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Chemoterapie...stale zaklad nasi lecby...ale

Imunoterapie
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Increasing Treg function
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Imunoterapie vsak prinasi i rizika:

Hepatobiliary disorders
Increased alanine
aminotransferase levels

1.3 16 8.3%
Increased aspartate
aminotransferase levels

1.0 06 6.1%

PD-1 CTLA-4 Combined
55.0%

Total 16.3 27.3

Gastrointestinal
disorders

Diarrhea 2.2 6.1 9.3%
Colitis 0.6 87 7.7%

Skin and subcutaneous
tissue disorders

Pruritus 0.0 0.3 1.9%

Rash 06 1.9 48%
MUNT 5%
&
MED 4§ ¢

Endocrine disorders
Hypothyroidism
00 00 0.3%

Respiratory, thoracic and |
mediastin
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T2-T4a a N1 (2,3) onemocneéeni

* (T2, Tis: pri selhani BCG v USA... imunoterapie pembrolizumab...” wit

BCG-unresponsive, high-risk, non-muscle invasive bladder cancer with Tis with or without papillary tumors who are
“
ineligible for or have elected not to undergo cystectomy

e /péet k T2 onemocnéni- zakladem onkologickeé |écby je neoadjuvance
na bazi CISPLATINY!!!

* Preference DDP/Gem- 4x & 21 dni, nebo studie ¢i DD M-VAC
* Cil: downstaging tumoru a eradikace mikrometastaz

* A poté RACE, nebo CHT/RT

HUNT 53
MED 3T 4
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Cisplatina ,unfit” vs. ,fit”

ECOGPS=>2

Clearence kreatininu <60ml/min

Neuropatie stupné = 2

Srdecni selhani stupné lll a vice

Audiometricka ztrata sluchu stupné = 2

MUNT 3%
MED 2?
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T2-T4a a N1 (2,3) onemocneni - budoucnost

e PURE-01 studie Il.faze

PURE-01 (NCT02736266): Neoadjuvant pembrolizumab before radical

cystectomy for MIBC
Additional DD-MVAC x 4 cycles in non
=N, f
TL. » Cystectomy

_ 3x3 weekly cycles of
» Fitand planneq for cystectomy - pembrolizumab 200 mg IV *
* Predominant (i.e. 50% at least) UC i + Post-cystectomy
histology ! management according to
1

» cT<3bNO stage EAU guidelines

» Residual disease after TURB Pre-post treatment tissue/blood sample collection fo . :
(surgical opinion, cystoscopy or St s ol i

¢ : until 2-y post cystectomy
radiological presence)

» GFR 220 ml/min (Cockcroft — Gault Pre-post treatment imaging: multiparametric bladder
formula) MRI (mpMRI); ®FDG-PET/CT scan, T/ACT scan

« ECOG-PS 0-1
« Pathologic complete response (pTO) in ITT population is the primary endpoint
* The H, is pT0 225% and Hy pT0<15%
= 71 pts will be enrolled, with 43 pts at first stage according to MinMax design
« pTO limits for HO rejection: 6 (15t stage); 14 (2" stage)
* 80% power and a one-sided test of significance at the 10% level
« Data cut-off: May 10t", 2018: Median Follow-up: 8 months

mescrco . 2018 ASCO
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Pathologic response to pembrolizumab

All treated patients
N=43

17 (39.5)

i 0, 0,
Pathologic complete response, n (%), 95% CI 26 3-54 4

Secondary endpoint, n (%)

Pathologic downstaging to pT<2 22 (51.2)

(2 pTis; 2pTa; 1pT1)

Treatment failure, n (%)

ypT2-4 ypNO 7 (16.3)
ypTany ypN+ 9 (20.9)
“Clinical” failure (additional NAC*) 5 (11.6)
Clinical PD (RECIST v.1.1) 0(-)

mesorox: 208 ASCO  #ascots R *Pathologic response to Pembro>CT:

Presented By Andrea Necchi at 2018 ASCO Annual Meeting

oot abbyedss b hrndicrie « pTispNO: n=2 (40%); pT2pN2: n=1 (20%); pT3pN1: n=2 (40%)
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T2-T4a a N1 (2,3) onemocnéni - budoucnost

e Studie ABACUS- Il.faze
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T2-T4a a N1 (2,3) onemocnéni - budoucnost

Pembrolizumab

Characteristic (n = 43)1l

T2-T3b; N1 allowed
Cisplatin eligible, % 100

Received neoadjuvant CT, % 12

Eligibility criteria

Duration of neoadjuvant

checkpoint inhibition 3 cycles (9 wks)

Safe Yes
Pathological CR (pT0), % 40
Available biomarker data Yes
NKOLg,,
FA%
?g § 1. Necchi A, et al. ASCO 2018. Abstract 4507. 2. Powles T, et al

Atezolizumab
(n = 68)2

T2-T4a; NO only

2 cycles (6 wks)

Yes
29

Yes

. ASCO 2018. Abstract 4506.

pTO Rates
With CT:

Gem/Cis,
15% to 32%

DD MVAC,
26% to 43%
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Co po RACE?

e Adjuvance...pT3-pT4, N+ a asi u lymfovaskularni invaze, pokud nebyla
podana neoadjuvance (CISPLATINA)
d . |||. o = l-.—-af\‘f\l';t'\ ;f‘ﬁ Y
Studie I.)OUT,"" Baseli~ - - : -
e Studie lll. faze UTL Primary endpoint: DFS 4

