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Metastaticky melanom

Imunoterapia na baze PD1+ CTLA4 blokady je preferovana systémova
lie€ba v 1. linii bez ohladu na BRAF status

GOOD SCIENCE
m BETTER MEDICINE
SPECIAL ARTICLE

ESMO consensus conference recommendations on the management of

metastatic melanoma: under the auspices of the ESMO Guidelines Committee
u. Keilholzl*, P. A. Asciertoz, R. Dummers, C. Robert™*, P, Lorigans, A. van Akkooi’, A. AranceB, C. U. Blankg,

V. Chiarion Sileni'’, M. Donia"**?, M. B. Faries'?, C. Gaudy-Marqueste’*, H. Gogas'®, J. J. Grob'*, M. Guckenberger'®,

J. Haanen®, A. J. Hayes'’, C. Hoeller'?, C. Lebbé'*?, I. Lugowska”, M. Mandala®?, I. Marquez-Rodas”®, P. Nathan*,

B. Neyns”’, R. Olofsson Bagge’®*"%%, 5. Puig”®>"*', P. Rutkowski*?, B. Schilling®*, V. K. Sondak®*, H. Tawbi**, A. Testori*® &
0. Michielin®’

Targeted versus immunotherapy for the first-line
treatment of metastatic melanoma

1. In patients with BRAF-mutated metastatic melanoma,
which treatment should be used as first option: targeted
therapy or immunotherapy? Immunotherapy induces du-
rable clinical responses in 45%—50% of patients but often

Recommendation 1.1. 'Current treatment decisions
need to be individualised to the patient and should be
based on treatment goals (short-term benefit versus long-
term benefit) as well as clinical characteristics [lactate
dehydrogenase (LDH), organs involved, performance sta-
tus (PS), tumour burden, disease progression kinetics],
comorbidities and patient preference. Patients for whom
immunotherapy can be delivered for the first few months
should be considered for immunotherapy first, as it may
provide very long-term disease control even after stopping
the treatment.

“Tevel of evidence: IV
Strength of recommendation: C
Level of consensus: 93% (25) yes, 7% (2) no (27 voters)

SPECIAL ARTICLE| VOLUME 31, ISSUE 11, P1435-1448, NOVEMBER 01, 2020



Expresia PD-L1 buniek melanomu: nie je relevantny
prediktivny biomarker v rozhodovani o systémovej liecbe

Outcomes by line of therapy and programmed death
ligand 1 expression in patients with advanced melanoma

22C3 antibody

treated with pembrolizumab or ipilimumab in
KEYNOTE-006: A randomised clinical trial

KEYNOTE 006 pembrolizumab verzus ipilimumab
celkovy podiel odpovedi (ORR) PDL1+ verzus PDL1-

PD-L1-Negative
PD-L1-Positive

Pembrolizumab lpilimumab

Pembrolizumab Ipilimumab

Carlino Ms et al. Outcomes by line of therapy and programmed death ligand 1 expression in patients with advanced melanoma treated
with pembrolizumab or ipilimumab in KEYNOTE-006: A randomised clinical trial. Eur J Cancer. 2018 Sep;101:236-243



Expresia PD-L1 buniek melanomu: nie je relevantny
prediktivny biomarker v rozhodovani o systémovej liecbe

Outcomes by line of therapy and programmed death
ligand 1 expression in patients with advanced melanoma

treated with pembrolizumab or ipilimumab in
KEYNOTE-006: A randomised clinical trial

Progression-free survival, %
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pembrolizumab verzus e
Ipilimumab

Interval do progresie (PFS)
PDL1+ verzus PDL1-

Progression-free survival, %
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Time, months
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Carlino Ms et al. Outcomes by line of therapy and programmed death ligand 1 expression in patients with advanced melanoma treated
with pembrolizumab or ipilimumab in KEYNOTE-006: A randomised clinical trial. Eur J Cancer. 2018 Sep;101:236-243



Expresia PD-L1 buniek melandmu: irelevantny prediktivny
biomarker v rozhodovani o systémovej liecbe

