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V jakych oblastech prineslo ESMO® 2020
zajimave vysledky?

« Karcinom prsul.

* Renalni karcinom.

* Melanom

« Karcinom prostaty

» Kolorektalni karcinom
« Karcinom plic



Karcinom prsu

» Lécba triple negativniho karcinomu prsu:

- Miles DW, Gligorov J, André F, Primary results from IMpassion131, a double-blind
placebo-controlled randomised phase Il trial of first-line paclitaxel (PAC) * atezolizumab
(atezo) for unresectable locally advanced/metastatic triple-negative breast cancer (ImTNBC).
ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4
abstract LBAL15)

« Emens LA, Adams S, Barrios CH, et al, IMpassion130: Final OS analysis from the pivotal
phase Il study of atezolizumab + nab-paclitaxel vs. placebo + nab-paclitaxel in previously
untreated locally advanced or metastatic triple-negative breast cancer. ESMO® Virtual
Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA16)

« Bardia A, Tolaney S.M., Loirat D, et al. ASCENT: A randomized phase Il study of sacituzumab
govitecan (SG) vs. treatment of physician’s choice (TPC) in patients (pts) with previously treated
metastatic triple-negative breast cancer (InNTNBC). ESMO® Virtual Congress 2020. September 19-21,
2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBAL17).

 Léecba HR pozitivhiho a HER negativniho karcinomu
prsu:

 Hamilton EP, Cortés J, Ozyilkan O, et al. Final overall survival analysis of abemaciclib
monotherapy or in combination with tamoxifen in patients with HR+, HER2- metastatic breast
cancer. ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020
(suppl 4 abstract 2730).
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Dve studie v 1. linii PD-L1 + ABC, dva rozdilné vysledky

 IMpassion 1301

« Nab-paklitaxel + atezolizumab

» Vysledky v roce 2019 vedly k schvaleni FDA,

EMA do Iécby TNBC v 1. linii léCby

* Prezentovana na ESMO® 2020, finalni vysledky
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 IMpassion 1312

 Paklitaxel + atezolizumab
* Primarni vysledky PFS

—— Placebo + PAC (n=101)
—— Atezolizumab + PAC (n=191)

Stratified HR = 0.82 (95% Cl 0.60-1.12)
Log-rank p=0.20
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Finalni vysledek OS prokazal klinicky vyznamny

prinos
v prodlouzeni OS o 7,5 mésice.

1. Emens LA

Primarni vysledek PFS a také OS neprokazal
benefit

, ESMO{ |r!cudal Ql!zreas!:%ﬁ&) Ie%tlélm e?Bglth(?%lnlélisagfgr!%logy 31, 2020 (suppl 4 abstract |

BA

2. Harbeck

N, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract

LB/
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Co zpusobilo tyto odlisné vysledky?

* Populace pacientu?

PD-L1 pozitivni IMpassion 1301 IMpassion 13172

Pocet pacientu 369 292

Minimalni DFI 12 mésicu 12 mésicu

Zakladni chemoterapie Nab-paklitaxel Paklitaxel

> 3 mista metastatickeho 20 % 15 %

postizeni

Primarni lécba u casnéeho ca 51 % taxany 52 % taxany

prsu

Bez predchozi léCby 35 % 29 %

Hladina PD-L1 41 % (SP142,1C =2 (45 % (SP142,I1IC = 1
1 % %

Emens LA, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA
Harbeck N, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA
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Co zpusobilo tyto odliSné vysledky?
Chemoterapie?
IMpassion 1301 IMpassion 1312
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Lepsi vysledky u chemonaivnich pacientu a bez predchozi Ié€by taxany podobné u studii

Emen} M mip!l §0 2 $eptember 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA16)
Harbeck N, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA11
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Jak postupovat v 1. linii pokrocileho

TNBC?
* Podle dostupnych vysledku IMpassion 130, IMpassion 131:

- Zakladni lIé€bou zustava kombinace nab-paklitaxel +
atezolizumab.

* Pridani atezolizumabu k paklitaxelu neprineslo
zlepseni PFS a OS. Pricinu se zatim nepodarilo odhalit.

* Imunoterapie je zakladnim kamenem této lécby.
Pembrolizumab + nab-paklitaxel potvrzen i dalsimi
studiemi (KEYNOTE 355).

* Taxany by mely byt v kombinaci s imunoterapii
uprednostnovany pred derivaty platiny a gemzarem,
(vysledky studie IMpassion 131).

Emens LA, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LBA:
Harbeck N, ESMO® Virtual Congress 2020. September 19-21, 2020 Annals of Oncology 31, 2020 (suppl 4 abstract LB/
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Co je sacituzumab govitekan (SG)?