7 s DFS defined as time from randomisation
VS. Sledova Ni. Kaplan Meier Survival Curve by Arm to first of death from any cause,
Disease Free Survival metastases or any ureteric or renal bed

* DFSHR0,47!; 2 le

J recurrence
_\ /0
| Proportion event free at 2 years: fo

Chemotherapy: 0.71 (95% CI: 0.60, 0.79) |
Surveillance: 0.54 (95% CI: 0.43, 0.64) |

After adjustment for nodal involvement,
HR (95% CI) = 0.49 (0.31-0.76), p=0.001 microscopic margin status and planned &
. chemotherapy type:

Proportion Surviving Event-free
00 02 04 06 08 10

00 05

1.0 1.5 20 25 3.0 9 - d ‘p= 1
Years from trial entry HR (95% Cl) = 0.47 (0.30-0.74), p=0.001 A
N at risk (events)
oNKOLG, Suveltance 129 (27) 81 (14) 48 (3) 37 (2) W0 2 2 1) 14 %
M U N I f “, Chemotherapy 131 (11) 100 (9) 79 (8} S5 (1) 42 (1) 26 {0} 18
?% g [ Surveillance Chemotherapy l %
MED , E Q? =
Skgos are the property of the author. Parmsssion reQuired for rouse PRESENTED AT: 2018 Gentcurinary Cancers Symposi) | /°

Jones et al., ESMO 2019 ] 44 341% | 0 382% | 94 36.2%
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Co po RACE?

* Novinka...zase imunoterapie...studie NIAGARA...durvalumab

* Perioperaéni DDP/GEM+ durvalumab+ RACE+ ndsledné durvalumab
* NABUCCO nivolumab a ipilimumab perioperacni

e Atd...

oNKEOLg,
& o,
F My %
4’% =
-' <v
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Metastaticke postizeni

* Nutné rozliseni cisplatina ,,unfit” vs. ,fit“ pacienti; a nove ,unfit platina
pacienti,,

e Stanoveni miry exprese PD-L1- bohuzel ruzné metody
 V prvni linii paliativni lécby:
* Pro pacienty cisplatina fit: cisplatina+ gem

* Cisplatina unfit: imunoterapie pfi positivité PD-L1 (pembro nebo atezolizumab),
...bohuzel v CR karboplatina/ gem

* Platina unfit: USA imunoterapie...v CR...BSC?, monoterapie

HUNT 3%
MED ;?
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Prvni

Therapies

Phase

N

ORR, %
mPFS, mos
mOS, mos
5-yr 0S8, %

Grade 3-4 AEs
(top 3), %

AEs leading to

discontinuation, %

Tx-related death, n

I oM KOLOQ,

6‘0‘_
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Sternberg 19891

M-VAC*

133

72

13.3

18 (4-yr)

Leukocyte count: 58

Nadir sepsis: 25
Platelets: 21

NA

inie paliativni

Von Der Maase 2000,

Roberts 200623

GC*8 ys
M-VAC

3
405
49.4vs 45.7
(P=0.51)

7.7vs 8.3
(P=0.407)

14 vs15.2
(P=0.66)

13vs15.3
(P=0.526)

Neutropenia: 71.1vs 82.3

Thrombocytopenia: 57 vs 20.6

Anemia: 27 vs 17.6
NA

1% vs 3%

Sternberg 20064

DD-M-VAC*t
vs M-VAC*

3
263

64 vs 50
CR: 28vs 12 pts
(P=0.06)

9.5vs 8.1
(P=0.017)

15.1 vs 14.9
(HR=0.76)

218vs13.5
(P=0.042)

Platelets: 22 vs 17
WBC:20vs 62

Mucositis: 10 vs 17

NA

1vs1

Dreicer 20045

carbo/PTX vs
M-VAC*
3
‘ 85

28.2vs 35.9
CR: 1vs5pts
(P=0.63)

5.2vs 8.7
(P=0.24)

13.8vs 15.4
(P=0.65)

NR#*

Neutropenia: 29 vs 67
Anemia: 5 vs 38
Thrombocytopenia: 10 vs 21

9vs 17

1vs1

Kaufman 20008

GC*s

46
41
CR: 10pts
5.5l
143

NR

Segmented neutrophils: 74
Platelet: 65
WBC: 53

NA

ecby mUC: cisplatina fit

EORTC 309877

PCG*s vs GC*8

3
626

55.5vs 43.6
(P=0.0031)

83vs7.6
(P=0.113)

15.8vs 12.7
(P=0.075)

NR
Neutropenia: 64.3 vs 50.5
Thrombocytopenia: 34.5vs
521
Hemoglobin: 22.5vs 25.6

14.6vs 15.7

6vs3
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Prvni linie paliativni
unfit- chemoterapie

EORTC 309861

Dreicer 20042

écby mUC: cisplatina

Galsky 20073

Therapies GEM-+carbo vs carbo+PTX vs DOX+GEM - PTX+carbo
M-CAVI M-VAC
Phase 2/3 3 2
N 238 85 25
ORR, % 41.2vs 30.3 28.2vs35.9 56
(P=0.08) CR:1vs 5pts
(P=0.63)
mPFS, mo 58vs4.2 52vs 87 NR
(HR=1.04) (P=0.24)
mOS, mo 9.3vs8.1 13.8vs 154 15
(P=0.64) (P=0.65)
5-yr 08, % NR NR NR

| Grade 3-4 AEs (top 3), % Neutropenia: 52.5vs 683.5
Leucopenia: 44.9vs 46.6

Thrombocytopenia: 48.3 vs 19.4

" AEs leading to discontinuation, % 21.0vs21.8
' Tx-related death, n 2vs4
§ oﬂm%%

