95% Cl), 0.71 (0.58-0.86)

48.4%
45.0%

Disease-free survival (%)
Ul
<

N
o
1

O 1 1 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66
meésice
V riziku
NIVO 353 253 208 177 150 132 113 83 57 43 4 0
PBO 356 207 156 138 123 109 94 80 59 39 4 0

PD-L1 > 1%
100
9 Median DFS (95% Cl), mésice
NIVO 52.6 (25.8-NE)
. 80- PBO 8.4 (5.6-17.9)
2 HR (95% Cl), 0.52 (0.37-0.72)
= 70
2 60.3% 56.9%
c 607
-}
[7,]
v 50- LI L
o | i
& 407 | :
pu 37.6% ! O I TV | | I
¢ 301 ; ' 33.3%
a ! :
201 | |
107 :
0 1 1 1 i 1 i 1 1 1 1 1

0 6 12 18 24 30 36 42 48 54 60 66
mésice
V riziku
NIVO 140 99 88 79 72 64 55 42 29 23 2 0
PBO 142 74 58 52 46 40 34 26 18 9 2 0

Minimum follow-up in the ITT population, 31.6 months. DFS was defined as the time between the date of randomization and the date of first recurrence (local urothelial tract, local non-urothelial tract or

distant) or death.
NE, not estimable.



DFS v jednotlivych podskupinach ITT populace

NIVO PBO HR pro DFS (95% Cl)
udalosti/pacienti

Celkem 195/353 233/356 —— : 0.71 (0.58-0.86)
Vék !

< 65 rokd 81/155 81/136 —0—: 0.74 (0.54-1.01)

> 65 a < 75 roku 76/131 112/164 —— : 0.68 (0.50-0.92)

2 75 roku 38/67 40/56 . | 0.64 (0.39-1.04)
Pohlavi |

Muzi 148/265 184/275 —— : 0.69 (0.56-0.87)

Zeny 47/88 49/81 o 0.79 (0.52-1.20)
Region :

USA 26/49 38/53 ® | 0.52 (0.30-0.89)

Evropa 102/170 113/171 —0—: 0.84 (0.64-1.10)

Asie 37/80 39/74 ® : 0.77 (0.48-1.24)

Zbytek svéta 30/54 43/58 ® : 0.51 (0.30-0.89)
Vstupni ECOG PS |

0 121/224 143/221 —— : 0.67 (0.53-0.86)

1 72/122 82/125 —0—: 0.81 (0.58-1.12)
Lokalizace tumoru pri vstupu :

Mocovy méchyr 152/279 190/281 —— 0.63 (0.51-0.78)

Ledvinova panvicka 26/44 28/52 : ® 1.22 (0.69-2.15)

Mocovod 17/30 15/23 : ® 1.41 (0.65-3.06)

035 05 0 2 4
< >

Ve prospéch NIVO Ve prospéch PBO



DFS v jednotlivych podskupinach ITT populace

NIVO PBO HR pro DFS (95% ClI)
udalosti/pacienti

Vzacné histologické varianty :

Ano 85/145 88/141 —e—+ 0.78 (0.58-1.07)

Ne 110/208 145/215 —e— : 0.68 (0.53-0.88)
Patologicky uzlinovy status :

N+ 109/167 134/168 —— : 0.62 (0.48-0.81)

NO/x, < 10 uzlin vysetreno 50/94 56/99 ——— 0.84 (0.57-1.24)

NO, > 10 uzlin vysetreno 36/91 42/88 o : 0.75 (0.47-1.18)
Patologicky status |

pTO-2 42/80 48/86 o : 0.91 (0.59-1.42)

PT3 113/206 132/204 —e— | 0.64 (0.50-0.83)

PT4a 38/57 49/62 L : 0.68 (0.43-1.08)
PD-L1 exprese |

> 1 61/140 87/141 —— : 0.53 (0.38-0.73)

<1 132/210 141/209 —o—+ 0.84 (0.66-1.06)
Predchozi neoadjuvantni cisplatina :

Yes 81/153 110/155 —— : 0.54 (0.40-0.72)

No 114/200 123/201 —ol— 0.91 (0.70-1.17)
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Ve prospéch NIVO Ve prospéch PBO



Preziti bez rekurence mimo urotelialni trakt (NUTRFS)

« Pokracujici NUTRFS benefit pro NIVO versus PBO jak v ITT populaci, tak v populaci s expresi PD-L1
expresi > 1%