Protilatka
* Trop-2 receptor se vyskytuje na anti-Trop-2
vSech podtypech karcinomu prsu a \ receptor

je spojen se Spatnou prognoézou.

* SG je prvni konjugat svého druhu
slozeny z protilatky anti-Trop-2, na
kterou je navazany aktivni
metabolit irinotekanu — SN-38.

 Pomoci jedineéného
hydrolyzovatelného linkeru je
umoznéno intracelularni
uvolnovani SN-38 do nadorové

bunky a do mikroprostredi nadoru. Linker : 7
ZajiStuje vazbu SN- Aktivni metabolit
38 na protilatku

irinotekanu, SN-
38

Bardia A, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA17).
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Design studie ASCENT

sacituzumab govitekan (SG) Cile studie:
TNBC 10 mg /kgi. V. 1.a 8. den —
kazdych 21 dni.

Continue

treatment until Primérni:

> progression =

Pacientky relabujici na
nejméné na dvou liniich

terapie (obsahujici taxany) Chemoterapie dle rozhodnuti Uﬂacczrptab'e PFS y s
Pocet zarazenych zkousejiciho (TPC) (monoterapie . Sekundarni:
pacientek kapecitabin, eribulin, vinorelbin OS, ORR,
52 9 _ - nebo gemcitabin) DOR, TTR,
- Pocet piedchozich linii 16&by 2-3 vs. vice bezpecnost
NCT02574455 jak 3
» Geografické rozdéleni Severni Amerika vs.
Evropa
« Pritomnost nebo absence mozkovych
metastaz

Bardia A, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA
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Vysledky studie ASCENT: PFS, OS

100 P
100 gy, S No. of events 155 185
4 BICR Analysis 80 oy Median OS—mo (95% CI) 12.1 (10.7-14.0) 6.7 (5.8-7.7)
80 R No. of events 166 150 2 HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001
9 Y Median PFS—mo (95% Cl) 5.6 (4.3-6.3) 1.7.(1.5-2.6) 8
60 -
&’ —— HR (95% Cl), P-value 0.41 (0.32-0.52), P<0.0001 S
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Number of patients at risk 233 214 200 173 156 134 117 99 87 74 56 50 45 41 37 30 20 14 11 7 4 3 3 2 1 0
235 222 166 134 127 104 81 63 54 37 33 24 22 16 15 13 9 8 8 5 3 1 0

Sacituzumab govitekan ve srovnani s TPC vyznamneé zlepsil:
 Median PFS (5,6 vs. 1,7 m; HR, 0,41; p < 0,0001)
 Median OS (12,1 vs. 6,7 m; HR, 0,48; p < 0,0001)
 Celkovy pocet odpovédi SG 35 % u pacientek vs. 5 % pacientek s TPC (p < 0,0001).
 Bezpec€nost:
 hematotoxicita, ktera dosahuje nezadouci u€inky stupné 2 3 souvisejici s Ié¢bou u SG vs. TPC
* neutropenie (51 % vs. 33 %), febrilni neutropenie (6 % vs. 2 %)
* anémie (8 % vs. 5 %)
« prajem (10,5 % vs. <1 %)
* Nebyla zaznamenana neuropatie stupné > 3 nebo intersticialni plicni onemocnéni a zadna pacientka nezemfrela
v souvislosti s I1éébou SG

Sacituzumab govitekan dle vysledkul studie ASCENT je povazovan za



Studie nextMONARCH
Co dokaze inhibitor cyklin-depedentnich kinaz abemaciklib

* Design studie .
234 pacientu

Stratifikace:
Jaternich metastazy ano/ne
Predchozi lécba amoxifenem ano/ne

Hamilton EP, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract 2
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Survival Probability

Vysledky studie nextMONARCH: Celkove preziti OS

Median Overall Survival

A: abemaciclib-150 + Tamoxifen: 24.2 months

100% B: abemaciclib-150: 20.8 months
C: abemaciclib-200: 17.0 months
20%
HR* 95% Cl Log-rank
80% p-value*
70% Avs C 062 040,097 .0341
= Bvs C 0.96 064,144 8321
Stratified HR, 2-sided p-value
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Zavery studie nextMONARCH

 Median OS se nejvice zlepsil u pacientek lé€enych kombinaci abemaciklibu

a tamoxifenu. V rameni abemaciklibu plus tamoxifenu dosahl median OS 24,2 mésice ve
srovnani s 17,0 mésice monoterapie_abemaciklibem v davce 200 mg s profylakticky podavanym
loperamidem (HR 0,620, 95% CI 0,397-0,9609;

p = 0,034).
. gg\vil((g abemaciklibu v davce 2x denné 150 mg vykazala delsi median OS nez
vV

200 mg latky v case 20,8 meésice oproti 17,0 mesice (HR 0,96;
95% CI 0,64-1,44; p = 0,8321).