Neutropenia: 29 vs 67
Anemia: 5 vs 38
Thrombocytopenia: 10 vs 21

9vs 17

1vs 1

Neutropenia: 28
Anemia: 16
Thrombosis: 16
Thrombocytopenia: 8
Nausea: 8
Vomiting: 8

2
NA
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PO CHT dle ASCO 2020:
Udrzovaci lécba avelumab + nejlepsi podptirna Iécba (BSC) versus BSC samotnda po chemoterapii na bazi platiny v
prvni linii pokrocilého urotelidlniho karcinomu:

JAVELIN Bladder 100 phase Il vysledky
JAVELIN Bladder 100 rezim

INDUKCNI LECBA UDRZOVACI LECBA

—

VSechny cilové parametry byly méfeny po randomizaci (po chemoterapii)

- N (" Primérni cil )
« 0OS
Neresekabilni lokalné r ~ . O’Ar‘r\\’g?ll(gwggw |
pokrocily nebo metastazujici Pacienti s + BSC* Primarni analyza populaci
urotelialnim karcinom Interval bez [€Cby CR. PR nebo SD n=350 * V/Sichni randomizovani
4-10 tydn@i ’ pacienti

DO progrese nepo L
Vsichni pacienti; [K1:1  neakceptovatelné toxitity nebo | * PD-L1-pozitivni populace
vysazeni terapie

\ 4

Absolvovana standartni 1L

chemotherapie (4-6 cyklu): (;f]g'c‘j’r']%%gﬁ? N=700 Sekundarni cile
« Cisplatina + gemcitabin odpovédia | PD-L1+exprese n=358 « PFS a celkova Cetnost
nebo karboplatina + rozliseni NU) (51%) odpovédi (ORR) podle
gemcitabin - v, RECIST 1.1 podie BICR a
) B investigatora
Nejlepsi odS:c:\a/ltéI:i!k::i L indukéni ) BeZpeénOSt a snasenlivost
chemoterapie (CR nebo PR vs SD) ¢ PRQS (vysledky hlasené
Metastazy (visceralni vs nonvisceralni) \_ pacientem) )
MUNT 3%
MED % F ¢
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PO CHT dle ASCO 2020:

UdrZovaci lécba avelumab + nejlepsi podpirna Iécba (BSC) versus BSC samotna po chemoterapii na bazi platiny v prvni linii pokrocilého

urotelialniho karcinomu:

JAVELIN Bladder 100 phase Il vysledky

OS v celkové populaci

100 -
%0 Median Overall Survival (95% CI), months
N Avelumab + BSC 21.4 (18.9-26.1)
80 BSC alone 14.3 (12.9-17.9)
° 70 Stratified hazard ratio for death, 0.69 (95% CI, 0.56-0.86)
N - P<0.001
S 60
I3
g 50
T 40
g
o 304
20 4
10 -
0
T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
. Months
No. at risk

Avelumab + BSC 350 342 318 294 259 226 196 167 145 122 87 65 51
BSC 350 335 304 270 228 186 153 125 105 83 68 55 41

39 26
33 18

15 11
12 9

5
2

3
1

0

OS v PD-L1-pozitivni populaci

100 Median Overall Survival (95% Cl), months
90 Avelumab + BSC NE (20.3-NE)
BSC alone 17.1 (13.5-23.7)
80 7 Stratified hazard ratio for death, 0.56 (95% CI, 0.40-0.79)
2 70 - P<0.001
S 604
£
@ 50
® 40 4
2
O 304
20 -
10
0 T T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months

No. at risk
Avelumab + BSC 189 185 177 165 146 129 114 95 81

BSC 169 165 152 132 113 89 76 67 54

70 49 38 32 26 18 9 8 4 2 O
45 37 30 23 21 12 8 6 2 1 O

BAVENCIO je prvni imunoterapii, ktera v klinické studii s inovativhim designem (indukce+
maintenance) prokazala statisticky vyznamné zlepseni v parametru OS v |écbé prvni linie u

pacientl s pokrocilym urotelidlnim karcinomem.

Rezim dle designu studie Javelin Bladder 100 je aktualné doporuceny NCCN i ESMO.
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Prvni linie paliativni [éCby mUC: cisplatina

unfit- imunoterapie

KEYNOTE-052' IMvigor210 (Cohort 1)*

Regimens Pembrolizumab Atezolizumab

Ph 22 2

N 370 251 110 119 32 80

Patient subgroups Cisplatin-ineligible| PD-L1 PD-L1 All-comers PD-L1 expression of 25% in ICs |PD-L1 expression of 21% in ICs
CPS<10|CPS =10