KEYNOTE 006

pembrolizumab verzus ipilimumab

podiel PDL1- a PDL1+

podiel odpovedi (ORR)
v zavislosti
od intenzity expresie
PDL1

Zaver: pembrolizumab dosahuje
vysoku terapeuticku efektivitu aj v
malej podskupine PD-L1
negativheho maligneho melanému.
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Carlino Ms et al. Outcomes by line of therapy and programmed death ligand 1 expression in patients with advanced melanoma treated with pembrolizumab or ipilimumab in KEYNOTE-

006: A randomised clinical trial. Eur J Cancer. 2018 Sep;101:236-243

Daud et al.Programmed Death-Ligand 1 Expression and Response to the Anti-Programmed Death 1 Antibody Pembrolizumab in Melanoma. J Clin Oncol. 2016 Dec;34(34):4102-4109.



Metastaticky melaném
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SYSTEMIC THERAPY FOR METASTATIC OR UNRESECTABLE DISEASE?®P
FIRST-LINE THERAPY® SECOND-LINE OR SUBSEQUENT THERAPY"

« Systemic therapy
» Preferred regimens
0 Anti PD-1 monotherapy9-®
— Pembrolizumab
— Nivolumab dof
R ¢ Nivolumab/ipilimumab®®
rf:t!ir;eg-:er%miﬁ o rapyd,g ¢ Pembrolizumab/low-dose ipilimumab for tumors
0 Pembrolizumab (category 1) that havdeeprogressed after prior anti-PD-1
¢ Nivolumab (category 1) therapy =
» Nivolumab/ipilimumab (cateaory 1)3-ef v vompinauon targetﬁ?imerapy IT DIKAF Vouu-
} Lombination targeted therapy It BRAF VeUU- Disease ac.ti;agngf mtig?ttion ’t; ib
activating mutation9:niJ progression _ V:mr:r:fr:enib:'?:?;inretinib
¢ Dabrafenib/trametinib (category 1) or « Encorafenib/binimetinib
Metastatic or ¢ Vemurafenib/cobimetinib (category 1) Maximum » Other reaimens
unresectable | ¢ Encorafenib/binimetinib (category 1) clinical o Ipiliml.?mabd
disease * Other recommended regimens benefit o High-dose IL-2°
» Pembrolizumab/low-dose ipilimum'ed:ok from BRAF- T fgl i in ci
AN s ey e e [rgeted | | USSR meaocs
» Combination targeted therapy and 1 therapy P tmumazB niralesionat I-
immunotherapy iL B}:AF V600-activating o g;g%z'g a gu)antsp
?L#:g%?a?;i?ggzii’meﬂnib + atezolizumab' I ¢ Imatinib for tumors with activating mutations of
KIT
0 I(:‘)::‘I:;agf:rlyl;!g;}nmetinib * pembrolizumab ¢ Larotrectinib or entrectinib for NTRK gene
J fusion-positive tumors
_— - - - - - ¢ Binimetinib for NRAS-mutated tumors that
have progressed after prior immune checkpoint
inhibitor therapy9 (category 2B)
= Consider best supportive care for poor performance
status (See NCCN Guidelines for Palliative Care)




Maligny melanom, IV. stadium:
celkoveé prezivanie pred ipilimumabom a BRAF inhibitormi
2008

Metaanalyza 42 stadii fazy 2 (1975 — 2005)

2 100 pacientov v IV. stadiu

100
80 Median OS, mesiacov: 6,22
1-ro¢né prezivanie: 25,5 %

60

(%) Aojuaioed yoionleaizaid |aipod

6,2 mesiaca 12 24 36
Cas v mesiacoch
5-roéné prezivanie pri DTIC: 2 %
Korn EL, et al. J Clin Oncol 2008:26: 527 — 534



Sumarizacia 3 rocneho celkoveho prezivania vratane
vysledkov EAP : 4,846 pacientov liecenych ipilimumabom

Dodatoéna analyza pridanim dat ziskanych u 2,965 patientov v Expanded Access Program-
e (EAP; n=4,846):