* Aktualizovany median preziti bez progrese (PFS) byl stanoven na 9,07 meésice

v rameni kombinovaneé |éCby ve srovnani s 7,43 mesice u davky 200 mg
abemaciklibu (HR 0,81; 95% Cl 0,56-1,16; p = 0,2493).
 Median PFS bgl 7,2 mésice pri davce 150 mg oproti 7,43 mesice pri davce 200 mg (HR 1,06;
9506 1 0,74 153, D = 0, 7400).
* Rozdil medianu PFS, i kdyz numericky delSi, v rameni s kombinovanou Ié€bou nebyl
stanoven jako statisticky vyznamny.

» Studie jasneé prokazala vysokou ucinnost leCby abemaciklibem + tamoxifenem
u silne’predlécenych pacientek s velmi nizkou toxicitou, jejimz dokladem je
g%%kgrt]thavaneho nezadouciho ucinku priujmu stupné 3 pouze u 9 %

| .



RCC
- Lécba metastatického RCC:

* Choueiri TK, Powles Burotto TM, et al. Nivolumab + cabozantinib vs
sunitinib in first-line treatment for advanced renal cell carcinoma: First
results from the randomized phase Ill CheckMate 9ER trial. ESMO®
Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31,
2020 (suppl 4 abstract 6960).
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Desing studie CheckMate 9ER

Pocet pacientli 651
Vstupni kritéria:

Pokrocily metastazujici renalni Do
karcinom. progrese
Pfitomnost svétlobunééného nlebdo I
RCC. - nezvladate
\ Sunitinib 50 mg p. 0. 2x denné né toxicity

Vsechny rizikové skupiny RCC

Rezim 4 + 2 tydny

Stratifikace:

« Podle IMDC rizikovych skupin Median sledovani 18,1 mésice
 Exprese PD-L1 Cile studie:
« Podle regionu primarni cil: PFS

Sekundadni cile: OS, celkovy pocet odpovédi
ORR, bezpecénost

Choueiri TK, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract 6
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Studie CheckMate 9ER:
Primarni cil: doba bez progrese — PFS

Median PFS, months (95% CI)

> 1.0 NIVO+CABO 16.6 (12.5-24.9)

% 0.9 - SUN 8.3 (7.0-9

2 0.8+

& 074 HR, 0.51 (95% Cl, 0.41-0.64)

— <

g 0.6 P < 0.0001

L 0.5-

7]

®  0.4-

T 0.34

()

% 0.2-

7]

Q

e 0.1-

L

a 0.04
1 1 ] 1 || | I 1 | |
0 3 6 9 12 15 18 21 24 27

No. at risk Months

NIVO+CABO 323 279 234 196 144 77 35 11 B 0

Choueiri TK, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract 6960).
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Studie CheckMate 9ER:
Sekundarni cile: celkové preziti OS a celkovy pocet odpovédi ORR

Celkové preziti OS

Zavery studie CheckMate

1.0 4z
~ 0.9+
£ s 9ER:
< 0.7 4 -
g | Kombinace NIVO + CABO
a -0+ Median OS, months (95% CI) y . . o v s
5 05 NIVO+CABO NR (NE) nezavisle na stratifikacnich
t 0.4- u r nry
3 kritériich:
§ 021 HR, 0.60 (98.89% Cl, 0.40-0.89) * Snizila riziko relapsu nebo umrti o 41 %
O - £=9-0019 « Snizila riziko amrti o0 49 %.
0.0 - B &7 % Y adi
; T T T - * a5 ;s T x 7 Zvysila pocet celkovych odpovédi o 29
No. at risk Months %
NIVO+CABO 323 308 295 283 259 184 106 55 11 3 0

» Median trvani odpovédi dosahl u

i . _— kombinace nivolumab + kabozantinib
Celkovy pocet odpovédi: ORR 20,2 mésice oproti 11,5 mésice u
P < 0.0001 —— fps -
A 28.6% (21.7-35.6) Oiitcome . % NIVO+CABO > Sunltlnlbu.
| 4 (n = 323) 328
55.7% CRHEN Complet 8.0 4.6 , . X
| o161.2) PR Partial response 47.7 22.6 » Vysledek studie potvrdil, Ze
= Stable di 32.2 42.1 ] ;
O 50 _ Pr?)greesslii'eeaz?sease 5.6 13.7 komb|nace NIVO + CABO Je
22 40 27.1% Not evaluable/not assessed? 6.5 17.1 . ,
3’ 30 (22.4-32.3) Median time to response 2.8 4.2 VhOdnou komblnaCI prO
g‘; 55 ] (range), months® (1.0-19.4) (1.7-12.3) l Iin“
o 10 Median duration of response 20.2 11.5
. (95% Cl), monthsP (17.3-NE) (8.3-18.4)
NIVO+CABO SUN Choueiri TK, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract 696C
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Jak vybrat spravnou Ié€bu pro spravného pacienta u mRCC v 1. linii?