ORR, % 29 21 47 22.7 28.1 23.8

(95% CI) (24-34)* (16-26) | (38-57) (15.5-31.3)1 (13.8-46.8)1 (15.0-34.6)1

mPFS, mo 2.3 NA NA 2.7 4.1 29

(99% CI) (2.1-3.4)* (2.1-4.2)7 (2.3-11.8)1 (2.1-5.4)1

mOS, mo 1.0 10 19 15.9 12.3 141

(95% CI) (10.0-13.6)* (8-12) | (12-NR) (10.4-NE) (6.0-NE) (9.2-NE)

Grade 3-4 AEs NA3 Fatigue: 3, AST increased: 3, ALT increased: 3°

(top 3), %

AEs leading to 103 05

discontinuation, %

Tx-related death, n 13 15
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Nadory mocoveho mechyre a pembrolizumab,
orvni linie [éCby mUC, KEYNOTE 052- studie Il.faze

Pokracovani v lé¢cbé
do:
Patients (N = 370) Pembrolizumab 24 més
PokrocCily UC 200 mg Q3W Potvrzené PD

NepredléCeni pro mUC Neakc. toxicity

ECOG PS 0-2 Odmitnuti

Nevhodni pro cisplatinu pacientem

— CrClI <60 mL/min

— ECOGPS 2 _ Primarni cile:ORR u lIT a u pt s PD-L1-posit. tumory

— Grade =2 neuropatie _ _ N L vy
Sekun. cile: DOR, PFS, a OS; bezpecnost a tolerance IéCby;

nebo ztrata sluchu ) - _
_ NYHA IIl a vice identifikace cut off bodu pro vysokou PD-L1 expresi

Data cut off : Rijen, 2017
s, Median follow-up: 11.5 months (0.1 - 31.3 m)

NI ? 2
D L% ¢
' Vuky et al, JCO 2018
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Nadory mocového méchyre a pembrolizumab, prvni linie |é¢by mUC, KEYNOTE 052,
charakteristika souboru pt

Characteristic, n (%) N =370 Characteristic, n (%) N =370

Age, median (range), y 74 (34-94) Prior adjuvant/neoadjuvant 37 (10)

<64 years 68 (18) platinum-based chemotherapy?
65-74 years 123 (33) Reasons for cisplatin ineligibility
75-84 years 139 (38) Renal dysfunction 183 (50)
>85 years 40 (11) ECOG performance status 2 120 (32)

255 77 e e 2

ECOG performance status? y
0 80 (22) Other reasons® 33 (9)

1 134 (36)
2 155 (42) Characteristic, n (%) N =370
3 1(<1)

Primary tumor location PD-L1 CPS 210 110 (32%)
Upper tract 69 (19) PD- L1 CPS < 10 251 (68%)
Lower tract 300 (81)

Metastases location®
Lymph node only 51 (14)

Visceral disease 315 (85)

Liver metastases 77 (21)

o‘NKOLaCI
HUNT 53
MED 5 5 ¢

Vuky et al, JCO 2018
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Nadory mocoveho mechyre a pembrolizumab,

orvni linie

ecby mUC, KEYNOTE 052, ORR u IIT

Total Population

Objective response rate
Complete response
Partial response

Disease control rate

Stable disease

Progressive disease

No assessment

Not evaluable

107
30
77

174
67

156
31

% (95% Cl)
29% (24.3-33.8)
8 (5.5-11.4)
21 (16.8-25.3
47 (41.8-52.3
18 (14.3-22.4
42 (37.1-47.4
8 (5.8-11.7)
2 (1.1-4.6)

S e et S

Vuky et al, JCO 2018
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Nadory mocoveho mechyre a pembrolizumab,
orvni linie [éCby mUC, KEYNOTE 052, PD-L1
exprese a ORR

ORR dle podskupin: PD-L1 CPS210

Overall - ——
PD-L1 CPS <10 - —e—— i ORR 29%
PD-L1 CPS 210 E : . | ORR 48%
Age <65 1
Age 265 - ——
ECOG 0/1 ; |—io—|
ECOG 2 |—.J:—.
Lymph Node Only
Visceral Disease 1 |—0—i—|
0 20 40 60 80
ORR, %

Vuky et al, JCO 2018
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Nadory mocového méchyre a pembrolizumab, prvni linie Ié¢by mUC, KEYNOTE 052, DOR a doba do |écebné
odpoveédi

Response Response
100 - Events, n Median Range, mo 26 months, % 212 months, %
107 Not reached 1.4+ to 27.9+ 82 67
o 90
o~
qw; 80 -
g 70 -
% 60 ] [N T N N N 1
(]
E 90 -
(o] _
po 40
2 30 -
§ 20 - Median time to response
= | 2.1 mo (1.3-9.0)
10
0 I | | I I I |
0 4 8 12 16 20 24 28
Time, months
No. at risk

? 107 96 77 65 35 21 5 0

Vuky et al, JCO 2018
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Nadory mocového méchyre a pembrolizumab, prvni linie |é¢by mUC, KEYNOTE 052,

OS

Overall Survival, %

MUNT 525
MED 357 ¢

Data cutoff: Nov 30, 2017.