ITT PD-L1 > 1%
g 100 g 100
—_ \ Median NUTRFS (95% Cl), mésice — Median NUTRFS (95% Cl), mésice
2 904 2 904
E NIVO 25.9 (19.4-44.0) E NIVO 52.6 (29.7-NE)
3 80 PBO 13.7 (8.4-20.3) 3 80- PBO 8.4 (5.6-20.0)
8 HR (95% Cl), 0.72 (0.59-0.88) 8 HR (95% Cl), 0.53 (0.38-0.74)
£ 704 & 707 62.7%
() Q : 57.4%
£ 60 51.6% e 607 .
= 47.5% = '
= 50- : S 50- : L L
(@] 1 (U] 1
et ] : ! o ] i ,
"g “0 A 138.3% "g 0 38.3% | I TR T T TR TR
5 30- ' | 5 30- | 134.8%
I | | © | |
S 20- : ! o 201 | |
S ! I £ | :
b~ 1 1 b~ 1
© 101 ! . © 10- | |
7 ! : 7 | |
c ! X c . '
@] 0 T T T T T T T T T T 1 o 0 T T T T T T T T T T 1
< 0 6 12 18 24 30 36 42 48 54 60 66 z 0 6 12 18 24 30 36 42 48 54 60 66
meésice meésice
V riziku V riziu
NIVO 353 258 212 181 155 136 116 87 59 45 4 0 NIVO 140 100 90 81 74 65 55 42 29 23 2 0
PBO 356 213 163 143 128 114 99 84 63 42 6 0 PBO 142 74 58 52 46 41 35 27 19 10 2 0

Minimum follow-up in the ITT population, 31.6 months. NUTRFS was defined as the time between the date of randomization and the date of first local non-urothelial tract or distant recurrence or death.



Preziti bez vzdalenych metastaz (DMFS)
« Pokracujici DMFS benefit pro NIVO versus PBO jak v ITT populaci, tak v populaci s expresi PD-L1

expresi > 1%

ITT

100_

90 \ Median DMFS (95% CI), mésice
X NIVO 47.1 (26.5-NE)
T 801 PBO 28.7 (16.6-47.8)
Z HR (95% Cl), 0.74 (0.60-0.92)
S 70+
n 57.8% )
Q@ 60- 53.9%
o | .
i 50 51.2%!
g | | 47.0%
g e a
£ 30- i !
£ | E
g - -
S 10- | |

0 | | | :I | i | | | | |

0 6 12 18 24

V riziku
NIVO 353 261 216 185 158
PBO 356 217 164 143 128

30 36 42 48 54 60 66
mésice

138 117 88 60 46 4 0
115 100 84 63 42 6 0

100

O
o
1

80+

PD-L1 2 1%

Median DMFS (95% CI), mésice

NIVO
PBO

NR (44.0-NE)
20.7 (10.6-NE)

HR (95% Cl), 0.58 (0.40-0.84)

9

©

2

>

§ 70+

 60-

= LI L

2 504

S 48.6%i 1 T 1T

B 40- : 144.2%

% : :

£ 30- | i

= | |

g 20
O | | | : | II | | | | |
0 6 12 18 24 30 36 42 48 54 60 66

mésice

V riziku

NIVO 140 101 91 82 74 66 55 42 29 23 2 0

PBO 142 76 58 52 46 41 35 27 19 10 2 0

Minimum follow-up in the ITT population, 31.6 months. DMFS was defined as the time between the date of randomization and the date of first distant recurrence (non-local) or date of death.

NR, not reached.



Dalsi preziti bez progrese onemocneni (PFS2)

« PFS2 (cas od randomizace do progrese na nasledné systémové terapii, zacatku druhé nasledné systémové terapie
nebo umrti) je delsi pro NIVO versus PBO v obou definovanych populacich

PD-L1 > 1%P

Median PFS2 (95% Cl), mésice

ITT? 100-

90 1 Median PFS2 (95% Cl), mésice 90 1
NIVO NR (NE-NE)
801 71.4% NIVO 61.2 (44.0-NE) 80 PBO 39.4 (25.2-NE)
°eo 47.1 (29.46.2) HR (95% Cl), 0.54 (0.37-0.79)
70 HR (95% CI), 0.79 (0.63-0.98) 20

. 61.0%

< 601 < 60- | |
& 60.7% i . a3 59.3% ;
E 50 1 : : E 501 : : 0"””” T T AT T TR T TR TR
o | | o | :51'4%’
407 | | 40- i i
30- ] 30- -
20- S 20- ]
10- I 10- -
0 1 1 1 :I 1 I| 1 1 1 1 1 1 1 0 1 1 1 :I 1 I| 1 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
mésice mésice
V riziku V riziku
NIVO 353 325 286 254 230 203 176 138 111 83 55 28 4 0 NIVO 140 126 115 104 98 88 76 62 49 38 29 14 2 0
PBO 356 300 262 227 195 173 152 127 103 75 53 30 9 0 PBO 142 114 98 89 76 66 60 52 40 28 22 13 2 0

aSubsequent systemic therapies categorized as “adjuvant” (n = 6) were not considered in PFS2 derivation. PSubsequent systemic therapies categorized as “adjuvant” (n = 2) were not considered in PFS2 derivation.
Minimum follow-up in the ITT population, 31.6 months. PFS2 was defined as the time from randomization to the date of investigator-defined disease progression after the subsequent next-line
systemic anticancer therapy, or the start of second subsequent next-line systemic anticancer therapy, or death due to any cause, whichever comes first.