CheckMate-9ER! Keynote-4267 CheckMate-214°

Cabo + Nivo Sunitinib Pembro + Axi Sunitinib Ipi + Nivo Sunitinib
(n=323) (n=328) (n=432) (n=429) (n=550) (n=546)

Median PFS, months
16.6 8.3 17.1 11 % 12.4 12.3
ITT HR=0.51 (0.41-0.64) HR=0.69 (0.57-0.83) HR=0.98 (0.79-1.23)
P=0.0001 P=0.00005 P=0.85

Median OS, months
NR NR NR NR NR 32.9
ITT HR=0.60 (0.40-0.89) HR=0.59 (0.45-0.78) HR=0.68 (0.49-0.95)

P=0.001 P=0.00010 P<0.001

Follow-up, months
Minimum 10.6 11 17.5
Median 18.1 16.6 25.2

Keynote-426* CheckMate-9ER? CheckMate-2143

Pembro + Axi vs Sunitinib Cabo + Mivo vs Sunitinib Mivo + Ipi vs Sunitinib
(n=432 vs 429) (n=323 vs 328) (N=550 vs 546)

-~ d- - OS and PFS in the ITT Hierarchical:
sz taatte 5 e population first OS5, then ORR, then PFS
Age, median (range), years 62 vs 61 62 vs 61 62 vs 62

IMIDC risk category, %
Favorable 32 ws 31 229 wvws 22.3 23 ws 23
Intermediate 55 wvws 57 58.5 vs 56.7 61 vs 61

Poor 13 ws 12 18.6 ws 20.7 17 ws 16

PD-L1 =1, %% 60 vs 62 25.1 wvs 24.7 23 vs 25

Most common sites of mets, %6

Lung T2wvs 72 3.7 ws 75.9 69 vs 68
Lymph node 46 vs 46 40.2 ws 39.9 45 vs 49
Bone 24 ws 24 16.7 vws 15.2 20 vs 22

83 vs 84 68.7 vs 71.0 82 vs 80

1. Matzer R, et al. J Immuncther Cancer 2020;8:e000891; 2. Plimack ER, et al. ASCO 2020:380:1116-27; 3. Choueiri TK, et al. ESMO 2020 (abs, 68960).



Jak vybrat spravnou lécbu pro spravného pacienta u mRCC v 1. linii?

CheckMate 214 IPI + NIVO KEYNOTE 426

2 o] ™ +—— Moiny vliv pfirozené rezistence na ICI o ™ 74%
8 ‘“ . e 80 =~ \“r\_ —— 676‘\
© 7 - - - . T0 o ! \\\..
b e N . : i e—
e g %= : :
¥ o5 : Tl — g s oo HR, 0.68 (95% CI, 0.55-0.85) |
'==' Pl @3 : . : 2’: : — : \ : P < 0.001*
(g 014 A : : ' 10 - ;'.vu.u-n "”e : 0.7 (3338 :
T ""tY—— trTTt—Tt+—T—T ’ T T T T T T 1
1 & 9 12 15 M 21 M W W M M M 2 4 48 5 M H 0 8 12 18 24 30 36 a2
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' 1. Kombinacni lécba je lepsi nez monoterapie.
. ' 2. Kombinace imunoterapie IPl + NIVO — pres
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1. Motzer RU, et al. J Immunother Cancer 2020;8:e000891; 2. Plimack ER, et al. ASCO 2020:380:1116-27; 3. Choueiri TK, et al. ESMO @&m@f0| 1IZzumabp + axatinipn.