100
90
80
70
60
50
40
30 ~
20
10+

0

Events, n

Median, months

Range

6-month
0S, %

12-month
0S, %

247

118

10.0-13.3

67

48

0

No. at risk
370 283 223 173 147 86

8

|
12

|
16

20

Time, months

24

38

I

28

11

32

11


https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=&url=https://www.czecrin.cz/events-1/konference-lide-zdravotnictvi-a-pravo&psig=AOvVaw1wXbKVbRVN__edlMmBhNv2&ust=1568398237102911
https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=&url=https://www.czecrin.cz/events-1/konference-lide-zdravotnictvi-a-pravo&psig=AOvVaw1wXbKVbRVN__edlMmBhNv2&ust=1568398237102911

Nadory mocového méchyre a pembrolizumab, prvni linie |é¢by mUC,
KEYNOTE 052, OS dle podskupin

i o
N Events, n (%) Median OS (95% CI),

months
All patients 370 247 (66.8) 11.5 (10.0-13.3)
PD-L1 subgroup
PD-L1 CPS <10 251 186 (74.1) 10.0 (7.8-11.6)
PD-L1 CPS 210 110 57 (51.8) 18.5 (12.2-NR)
Age
<65 years 68 41 (60.3) 15.7 (6.9-NR)
265 years 302 206 (68.2) 11.9 (9.7-12.8)
ECOG performance status
0/1 214 134 (62.6) 13.1 (11.0-16.8)
2 156 113 (72.4) 9.7 (5.7-11.6)
Metastases location
Lymph node only 51 22 (43.1) NR (12.4-NR)
Visceral disease 315 223 (70.8) 10.8 (9.0-11.8)

HUNT 3%
MED ;?

Vuky et al, JCO 2018
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Nadory mocového mechyre a

pembrolizumab, prvni

inie

NEKOLg

MUNT o
MED a?

ecby mUC, NUL

All Grade 1 Grade 2 Grade 3 Grade 4

n (%) n (%) n (%) n (%) n (%)

Any 107 (29) 24 (9) 49 (13) 29 (8) 5(1)
Hypothyroidism 42 (11) 9 (2) 33(9) 0 0
Pneumonitis 15 (4) 4 (1) 6(2) 5(1) 0
Hyperthyroidism 11 (3) 8 (2) 3 (<1) 0 0

Colitis 10 (3) 2 (<1) 2 (<1) 5(1) 1(<1)

Adrenal insufficiency 6(2) 0 1 (<1) 3 (<1) 2 (<1)
Hepatitis 3 (<1) 0 0 3 (<1) 0
Thyroiditis 3 (<1) 0 2 (<1) 1(<1) 0
Type 1 diabetes mellitus 3 (<1) 0 1(<1) 2 (<1) 0
Autoimmune hepatitis 2 (<1) 0 0 2 (<1) 0
Dermatitis bullous 2 (<1) 1 (<1) 1 (<1) 0 0

Diabetic ketoacidosis 2 (<1) 0 0 1(<1) 1(<1)

Myocarditis 2 (<1) 0 0 1 (<1) 1 (<1)
Pruritus 2 (<1) 0 0 2 (<1) 0
Rash 2 (<1) 0 0 2 (<1) 0
Tubulointerstitial nephritis 2 (<1) 0 0 2 (<1) 0

Vuky et al, JCO 2018
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Druha a vyssi linie paliativni [écb
o I . .
Taxany; Vit Vinflunin
Table 1.
Observations reporting on clinical outcome of VFL in daily clinical practice since the drug’s approval 1n 2009,
¢ C h e m Ote |' Author Number of observed patients O5/PF5 (months)
Pistamalizian of al [2016] n= 71, retrospective study 119/69
_ Moricean et al. [2015] n =10, retrospective study 4029 -
Regimens Medioni et al [2016]  n=134, retrospective study 82/42 ©)
Ph
N Hepele af al. [2014] # =21, retrospective study 6.2/44 —
ORR, % Retz et al [2015] #=T7, prospective study 17— —
mPFS, mo Castellano f al. [2014] n =102, prospective study 10.0/39
mOS, mo Palacka ef al. [2014] # =16, prospective study 52723 ]
Grade 3-4 AEs Summarized 7= 440, prospective and retrospective observations 7.6/4.1 |
(top 3), % Bellmunt ef al. [2009] 1 =259, phase IIT trial 6930 (QOd pOVédI na |é(‘fbu PR 0
8,6%, SD 46%

AEs leading to _— S E
discontinuation, % 05, overall survival; PFS, progression-free survival.
Tx-related death, n
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Druha a vyssi linie paliativni

e Taxany, vinflunin a zase IMUNOTERAPIE

* Imunoterapie: pembrolizumab, atezolizumab, nivolumab ... a dalsi

KEYNOTE-045"23 CheckMate 27557

IMvigor210 (cohort 2)*?

Study 1108%° JAVELIN'™

Regimens Pembrolizumab vs chemotherapy Atezolizumab Nivalumab Durvalumab Avelumab?

