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BRAFV®00E js associated with poor OS and atypical metastases
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BEACON: multi-cilend inhibice drahy EGFR je volbou pro pacienty s BRAF mt mCRC v >2| 2628

Randomizovana, faze III, multi-cilena Iécba - encorafenib * binimetinib + cetuximab?26

RAS wt BRAF Enkorafenib + binimetinib + cetuximab* (n=224)
V600E mt mCRC
Iesenych }_2 Enkorafenib + cetuximab* (n=220)
predchozimi
liniemi Cetuximab + FOLFIRI/irinotecan (n=221)
\ Koprimarni cile:

Trojita cilena terapie bude Ligand _ \/( OS, triplet vs kontrola; and ORR, triplet vs

inhibovat drahu EGFR na vice EGFR !‘ Cetuximab kontrola
mistech?? — -

e

<D 2019 potvrdila, Zze studie splnila své
| koprimarni cile.26 Na ASCO 2020 bylo
@ prezentovano dalsich 6 mésicd dat.28

Binimetinib —

<>
: 1
Enkorafenib ————— Primarni analyza predstavena na WCGC
v
<

Proliferation,

\ vascularization, migration J

12. Erbitux SmPC, May 2019;

*Cetuximab je v souasné dobé indikovan u pacientd s expresi EGFR, RAS wt mCRC v kombinaci s 19. Leto SM. et al. ] Mol Med 2014:92:709-22"
chemoterapii na bazi irinotekanu nebo v 1L v kombinaci s FOLFOX, nebo jako monoterapie u pacientd, u 26. Kopetz S et al. N Engl J Med 2019:1632-1643-
nichZ selhala Ié&ba na bazi oxaliplatiny a irinotekanu a ktefi netoleruji irinotecan 28. Kopetz S, et al. ASCO 2020 (Abstract No. 4001).

ORR, celkova Cetnost odpovédi; OS, celkové preziti; SOC, standardni péce



BEACON: Multi-target inhibice drahy EGFR je volbou pro pacienty s BRAF mt mCRC v >21.%8

Pravdépodobnost prezitil

Koprimarni endpoint: mOS triplet* vs control Sekundarni endpoint: mOS doublet' vs control
HR (95% Cl): 0,60 (0,47-0,75) HR (95% Cl): 0,61 (0,48-0,77)
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CI, interval spolehlivosti; HR, pomér rizik; m, median; ORR, celkova mira odpovédi; OS, celkové preZiti; PFS; preziti bez
progrese. * Encorafenib + binimetinib + cetuximab; t Encorafenib + cetuximab; # Cetuximab je v soucasné dobé indikovan u
pacientl s expresi EGFR, RAS wt mCRC v kombinaci s chemoterapii zaloZenou na irinotekanu nebo v 1L v kombinaci s
FOLFOX, nebo jako monoterapie u pacientl, u nichZ selhala lé&ba zalozena na oxaliplating a irinotekanu a ktefi netoleruji
irinotekan.2 ORR potvrzeno BICR, koprimarni byl triplet ORR vs. kontrola..!2

12. Erbitux SmPC, May 2019;
28. Kopetz S, et al. ASCO 2020 (Abstract No. 4001).




Pravdépodobnost PFS

mPFS: triplet* vs control

HR (95% Cl): 0,42 (0,33-0,53)

Medidn PFS v mésicich (95% Cl)

1.0

BEACON: Multi-target inhibice drahy EGFR je volbou pro pacienty s BRAF mt mCRC v >21.%8

mPFS: doublet® vs control

HR (95% Cl): 0,44 (0,35-0,55)

Median PFS v mésicich (95% Cl)
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CI, interval spolehlivosti; HR, pomér rizik; m, median; Preziti bez progrese PFS.

* Encorafenib + binimetinib + cetuximab; t Encorafenib + cetuximab; * Cetuximab je v soucasné dobé
indikovan u pacientl s EGFR-exprimujicim, RAS wt mCRC v kombinaci s chemoterapii zalozenou na
irinotekanu, nebo v 1L v kombinaci s FOLFOX, nebo jako monoterapie u pacientl, u kterych selhala lé¢ba
zalozena na oxaliplatiné a irinotekanu a ktefi netoleruji irinotekan

12. Erbitux SmPC, May 2019;
28. Kopetz S, et al. ASCO 2020 (Abstract No. 4001).



C18-C21 - ZMH tlustého streva a konecniku - Incidence
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Charakteristika pacientu ve studii BEACON 12

- Triplet Doublet kontrolni
Charakteristika (n=224) (n=220) (n=221)
Leny 53% 48 % 57 %
vék, roky 62 (26, 85) 61 (30, 91) 60 (27, 91)
ECOGPSO 52 % 51 % 49 %
Misto primarniho tumoru

Levy colon (zahrnuje rectum) 35 % 38 % 31 %

Pravy colon 56 % 50 % 54 %

>3 orgdny postizeny 49 % 47 % 44 %

Pritomnost jaternich metastdz 64 % 61 % 58 %
Predchozi linie 1é¢by

1 65 % 66 % 66 %

>1 35 % 34 % 34 %

-Ht 10% 9% 5%

CEA Vstupni hodnota > 5 ng/L 80 % 70 % 81 %

CRP Vstupni hodnota > 10 mg/L 42 % 36 % 41 %

CA 19.9 Vstupni hodnota > 35 U/mL2 71 % 68 % 71 %

CA, Carbohydrate antigen?; CEA, carcinoembryonic antigen; CRP, c-reactive protein; ECOG PS, Eastern Cooperative Oncology
Group Performance Status; MSI-H, microsatellite instability high (abnormal high).