Melanom

* Adjuvantni lecba lokalne pokrocCileho melanomu:

 Weber J, Del Vecchio M, Mandala M, et al. Adjuvant nivolumab (NIVO) vs. ipilimumab
(IPI) in resected stage II/IV melanoma: 4- -y recurrence-free and overall survival (OS)
results from CheckMate 238. ESMO® Virtual Congress 2020. September 19-21,
2020.Annals of Oncology 31, 2020 (suppl 4 abstract 10760)

« Eggermont AMM, Blank CU, Mandala M, et al. Pembrolizumab versus placebo after
complete resection of high-risk stage Il melanoma: Final results regarding distant
metastasis-free survival from the EORTC 1325-MG/KEYNOTE 054 double-blinded
phase Il trial. ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of
Oncology 31, 2020 (suppl 4 abstract LBA46)
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Design studie CheckMate 238

Délka lécby:
minimalné 12
meésicu

Melanom vysoce rizikovych stadii lll B- Délka sledovani:

C, IV: minimalné 48
Po kompletni resekci mésicu
ECOG PS 0-1 Primarni cil: RFS

Zadna predchozi lééba Bl A el

OS, bezpecnost

Vyzkumny cil:

Stratifikace:
DMFS

* Podle stadii:

1. Stadium Il B=C vs. IV

2. Stadia Mlavs. M1b vs. Mlc
 Podle exprese PD-L1

Weber J, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract 10760)
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Vysledky studie CheckMate 238: RFS

100 =p-.

RFS (%)

No. at risk

90 -
80 -
70 +
60
50
40
30 4
20 ~
10 4

Events, n

Median, mo (95% CI)
HR (95% CI)*

212 253
52.4 (42.5-NR)
0.71 10.60-0.86)

0.0003

24.1 (16.6-35.1)

1 i 1 | ) |

27 30 33 36 39 42
Months

B
w
I
oo
w
w
'S
w
~J

Weber J, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract 10760
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Vysledky studie CheckMate 238: DMFS

100 -

90 -
80
70 -
60

50

DMFS (%)

40
30
20 4
10 <

Events, n

Median, mo (95% Cl)
HR (95% Cl)*
pb

<o | P T Y g
14 LB "..‘,‘6,.’
Mo SRNE i

142 | 160
NR (52.4-NR) 52.9 (42.4-NR)
0.79 (0.63-0.99)
0.045

T NI iy

No. at risk

Months

Weber J, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract 1(
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Zavery studie CheckMate 238

* Ve studii CheckMate 238 prokazal nivolumab po 48 meésicich
sledovani lepsi statisticky vyznamne vysledky RFS a DMFS oproti
Ipilimumabu.

* RFS 48 mésicu, 52 % pac. vs. 24,1 % pac. (HR 0,71; 95% CI 0,60-0,86;

p = 0,0003).

* RFS bylo stejné nezavisle na podskupinach podle pritomnosti BRAF
mtll_tace, stadii lll a IV, vyskytu tranzitornich metastaz bez postizeni lymf.
uzlin.

* Median DMFS NR vs. 52,9 mesice (HR 0,79; 95% Cl 0,63-0,99).

* Po 48 mesicich byl zaznamenan nizsi pocet udalosti OS (n = 211)
a obe skupiny dosahly stejneho poctu pacientu, kteri prezili 48
mesicu,

78 % pacientu s nivolumabem a 77 % pacientu s ipilimumabem.

* Toxicita u nivolumabu a ipilimumabu byla obdobna jako v jinych
studiich.

Weber J, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract 107¢
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Design studie EORTC 1324-MG/KEYNOTE 054

CAST 1: ADJUVANTNi LEGBA CAST 2: LECBA PO RECIDIVE
M

ﬁ
Pacienti 514

Pembrolizumab
200 mg
1x 3 tydny i. v.

Melanom vysoce
rizikového stadia lll:
po kompletni

Pembrolizumab
200 mg

Randomizace

resekci _ 1x 3 tydny i. v.
ECOG PS 0-1 1:1 S Do progrese
Zadna pfedchozi — SlLED maximalné 2
l6Eba Pacienti 1019 1x 3 tydny i. v. roky
Pacienti 514 SIEESE
N

Stratifikace:
« AJCC 7 klasifikace: stadia IlIA (> 1mm metastazy) vs. st. llIB (1-3 lymf. uzliny) vs. st. lliC (2 4 lymf.

uzliny)

S e
« Primarni cil: RFS (cela populace a podle PD-L1 exprese).
« Sekundarni cile: DMFS, OS, bezpeénost a kvalita zivota.