Ph 3 2 2 172 1

N 270vs 272 310 270 191 161

Patient ITT population PD-L1 PD-L1 | All-comers| PD-L1 PD-L1 | All-comers| TumorPD-[ Tumor |[All-comers| PD-L1 PD-L1low | All-comers| PD-L1 PD-L1

subgroups CPS<10 | CPSz10 expression| expression L1 PD-L1 expression| or negative expression| expression
ofz5%in| of21%in expression| expression of 21%in ofz 5% of < 5%

ICs ICs of < 1% of 21% ICs inICs inICs

ORR, % 21.1*vs 11.47 NAT 21.6vs 6.7° 15.8 28.0 19.3 20 16 26 17.8 27.4 4.1 17 24 13

(95% ClI) (Pt=0.001) (11.9,20.4)| (19.5, 37.9)| (14.2, 25.4)| (16, 26) (10, 23) (18,34) |(12.7,24.0)| (18.7,37.5)| (0.9,11.5)| (11,24) (14, 36) (7,23)

mPFS, mo 2.1*vs 3.3 NAT NA' NAS 2.0 1.9 3.6 1.5 2.1 1.4 8.3wks 11.9 wks 8.1 wks

(95% Cl) (P'=0.416) (1.9,28) | (1.8,20) | (1.9,37) | (1.4,19) | (1.4,28) | (1.3,1.5) | (6.0,10.1) | (6.1,18.0) | (5.9,8.0)

(HRS=0.98)
mOS, mo 103 vs 7.4 NA** NA** NA3AH 8.6 2B 11.6 18.2 20.0 8.1 6.5 82 8.2
(95% Cl) (P'=0.002) (6.05, (4.37,8.08)| (9.10,NE) | (8.1,NE) | (11.6,NE) | (3.1,NE) | (4.8,9.5) | (5.7,13.7) | (4.3,14.0)
(HR8=0.73) 11.27)

Grade 3-4 —5:

TRAES % Grade 3-5: 15.0vs 49.4 16 23 6.8 8

TRAEsleadingto 56vs 11.0 NA NA 1.6 6

discontinuation, %

S o,
Mmun A
M E D ] = Tx-related death,n 1.5vs 1.6 0 1 1 <1
% &
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Nadory mocového méchyre a pembrolizumab, druha linie |é¢by mUC,
KEYNOTE 045, design studie- lll.faze

Kev Eligibili o .
ey Eligibility Criteria Pembrolizumab

Urothelial carcinoma of the renal pelvis, ureter, 200 mg IV Q3W
bladder, or urethra

*Transitional cell predominant

*PD after 1 or 2 lines of platinum-based chemotherapy §

or recurrence <12 months after perioperative .

platinum-based therapy Paclitaxel 175 mg/m? Q3W
or

Docetaxel 75 mg/m? Q3W
or

Vinflunine 320 mg/m? Q3W

*ECOG performance status 0-2

*Tumor sample for biomarker assessment?

Stratification Factors
- * Dual primary end points: OS and PFS®

*ECOG performance status (0/1 vs 2) + Key secondary end points: ORR, DOR, safety
*Hemoglobin level (<10 vs 210 g/dL) + Response: RECIST v1.1 by blinded, independent central review

*Liver metastases (yes vs no) . . .
*Time from last chemotherapy dose (<3 vs 23 months) Unselected and bfomarker-selected patients
* Data cutoff for this analysis was October 26, 2017

* Median follow-up, 27.7 months

e
NI g :
D 55
Fradet et al, Ann Oncology 2018
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Nadory mocového méchyre a pembrolizumab, druha linie |éCby mUC, KEYNOTE 045,
charakteristika souboru

Pembro Chemo

n (%) N = 270 N =272
Age, median (range), y 66 (29-88) 65 (26-84)
Men 200 (74.1) 202 (74.3)
Upper tract disease 38 (14.1) 37 (13.6)
Lower tract disease 232 (85.9) 235 (86.4)
ECOG performance status?

0 120 (44.4) 106 (39.0)

1 142 (52.6) 158 (58.1)

2 3(1.1) 4 (1.5)
Visceral disease 241 (89.3) 235 (86.4)
Disease in lymph 28 (10.4) 37 (13.6)
node only
Liver metastases 91 (33.7) 95 (34.9)
Hemoglobin <10 g/dLb 43 (15.9) 44 (16.2)
PD-L1 CPS 210 74 (27.4) 90 (33.1)
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Pembro Chemo

n (%) N =270 N =272
Time since completion of most recent therapy

>3 months 167 (61.9) 168 (61.8)

<3 months 103 (38.1) 104 (38.2)
Setting of most recent therapy

Neoadjuvant 19 (7.0) 22 (8.1)

Adjuvant 12 (4.4) 31 (11.4)

First line 184 (68.1) 158 (58.1)

Second line 55 (20.4) 59 (21.7)

Third line 0 2 (0.7)
Risk factors®

0 54 (20.0) 45 (16.5)

1 97 (35.9) 97 (35.7)

2 66 (24.4) 80 (29.4)

3/4 45 (16.7) 45 (16.5)

Fradet et al, Ann Oncology 2018


https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=&url=https://www.czecrin.cz/events-1/konference-lide-zdravotnictvi-a-pravo&psig=AOvVaw1wXbKVbRVN__edlMmBhNv2&ust=1568398237102911
https://www.google.cz/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=&url=https://www.czecrin.cz/events-1/konference-lide-zdravotnictvi-a-pravo&psig=AOvVaw1wXbKVbRVN__edlMmBhNv2&ust=1568398237102911