1.0 1%
09 4 . - .
Median OS (95% CI): 9.5 mesiacov (9.0-10.0)
0.8 4
i -
o
8 077 3-ro¢né prezivanie (95% CI): 21% (20-22)
‘T 06 -
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’E 05 4
2 04 - /
0
'g 0.3 1
e S
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01 4 Ipilimumab
oo 4 7 Cerzurovang
0 12 24 36 48 B0 72 a4 o6 108 120
Mesiace
Ipilimumakb 4846 1786 612 392 200 170 120 26 15 9 0

* Pridanie dat EAP umocnilo dlhodoby benefit (>3-roény) v celkovom preZivani priipilimumabe;
vysledky su konzistentné v populacii reprezentujucej realnych pacientov

14/12/2021 Schadendaorf D, et al. Presented at ECC 2013: oral presentation 24LBA



Keynote-006 a Checkmate 067
nad’alej najvyznamnejsSie klinické studie urcujuce standardnu imunoterapiu
pokrocéilého melanému
Vychodisko: terapeutické

Zlyhanie terapeutickej stratégie kombinacie PD1 blokady a BRAF str.atégiel “mi'fé‘_:ie tOXifit'V_
+ MEK TKI pri BRAF mut.+ populacie. najefektivnejsej kombinacie
ipilimumab + nivolumab pri

Limitované ocakavanie prinosu ani-LAG3 (relatlimab) zachovani jej terapeutickej

efektivity.
1.0
Ny . 70-75% Celkové prezivanie ( OS ) Keynote-006 a Checkmate-067

" a0 verzus ipilimumab
- e 52%  Anti-PD1+Anti-CTLA4
$ o | . Anti-PD1
& Anti-PD1  44%
Q. H

0.2 = : H—H— Anti-CT:LA4 |

0.0

0 6 12 18 24 30 36 42 48 54 60 66 12 78
Months since Randomization

=== CHECKMATE 067: Ipilimumab + nivolumab (n=314)°
= CHECKMATE 067: Nivolumab (n=316)"
= KEYNOTE-006: Pembrolizumab (n= 556)2
w— CA184-002; Ipilimumab (n=137)' .
i ( ) , - Presented by Georgina V Long w9 @ProfGLongMIA
1. Hodi FS et al. NEJM 2010; 2. Robert et al Lancet Onc 2019; 3. Larkin NEJM 2019



KEYNOTE-006

Schéma stldie

Pacienti:

* Neresekovatelny alebo
metastaticky melandém

* Pacienti bez uZivania
ipilimumabu a s =1
predchadzajacou liecbou

+ ECOGP50-1

* =1 meratelna lézia podla
RECIST v1.1

* Znamy BRAF status®

*  Bez aktivnych
metastaz v mozgu

* Ziadne autoimunitné
ochorenie, ktoré by si
vyZadovalo systémové
steroidy

sciou BRAF WIME nernusali predipn dostvad or

Pembrolizumab
10 mag/kg IV Q2W
(n =279)

Pembrolizumab
10 mg/kg IV Q3W
(n =227)

Ipilimumab
3 mg/kg IV Q3W 4 davky
(n = 278)

Stratifikacia podli'a:
Linfe ed by O wa. 1
ECOGE PS5 Ova.
expresis FO-LV: pogit ve. negsi.

Lie¢ba pokratovala do progresie

Primame koncové ciele:

*  PFS, hodnotené na zaklade
IRO, za pomoci RECIST w11

= 05
Sekundarne koncoveé ciele:

* ORR
* DoR
*  Bezpetnost

Visetrenie stavr nadoru v 12, tyZdni, nasledne
kaZdych &tyZdfiov af do 48. tyidria, nasiedne
kaZdé 2 tyzdne.

Robert C et al. Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): post-hoc 5-year results from
an open-label, multicentre, randomised, controlled, phase 3 study. Lancet Oncol. 2019 Sep;20(9):1239-1251

ochorenia ralebo neprijatelne] toxicity



KEYNOTE-006

Analyza 5-roCneho prezivania bez progresie (ITT)?