Eggermont AM, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract LBA46)
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Vysledky studie EORTC 1324-MG/KEYNOTE 054: DMFS
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= 0 Stratlﬂed togrank P-vajue: < 001
Patlents at nsk
Pembrolizumab | 514 434 404 378 352 334 314 174 32 1 0
Placebo|[ 505 395 339 301 265 251 235 136 31 0
1] ] 1 ! 1 | 1 1 ] | I
0 6 12 18 24 30 36 42 48 54 60
Months

Eggermont AM, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract LBA4€
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Vysledky studie EORTC 1324-MG/KEYNOTE 054: RFS

% alive and recurrence-free

20 - Treatment arm Total Event 3 years (95% Cl) HR'(95% Cl)
Pembroizumab 514 190 63.7 (59.2-67.7%) 0.56 (0.47-0.68)
10 4 — Placebo 505 283 441 (39.6-48 4%) Reference
0 Stratified Logrank P-value < 001
Patients at risk
Pembrolizumab | 514 412 374 351 333 314 189 29 0
Placebo | S05 360 298 259 226 215 126 28 0
| | | | | | | |
0 6 12 18 24 30 36 42 48
Months

Eggermont AM, et al , Clin Oncol 38: 2020 (suppl; abstr 10000)



Zavéry studie EORTC 1324-MG/KEYNOTE
054

 Pembrolizumab byl srovnavan s placebem ve dvojité zaslepené studii
faze lll EORTC 1325-MG/KEYNOTE 054.

* Analyza vysledku po 3,5letém sledovani potvrdila:

* Pembrolizumab je vhodnym Iékem pro adjuvantni lIécbu
resekovanych, rizikovych melanomu stadii lllIA, B, C.

* Oba primarni cile studie RFS DMFS byly potvrzeny v dlouhodobém
sledovani 3,5 roku.

* 3,9letého DMFS dosahlo 65,3 % pacientu oproti 19,4 % pacientu
léecenych placebem (HR O,Gb; 95% C1 0,49-0,73; p < 0,0001). Vysledek
byl obdobny u pacientu s PDL-1 pozitivhim nebo negativnim nadorem.

 Stejny trend potvrdilo 3,5leté RFS u 63,7 % pacientu
; %:;embrolizumabem vs. 44,1 % s placebem (HR 0,56; 95% CI 0,49-

Eggermont AM, ESMO® Virtual Congress 2020. September 19-21, 2020.Annals of Oncology 31, 2020 (suppl 4 abstract LB,
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Porovnani vysledku studii EORTC 1324-MG/KEYNOTE 054 a CheckMate 238

CheckMate 238

KEYNOTE 054

Events, n 212
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Weber J, ESMO® Virtual Congress 2020. September 19-21, 2020.
Annals of Oncology 31, 2020 (suppl 4 abstract 10760)

% alive and recurrence-free

Pembrolizumab

% alive and metastasis-free

Pembrolizumab

Placebo

20 Treatment arm Total Event 3 years (95% Cl) HR'(95% Cl)
Pembrolizumab 514 190 63.7 (59.2-67.7%) 0.56 (0.47-0.68)
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Eggermont AM, ESMO® Virtual Congress 2020. September 19-21,
2020.Annals of Oncology 31, 2020 (suppl 4 abstract LBA46)
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Porovnani vysledku studii EORTC 1324-MG/KEYNOTE 054 a CheckMate 238

KEYNOTE 054
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Karcinom prostaty

 De Bono JS, S. Bracarda S, Sternberg CN, et al. IPATential 150:
Phase |ll study of ipatasertib (ipat) plus abiraterone (abi) vs.
placebo (pbo) plus abi in metastatic castration-resistant prostate
cancer (IMCRPC). ESMO® Virtual Congress 2020. September 19-
21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA4)
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Design studie IPATential 150

Stratifikace:

Stanoveni ztraty PTEN
vysSetrenim IHC.

Progrese pouze biochemicka
PSA.

Pritomnost metastaz v
jatrech/plicich.

Podle regionu.

Predchozi podani docetaxelu.

Cile studie:

Primarni cil: radiologicky stanovena doba bez progrese
rPFS u populace se ztratou PTEN stanovenou IHC metodou.
Sekundarni cile: OS, celkovy pocet odpovédi ORR, doba
do progrese

bolesti, doba do zahajeni chemoterapie, radiologicky
stanovena doba

do progrese u populace se ztratou PTEN podle metody NGS
_(Next-Generation-Seguencing)-

De Bono JS, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA4)
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Co je ipatasertib?

« Lécba kastracné rezistentniho metastatického karcinomu prostaty (mCRPC) patri mezi vysoce
rizikova onemocnéni vzhledem k jeho heterogenite.