Bezpecnost - vsichni léceni pacienti

NIVO (n = 351)? PBO (n = 348)2

Jakykoli stupen

AE v souvislosti s [écbou, % 79 18 56 7
AE v souvislosti s |[écbou vedouci k 14 - ) 1

ukonceni terapie, %

S Sveédeni 23 1
S e Unava 17 12
g qé Prdj
= ujem 17 11
3 C .
L .- Vyrazka 15
) i s orez
g ;Eg Zvysena lipaza
50 Hypotyreéza
o
8 2 ZvySena amylaza
@ > )
) Hypertyreoza Jakykoli st. [ B
GG Nevolnost Stuper >3 1IN
v 3 Slabost
2 0 . cy e
> 52 Ztrata chuti k jidlu
2 ‘z Zvyseny kreatinin
ﬂ Makulopapularni vyrazka

Bolest kloub(

30 25 20 15 10 5 0 5 10 15

%

ancludes all treated patients.

There were 3 treatment-related deaths in the NIVO arm (2 instances of pneumonitis and 1 instance of bowel perforation).
Includes events reported between the first dose and 30 days after the last dose of study therapy.

Minimum follow-up in the ITT population, 31.6 months.

AE, adverse event.



Souhrn

* Pri prodlouzeném sledovani pokracuje benefit NIVO vs placebo ve vsech
sledovanych parametrech (DFS, NUTRFS a DMFS)

— v ITT populaci median DFS pro NIVO v porovnani s placebem dvojnasobny

—v populaci s expresi PD-L1 > 1% median DFS pro NIVO dosahl 52,6 mésice, coz je vice nez
sestinasobek medianu DFS pro placebo

« Exploratorni cil PFS2 zlepsen pro NIVO versus PBO v obou studijnich populacich
« 74dné nové bezpecnostni signaly’

 Potvrzeni postaveni NIVO v adjuvantni lécbé jako standardu pro lécbu vysoce
rizikoveho MIUC po radikalni resekci

1. Bajorin DF, et al. N Engl J Med 2021; 384:2102-2114. 2. Galsky MD, et al. Poster presentation at SUO 2021. 1514.



Modra kniha

Perioperacni léecba MIBC

ypT2 az ypT4a a /nebo ypN+

FIT Chemoterapie zalozena na DDP | e
pro DDP (Gem /DDP &i ddMVAC) = adikaini operace
UNFIT Adjuvantni nivolumab
pro DDP Radikalni operace > [exprese PD-L1 na nadorovych
burnikach 2 1 %)

pT3-4a a/nebo pN+

Y

Adjuvantni nivolumab
(exprese PD-L1 na nadorowych
bunkach 2 1 %])




Uhrada

 Nivolumab je hrazen v monoterapii k adjuvantni lécbé dospélych pacientu
s urotelialnim karcinomem postihujicim svalovinu (MIUC, muscle invasive urothelial
carcinoma) s expresi PD-L1 na nadorovych bunkach vétsi nebo rovno 1 %, kteri maji
vysoke riziko recidivy poté, co podstoupili radikalni resekci MIUC.

* a) pacient ma vykonnostni stav O - 1 dle ECOG;
* b) pacient nevykazuje pfitomnost klinicky aktivnich mozkovych metastaz anebo mozkové metastazy jsou adekvatné lécené;

* () pacient neni dlouhodobé Ié¢en systémovymi kortikosteroidy v davce prednisonu nad 10 mg denné (Ci odpovidajicim ekvivalentem) nebo jinou
imunosupresivni [é¢bou;

* d) pacient nemad diagnostikované zdvaziné aktivni systémové autoimunitni onemocnéni s vyjimkou nasledujicich onemocnéni: diabetes mellitus I. typu,
autoimunitni zanét stitné zlazy, kozni autoimunitni onemocnéni (napf. psoriaza, atopicky ekzém, loziskova alopecie, vitiligo);

* e) pacient ma prijatelnou funkci ledvin a jater (hladina kreatininu je mensi nebo rovna 1,5x 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), a sou¢asné uspokojivé hodnoty krevniho
obrazu (hladina hemoglobinu vétsi nebo rovna 90 g/I, pocet leukocytll vétsi nebo roven 2,5 x 10 na devatou /I, pocet neutrofilG vétsi nebo roven 1,5 x 10
na devatou /I, pocet trombocyt( vétsi nebo roven 100 x 10 na devatou /I). Lé¢ba nivolumabem je hrazena do potvrzeni progrese onemocnéni,
verifikované opakovanym radiologickym vySetfenim v odstupu 4 - 8 tydn( z dlivodu odlisSného mechanismu ucinku imuno-onkologické terapie.

* Vadjuvantni lé¢bé dospélych pacientl s urotelidlnim karcinomem je hrazena délka [é¢by maximalné po dobu 12 mésict od jejiho zahdjeni.
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