4-roéné PFS bolo na urovni 23,0% v kombinovanej skupine lie¢enej pembrolizumabom vs. 7,3% v
skupine liecengj ipilimumabom

HR* (95% CI) Median," mo {95% Cl)
W XEYTRUDA 57 (0.48-0.67); p=0.00000 B4I6E

) B pEnumah 34(29-42)
0 -
T8
- -
% §
o 2
-
22
o}
o
o

No. at risk

h56 328 260 222 190 154 U 23 105 81 {
— 278 97 55 40 31 25 22 18 10 6 0

Robert C et al. Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): post-hoc 5-year results from
an open-label, multicentre, randomised, controlled, phase 3 study. Lancet Oncol. 2019 Sep;20(9):1239-1251



KEYNOTE-006

S-rocné preiivanie bez progresie u predtym nelieCenych pacientov:

U pacientov bez doteraj$ej lieCby bolo 4-roéné PFS na urovni 26,9% v kombinovanej skupine lie¢engj
pembrolizumabom vs. 8,0 % v skupine lie€engj ipilimumabom

J Median progression-free survival*, months (95% C1)
100 — Ipilimumab 37 (28-43)
o — Combined pembrolizumab groups 116 (B-2-16-4)
3 \\ HR 0-54 (95% C10-44-0-67)1; p=0-0001%
E Bo
E 70 &
: |
GO |
¢ L
5 \L\l H—%_w
L L gy LU 100
= 3 e hI- [ .
10
o T T T T T T T T T 1
1] 5 10 15 0 5 30 35 40 45 50
Humbser at visk inumber carmored) Time since randomisation {months)
Ipilimumab 181 (20) 65 (23) 36(26) 27 (29) 23 (31) 19 (32) 17(34) 13(38) 8(41) 5043) 0143)
Combined pemhroliru mab groups 368 (8) 226 (10} 187 (12) 158 (17) 140 (24) 118 (31) 106 (35) 96 (43) 85(55) 68 (92) 25 (109)

Recommendation 6.2. Stopping treatment with anti-PD-1 Recommendation 6.3. Stopping treatment with anti-PD-1
therapy should be considered after 2 years of treatment in  therapy can be considered after 2 years of treatment in the
the case of PR. case of SD.

Level of evidence: Il
Strength of recommendation: B
Level of consensus: 100% (30) yes (30 voters)

Level of evidence: Il
Strength of recommendation: C
Level of consensus: 97% (29) yes, 3% (1) no (30 voters)

Robert C et al. Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): post-hoc 5-year results from
an open-label, multicentre, randomised, controlled, phase 3 study. Lancet Oncol. 2019 Sep;20(9):1239-1251



COLUMBUS: PFS (COMBO 450 encorafenib + binimetinib

vs. vemurafenib vs. encorafenib)
5-ro€né prezivanie bez progresie PFS — update ASCO 2021

PFS, % 1. rok 2. rok 3. rok 4. rok 5. rok
Enkorafenib + binimetinib 56.2 36.5 28.8 246 229
Enkorafenib 48.4 32.0 24.6 24907 19.3
Vemurafenib 32.8 20.0 13.6 11.9 10.2

100

median PFS : COMBO0450 14.9 m
ENCO300:9.6 m

VEM:7.3m

5 rocné PFS COMBO450 : 22,9%

90 —

80 —

70

60 —|
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40 —

% ‘dsouqopodapAeld

30

20
~ Enkorafenib + binimetinib
10 -{ = Enkorafenib

~— Vemurafenib
0 T T T T T T T T T T T T T T T T T T T 1

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Cas (mesiace)

Pacienti v riziku
Enkorafenib + binimetinib 192 151 108 87 73 63 50 45 43 35 33 31 29 28 27 25 22 15 i 2 0
Enkorafenib 194 125 84 68 53 43 37 34 29 26 24 19 18 17 15 14 13 10 5 2 0
Vemurafenib 191 98 55 36 26 22 18 16 15 10 10 7 7 7 6 6 5 3 1 0 0

Dummer R et al. prezentované na 2021 ASCO Annual Meeting; Jun 4-8, 2021

Recommendation 6.4. Stopping targeted therapy fol-
lowed by observation in patients with clinical benefit (CR,
PR or SD) outside of a clinical trial is not recommended.
Level of evidence: IV
Strength of recommendation: E
Level of consensus: 100% (30) yes (30 voters)