« U 40-50 % pacientu nachazime ztratu AKT fosfatazy PTEN a hyperaktivaci drahy
PIBK/AKT/mTOR. Zminéna ztrata je spojena se spatnou odpovédi blokady androgennich
receptoru a blokada androgennich receptoru aktivuje drahu PI3K/AKT a umozni preziti

___nadorovvch bunék,

|patasertib je oralni mala molekula,
ktera blokuje vsechny tfi izoformy
AKT vazbou na adenosintrifosfat
(ATP) vsech tfi izoforem AKT.
Inhibuje tak aktivitu AKT serin-
threoninkinazy,

a tim vyrazuje patologickou drahu
PISK/AKT/mTOR .

Bylo prokazano, ze zlepsSuje
protinadorové ucinky blokady AR u
modeli rakovinv prostatv.

1. Lin J, et al. Clin Cancer Res. 2013; 2. Mitulescu GM, et al. Int J Oncol. 2016:;
3. Slomaovitz BM, Colemen RL. Cln Cancer Res. 2012
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De Bono JS, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA4
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Primarni cil studie IPATential150: rPFS

(u populace ztrata PTEN stanovena IHC metodou)

1004 Pbo + abi Ipat + abi
n =261 n =260
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E 1amo | Stratified HR (95% CI)® Al
g 60 Median f/u
§ 19 mo
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:
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0 3 6 9 12 15 18 21 24 27 30 33
Time (mo)
Patlents at risk
Pbo +abi 261 233 206 175 151 105 71 41 22 10 3
Ipat + abl 260 238 211 182 149 113 72 48 25 12

Vysledek rPFS byl jednoznacny u skupiny s potvrzenou ztratou PTEN (IHC vys. PTEN: ztrata PTEN u 2 50 % nja
Median rPFS dosahl 18,5 mésice u ipatasertibu + abirateronu vs. 16,5 mésice u placeba (HR: 0,77; 95% CI: 0,41
U celé populace pacientt rPFS 19,2 s ipatasertibem a 16,6 s placebem (HR: 0,84; 95% CI: 0,71-0,99; p = 0,043|L’

De Bono JS, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract UBA


https://www.esmo.org/meetings/esmo-virtual-congress-2020
https://www.esmo.org/meetings/esmo-virtual-congress-2020

Sekundarni cile IPATential 150: OS, rPFS (NGS)

Celkovy pocet odpovédi ORR (ztrata PTEN rHC) rPFS u populace: ztrata PTEN stanovena NGS

100 Pbo + abi Ipat + abi
n=103 n=105
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De Bono JS, ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LE
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Zavery studie IPATential 150

* Primarni cil — radiologicka doba bez progrese (rPFS) — byl dosazen.
Vysledek rPFS byl jednoznacny u skupiny s potvrzenou ztratou PTEN (IHC
vyS. PTEN: ztrata PTEN u 2 50 % nadorovych bunék) a median rPFS dosahl
18,5 mésice u kombinace ipatasertib + abirateron a 16,5 mésice u
kombinace s placebem (HR: 0,77; 95% CI: 0,61-0,98; p = 0,0335).

* U celé populace pacientu tento vysledek nebyl tak presvédcivy— rPFS 19,2

S ipa;[asertibem a 16,6 s placebem (HR: 0,84; 95% CI: 0,71-0,99; p =
0,0431).

* Velmi pozitivni vysledek prineslo vyuziti noveho genetického testovani
NGS. Next Generation Sequencing je nova metoda pro sekvenovani
genomu. Lécba ipatasertibem u takto urcené skupiny se ztratou PTEN
dosahla mnohem lepsSich vysledkll rPFS nez skupina stanovena IHC
metodou (HR 0,65; 95%CI 0,45-0,95; p=0,0206).

* Bezpecnostni profil byl v souladu se znamymi a potencialni riziky.
* Vysledky OS jsou zatim nezralé a vyzaduji delsi sledovani.



Kolorektalni karcinom

 Borg C, E. Rullier E, Marchal F, et al. Neoadjuvant mFOLFIRINOX and
preoperative chemoradiation (CRT) versus preoperative CRT In
patients with T3-4 rectal cancer: Surgical and quality of life results of
PRODIGE 23 phase Il trial. ESMO® Virtual Congress 2020.
September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4
abstract LBA21).
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Design studie PRODIGE 23

CVstupni Kritéria:
Pacienti ve véku 18-75 let.
Rameno A: CHEMORADIOTERAPIE
WHO PS 0-1. ameno A: © t por—
: . ¢ emoradioterap juvantni
Histologicky potvrzeny ie _| Chirurgic chemoterapie

adenokarcinom rekta: 50,4 Gy/tyd + | kalééba 6 mésici FOLFOX
/IXELOX

<15 cm od anu kapecitabin
stadia cT3 s rizikem lokalni
recidivy /cT4 (Stanoveno MR

a endosonograficky u T3). Neoadjuvantni [ Chemoradioterap Chirurgic Adjuvantni
Normalni hodnoty krevniho chemoterapie ie L Iééga chemoterapie
obrazu a biochemie. FOLFIRII\OIOX 50,4 Gyltyq + T™ME 3 mésice FOLFOX

e , 6 cyklu kapecitabin IXELOX
Podepsany informovany

souhlas Rameno B: NEOADJUVANTNI CHEMOTERAPIE

ST AT TIOAI .