Baseline characteristics are summarized fnebo all 665 randomizovanych pacientd.

tBased on assessment by polymerase chain reaction. MSI status is missing in 23% of pacientd.

*Remaining pacient’y had primary tumnebo in both left a right sides of colon a those with unknown location of primary tumor.

| - Kopetz et al. New Eng J of Med 2019 ; 2 - J. Taberno et al. ESMO 2019 oral presentation @

Pierre Fabre



U&innost: Celkové preiiti (OS) podle podskupin
Triplet vs. kontrolni rameno

Hazard Ratio for Death vs. Contrel [95% CI)

Subgroup MNo. of Deathsf No. of Patients
All patients 204445 — i 0.52 {0.39-0.70)
ECOG performance-status score !
o 85227 —.— 0.63 [0.41-0.96)
1 119/21% S E— i 0.48 [0.33—0.70)
Previous irinoctecan use !
Mo 98,219 — | 0.53 [0.35-0.79)
Yes 105/226 —a— 0.55 {0.37—0.80)
Region i
Morth America 32/59 o 0.91 [0.45-1.86)
Europe 124275 —.— ! 0.39 [0.27-0.56)
Rest of the world 48111 — - 0.74 [0.41-1.33)
Mo. of previcus regimens for metastatic disease
1 1237291 —— 0.54 (D.35-0.77)

= CERER — R I W 1Y

130250

0.58 [0.41-0.82)
0.48 [0.30-0.76)

74155

1
Male 100129 s 0.53 (0.36—0.79)
Female 104246 — 0.54 [0.36-0.80)

Mo. of organs involved E
=2 104237 —-— ! 0.54 (0.37—0.80)
=3 100208 —.— 0.50 {0.34-0.75)

Microsatellite instability status E
Abnormal, high 18/34 = ; 0.67 [0.26—1.76)
Mormal 140/200 m ! 0.44 (0.31-0.62)
Unknown 46111 —.—— 0.78 (0.44—1.41)

Baseline carcincembryonic antigen level i
Higher than the upper limit of the normal range 180257 —— d 0.54 (0.40-0.72)
At or below the upper limit of the normal range 23/87 - 1 0.42 (0.18-0.99)

Baseline C-reactive protein level 0
Higher than the upper limit of the normal range 115/185 —n— i 0.61 (0.42-0.88)
At or below the upper limit of the normal range 83/247 — . E 0.46 (0.29-0.71)

Location of tumor !
Left side of the colon 53147 —— | 0.43 (0.26-0.72)
Right side of the colon 117245 — . E 0.63 [0.44—0.50)
Both sides of the colon 14/30 B + 0.74 (0.22-2.42)
Unknown 1023 = : 0.35 [0.09-1.38)

Dl.l D!Z 0!5 l!l} Z!D
Triplet Batter Control Better
Kopetz et al. New Eng J of Med 2019 @

Pierre Fabre



Kazuistika: muz - 77 let

Osobni anamnéza:
DM II. typu na PAD
arterialni hypertenze
st.p. TBC plicvr. 1975

Farmakologicka anamnéza: Lozap H, Siofor, ASA

Socialni anamnéza: zenaty



Kazuistika: muz 77 let - adjuvance?
NO: Vysetren pro bolesti bricha :UZ, CT

TU céka, dg 9/2019

10/2019 pravostr. hemikolektomie

inicialni CEA:125

Histologie adenokarcinoim céka G2, pT3 pN2a (6/26), RO, MO
wt-RAS, mt —BRAF V600E, pMMR

PS: 1-2, pooperacne se lepsi

Adjuvance capecitabin mono 11/2019 - 5/2020



Kazuistika: muz *1945 — 1. linie

Relaps v plicich a jatrech 12/2020
* symptomy minimalni, mirna elevace enzymu jaterniho souboru

. linie CAPOX/bevacizumab od 1/2021
* beva vysazen 3/2021 pro flebotrombdzu LDK
 PDv jatrech 7/2021 (PFS= 6 mésicu)

* Klinicky: PS: 1, symptomy minimalni, laboratorne trva elevace enzymu
jaterniho souboru



Kazuistika: muz *1945 — 2. linie

* |l. linie cetuximab/enkorafenib (BRAFTOVI) od 8/2021

* Tolerance: kozni toxicita G1

» efekt 11/2021: RECIST 1.1 SD, mirna regrese proti vstupnimu CT
» efekt 3/2022 :SD

» 5/2022... Klinicky plné stabilni, kvalita Zivota bez alterace
* Dosavadni doba lécby: 9 mésicu, bez redukce davky, bez odkladu lécby
* Toxicita: exantém G1, neinterferuje s kvalitou zivota



Zaver:
Registracni studie i kazuistika potvrzuji benefit kombinace
cetuximab/enkorafenib také u pacienti vyssiho véku
 Uginnost
* Bezpecnost
* Tolerance lécby

e Kvalita zivota



Co si zapamatovat:

1. VySetrovat stav onkogenu RAS, BRAF a stav MMR u vSech pacientu s
MCRC pred zahajenim 1. linie |éCby

2.V pripadé prukazu mutace BRAF V600E nepodavat inhibitor EGFR v 1.
linii |éCby

3. Pokud mozno volit do 1. linie rezim s oxaliplatinou

4. Do dalsi linie volit rezim ERBITUX/BRAFTOVI