Nadory mocového méchyre a pembrolizumab, druha linie Iécby mUC,

KEYNOTE 045, OS
100 -+ Events, n HR (95% CI)2 PP
Pembro 200 ‘ 0.70 \ 0.00015
s 801 Chemo 219 (0.57-0.85)
IS
>
2 601 Median (95% CI):
v 10.1 months (8.0-12.3 months)
O 40- 7.3 months (6.1-8.1 months)
S
o
20 -
. : * 60.6% pacientli v rameni s chemoterapii
I I I I I I I I I 4 )4 7 w H
0 4 8 1> 16 20 24 28 3> 36 b’yvlo nasI?dvr_\evI’ecenov a'ntol PD;l/PD-Ll
Time, months Ié€bou (prezivsi 24 mésicu a vice)
No. at risk
Pembrolizumab 270 195 148 116 98 80 67 33 7 0
Chemotherapy 272 173 109 73 59 42 34 18 4 0

oNEOLg
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Nadory mocoveho mechyre a pembrolizumab,
druha linie lecby mUC, KEYNOTE 045, OS dle PD-L1

==
m e
O =

CPS 210 CPS <10
Events,n HR (95% CI)? pP* Events,n HR (95% CI)2 PP
Pembro 53 0.56 0.00153 Pembro 139 0.75 0.00859
(0.38-0.82) (0.59-0.95)
100 - Chemo 71 100 Chemo 144
80+ 40.0% 28.6% Median OS (95% C1) 80+ 45.9% 262%  Median (95% CIy
& 26..9% 13.'5% 8.0 months (5.0-12.3 months) s 31 -.0 Yo 14..0 %o 10.1 months (8.0-12.3 months)
- 60 - : 4.9 months (4.0-7.4 months) ~ 60+ ' 7.3 months (6.1-8.1 months)
72) : : N E
o . : o :
40- i : 40- :
E : Median OS : _
204 : E ISR S T 20+ E : 'I:’n::'nlt?rnop‘lso 8 months
: Chemo: 4.9 months : i Bl T raomnths
0 ] ] l: ] 1 ; | | | | | | 0 L} L} l: L] | | ; | | | | | |
0 4 8 12 16 20 24 28 32 36 40 0 4 8 12 16 20 24 28 32 36 40
Time, months Time, months
Pembro 74 51 35 28 24 20 20 9 1 0 0 Pembro 186 135 105 83 69 57 44 21 5 0 0
Chemo 90 52 28 21 18 10 9 6 2 (i} 0 Chemo 176 118 79 50 38 29 22 10 2 0 0
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Nadory mocového méchyre a pembrolizumab,

KEYNOTE 045, OS dle odpovédi na lécbu

Responders
CR + PR (N =87)

100

%

801

60

40+

Overall Survival,

207

96.5% 78.9%
60.9% 35.8%
it

R
LLI_L

3 T

No. at risk
Pembrolizumab 57
Chemotherapy 30

Median OS

57
29

o0 4

57
27

12 16 20 24
Time, months

55 54 49 43
17 14 12 10

Pembro: NR (95% CI, NR-NR)
Chemo: 16.4 months (95% CI, 11.3-25.1 months)

HR: 0.14 (95% Cl, 0.06-0.33), P < 0.00001

32 36
4 0
2 0

SD (N = 139)
71.8% 22.5%
1001 46.2% 21.9%
> 804
©
2
Z 60
=}
0
T 40
5
>
0 T T T T ! ' '

0 4 8 12 16 20 24 28 32 36
Time, months

No. at risk

Pembrolizumab 47 47 42 33 24 16 10 5 1 0
Chemotherapy 92 81 56 40 30 22 19 9 1 0
Median OS

Pembro: 16.4 months (95% CI, 13.7-18.9 months)
Chemo: 10.5 months (95% CI, 8.8-12.6 months)
HR: 0.77 (95% CI, 0.51-1.17), P = 0.10404

druha linie |é¢by mUC,

Nonresponders
PD + Not Assessed +
Not Evaluable (N = 316)

17.7% 9.5%
1007 12.1% 4.5%
(=)
S 80
©
2
> 601
=}
(9]
T 407
3]
>
° 20 %\_‘_‘;
O T T T T T T 1
0 4 8 12 16 20 24 28 32 36
Time, months
No. at risk
Pembrolizumab 166 91 49 28 20 15 14 6 2 0
Chemotherapy 150 63 26 16 15 8 5 3 1 0
Median OS

Pembro: 4.7 months (95% CI, 3.9-5.9 months)
Chemo: 3.8 months (95% ClI, 3.3-4.4 months)
HR: 0.85 (95% ClI, 0.66-1.09), P = 0.09751
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Nadory mocového méchyre a pembrolizumab, druha linie |é¢by mUC,

KEYNOTE 045, NUL ( vice nez 10% pt)

Pembrolizumab Chemotherapy

Bl Grade 1/2  pryritus
7 Grade 3-5
Fatigue
Nausea

Decreased appetite

1 1
Diarrhea 7 :

Asthenia

1
|
Anemia
1
1,

Constipation

Peripheral sensory neuropathy

/

Peripheral neuropathy -

Decreased neutrophils
Neutropenia

Alopecia

7

_

i,

Pruritus Grade 172 R

5 %
Fatigue Grade 3-5 %7z
Nausea

Decreased appetite

Diarrhea

Asthenia

Anemia

Constipation

Peripheral sensory neuropathy
Peripheral neuropathy
Decreased neutrophils
Neutropenia

Al i
. opecia

15 20

Patients, %
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- . VEVE AN B . Erdafitinib THOR Phase 3 Trial Schema

The NEW ENGLAND JOURNAL of MEDICINE o

Erdafitinib for Urothelial Carcing Erdafitinib 8 mg po qd, N =140

Cohort 1 - Prior PD-
1/PD-L1 treatment Docetaxel or Vinflunine IV
Day 1 of a 21-day cycle, N =140