Stratifikace: .
Podle center Primarni ci: DFS

cT3 vs. cT4. cNO vs. cN+ Median sledovani 46,5 mésice

extramuralni Sifeni (25 mmvs. <5
mm)
Lokalizae nadoru Borg C, E. ESMO® Virtual Congress 2020. September 19-21, 2020. Annals of Oncology 31, 2020 (suppl 4 abstract LBA2
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Vysledky studie PRODIGE 23

s C U=
i i iti ni : :
Patient disposition FOLFIRING

”

Patients disposition

FOLF:RlNO radioterapi

N (%) N (%) N (%) N (%)
Randomized (ITT) px]| 230 Randomized (ITT) 231 230
Neoadjuvant Neoadjuvant
chemotharapy chemotherapy
Started mFolfirinox 226 Started mFolfirinox 226
Completed mFolfirinox 207 (91.6%) Completed mFolfirinox 207 (91.6%)

chemoradiotherapy

chemoradiotherapy

Chemoradiotherapy initiation 227 (94.8%) 219 (94.8%) Chemoradiotherapy initiation 227 (94.8%) 219 (94.8%)
Cumulative dose = 48 Gy 98.2% 98.7% Cumulative dose 2 48 Gy 98.2% 98.7%
surgery surgery
Underwent surgery 218 (94.8%) 213 (92.2%) 218 (94.8%) 213 (92.2%)
:::lhuulagmal outcomes e . Adiovant chemothersby
ypTONO 27 8% * 12.1% started adjuvant chemotherapy 162 (77.5%) 158 (78.6%)
Neoadjuvant Rectal score 84" 15 completed adjuvant chemotherapy 130 (80.3%) 119 (75.3%)

Clinical outcomes
3 year DFS 157 %" 68.5 %

Adjuvant chemaotherapy

started adjuvant chemotherapy 162 (77.5%) 158 (78.6%)
3 year metastasis free survival 78.8 % * 7%

completed adjuvant chemotherapy 130 (80.3%) 119 (75.3%)

Navyseni poétu pCR (ypTONO): 3leté DFS: 75,7 % p. neoadjuvance vs. 68,5 % p. chemoradiote

Neoadjuvance 27,5 % vs. chemoradioterapie 12,1 % (p < 0,/HR 0,69 (0,49-0,097), p = 0,034.
3leté MFS: 78,8 % p. vs. 71,7 % p., HR 0,64 (0,44-0,93), p< 0,0
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Zavery studie PRODIGE 23

 Studie splnila primarni cile a vyznamneé zvgéila pocet pacientu, ktefi
dosahli 3letou dobu bez progrese gDFS): 75,7 % pacientu )
v experimentalnim rameni oproti 63,5 % pacientum se standardni
léecbou, HR 0,69 (0,49-0,097), p = 0,034.

I 4 ' 4

: Steg'ny vysledek I%I dosazen u 3leté doby bez vzniku vzdalenych
metastaz (MFS): 78,8 % oproti 71,7, HR 0,64 (0,44—0,93), p < 0,02.

- Jednoznaénym pfinosem byl u sekundarnich cili predevSim pocet
atologickych kompletnich remisi (0CR). Ve studii PRODIGE 23 doslo
vyraznému navyseni poctu pCR 9{pTON0): 27,5 % )

v experimentalnim rameni oproti 12,1 % u standardni lécby, p < 0,001.

 Ackoliv bychom ocekavali, ze predoperacni chemoterapie zhorsi
kvall(tju zivota pacientu, zvysi pooperacni komplikace, opak je
pravdou.

* Neoadjuvantni léCba se stava standardni terapii u lokalné pokrocilého
karcinomu rekta.
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 Soucasny rozvoj onkologicke lécby stale pokracuje a stava se
trvalym ve vSech oblastech.

« ESMO® 2020 prineslo dalsi nové poznatky, a navazalo tak na
skvelé vysledky prezentované na ASCO® 2020.

» Vysledky predstavené v tomto kratkém sdéeleni nemohou
reflektovat vSechny nové poznatky, které zaznely na letosnim
ESMO® 2020.

Dekuji za pozornost