Key Inclusion Criteria:

+ Locally advanced, unresectable or
metastatic UC (minority component
histologies allowed)

« FGFR inhibitor Clinical Trial Assay
to determine molecular eligibility

+ Only one line of prior systemic
therapy

+ ECOGPSO,10r2

MULTICENTER, OPEN-LABEL, PHASE 2 STUDY

_J_ FErdafitinib

Dose-Selection Phase

Cohort 2 - No prior PD-

Erdafitinib 8 N =
1/PD-L1 treatment { ng:poigd, =123

Patients with locally advanced
and unresectable or metastatic (N =33) (N=78)
urothelial carcinoma with
FGFR alterations

10 mg/day 6 mg/day

(intermittently) (continuously) Pembrolizumab IV
Day 1 of a 21-day cycle, N =175
Primary Endpoint: Overall survival

Interim analysis completed

5 Secondary Endpoints: PFS, ORR, duration of response, safety,
and regimen selected

patient-reported outcomes, pharmacokinetics.

Rate of confirmed response o RASE0 EMes s wmnuan L

il

95% CI, 31-50 38 (20-56)

60 (30-90)

Grade 23 adverse events 67% 500-9

v ’
Y. ‘loriot:at al. 10.1056/N EJM031817323 Copyright © 2019 Massachusetts Medical Society :z :22::2; ’ 4 m e S I C e’

==
m e
O =

e e 35 (14-56)
Lung 23/57 40 (28-53)
Lymph node only 412 33 (7-60)
Upper tract disease 10/23 43 (23-64)
Lower tract disease§ 30/76 39 (29-51)

Absent 10/21 48 (26-69)

\

o 7/ Response according to daily dose of erdafitinib — no./total no. v ’
* Mediany PFSa OS z - o 2S|CE

¢ escalation to 9 mg

Response according to genetic alteration — no.ftotal no.

oNKOLg
I § %, FGFR3 mutation 36/74 49 (37-60)
= . FGFR2/3 fi 16 (2-30)
%} g Loriot et al., NEJM 2019 o =n
S
v
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Druhad a vyssi linie paliativni IéCby, Enfortumab vedotin,
PADCEV®

Enfortumab Vedotin: Proposed Mechanism of Action

Enfortumab Vedotin is being co-developed by Seattle Genetics, Inc. and Astelias Pharma Inc.
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Druha a vyssi linie paliativni [é¢by, Enfortumab vedotin, studie faze II- kohorta 1 a 2 - po selh
imunoterapie s nebo bez predchozi chemoterapii

EV-201: Single-Arm, Pivotal Phase 2 Trial

i

Patients (N=125)

ORR per RECIST v 1.1 assessed by BICR n (%
Confirmed objective response rate 55 (44)
95% confidence interval? (35.1,53.2)
Best overall response per RECIST v. 1.1, n (%)
Complete response 15(12)
Partial response 40 (32)
Stable disease 35 (28)
Progressive disease 23 (18)
A M A S st meoten o Not evaluable? 12 (10)

one each due to clinical deterioration, patient decision, and low hemoglobin after enroliment response rate; OS=overall survival;
PFS=progression-free survival

Patients (N=125)

2";’:::;5" (%) 88 (70) 1: Cohort 1 Kaplan-Meier Estimates of Survival
Median (min, max) 69 (40, 84) N = 125; 81 Events b N = 125; 54 Events
275 years, n (%) 34 (27) Median PFS: 5.8 months %0 Median OS: 11.7 months
ECOG PS of 1, n (%) 85 (68) (95% CI: 4.9-7.5) % (95% CI: 9.1-not reached)
Primary tumor location, n (%) 1 = - —
Bladder/other 81 (65) 3 701
Upper tract 44 (35) ‘_‘; 6.
Number of prior systemic therapies’, median (range) 3(1,6) 2
22 Bellmunt adverse prognostic factors 52 (42) ‘% 50
Metastasis sites, n (%) = 40
Lymph nodes only 13 (10) 5
Visceral disease 112 (90) 3 ¥
Liver 50 (40) 204
PD-L1 status by combined positive score?
<10 78/120 (65) L
210 42/120 (35) . . [
00123 4NG 7 8 9 1011 12 13 14 15 16 17 18 0123456789101 12131
: Months) Time (Months)
Petrylak et al., ASCO 2019 N at Risk (Events) N at Risk (Events)

Cohort! 125 116 91 84 72 65 51 47 30 2 8 7 Cohort 1 125 122 121 113 82 61 3% 24 18 9 8 2 1
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Druha a vyssi linie paliativni IéCby, Enfortumab vedotin

Enfortumab vedotin and pembolizumab with or without chemotherapy
vs chemotherapy alone in advanced urothelial cancer (EV302).
* 03/ \cToa223856 rtumabu
ved ina ,,unfit
Enfortumab vedotin
° Stu‘ Pembrolizumab ) 1’2 5

Carboplatin or cisplatin

Carboplatin or cisplatin
Gemcitabine

I11,53,7%

Padcev Combination Shows Promise in Patients with Metastatic Bladder Cancer. Cure website. Published February 15, 2020. curetoday.com/articles/padcev-combination-shows-promise-in-patients-with-metastatic-bladder-cancer. Accessed
February 19, 2020.
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Dékuji za pozornost