KEYNOTE-006

Analyza celkového 5-rocneho prezivania (ITT)=

Celkove 5-ro¢ne prezZivanie bolo na urovni 38,7% v kombinovanej skupine lieCenej pembrolizumabom vs. 31,0%
v skupine liecenej ipilimumabom

HR* (95% CI) Median." mo (35% Cl)
B XEYTRUDA 13 (0.61-0.88). n=0.00(M3

19 g0Ee e

B piimumab - 159(133-22.0)

Overall survival (%)

40 a5 50 55
No. at risk Time (months)
556 481 416 357 317 289 264 245 233 217 208 194 4] 0
—r1 202 158 127 m 102 94 90 85 83 75 72 19 0
2 5, T, zivrmer e

Robert C et al. Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): post-hoc 5-year results from
an open-label, multicentre, randomised, controlled, phase 3 study. Lancet Oncol. 2019 Sep;20(9):1239-1251



KEYNOTE-006

5-rocné preZivanie u predtym nelieCenych pacientov:

Celkové 5-roéné prezivanie bolo na urovni 43,2% v kombinovane] skupine lie¢enej pembrolizumabom
vs. 33,0 % v skupine lie¢enej ipilimumabom

HR* (95% CI) Median,” mo {95% CI)
| e 73 87(27.3-5
foerg Fraps contmat
B iolimumab 17.1(13.8-26.2)

- l
2 :
-~ ] 0
T N43.2%
= [ OS at 5 years
|
S ~g gy !
- ——
= e — l
8
o
>
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I I T
35 40 45
No. at risk Time (months)
368 324 284 248 221 201 184 170 163 155 149 137 31 0
p— 151 140 105 86 76 70 64 63 60 58 52 49 8 0

Robert C et al. Pembrolizumab versus ipilimumab in advanced melanoma (KEYNOTE-006): post-hoc 5-year results from
an open-label, multicentre, randomised, controlled, phase 3 study. ¢



KEYNOTE-006

Najlepsia celkova odpoved' po prvej liecbe u pacientov, ktori ukoncili 2 roky liecby
pembrolizumabom, podla kohort celkovej davky pembrolizumabu

Odhadovane 2-ro¢ne PFS u pacientov s CR, PR alebo SD bolo 85,4%, 82, 3% resp. 39.9%

100 'U—%r\ | 5
— |
& 1 |
3 - | —
E i 11
B
E 5o
% 40
E 304
L - Complete responce
1 — Partial response
— Stable dicease
o T T T T T T T 1
o 3 [ g 12 15 18 21 24
VR U S p— Time since last dose in first course of pembrolizumab (months)
Complete response  21(0) 21 () 21(0) 20 (o) 19 (1} 18 (1) 1B(2) 16 (10} B6)
Partial response 69 (3) 65(3) 64 (3) 64 (4) 61 (&) 59 (6) 55 (10) 50(32) 26(53)
Stable disease 13 (0) 13 (o) 10 (1) (1) Gl Bi1) B2i1) 715) 2(7)
2 nkr 2



Kombinovana liecba anti-PD1 plus anti-CTLA4

(CheckMate 067): dizajn studie

Randomizovana, dvojito zaslepena studia fazy Il

porovnavajuca kombinaciu NIVO + [PI

vS. monoterapia anti-PD1 nivolumab
vs. monoterapia anti-CTLA4 ipilimumab n=314

Unresectable or
Metatastic Melanoma

*Previously untreated

*945 patients

Stratify by:

*Tumor PD-L1
expression*

*BRAF mutation
SIS

*AJCC M stage

N=316

N=315

NIVO 3 mg/kg Q2W +
IPI-matched placebo

Treat until
progression**
or
unacceptable
toxicity




Kombinovana lie€ba anti-PD1 plus anti-CTLA4 (CheckMate 067)

o+ Nivo : medlidn celkoveho

prezivania OS viac nez 60 mesiacov A Overall Survival
(median nebol dosiahnuty; 95 %
confidence interval [Cl], 38,2 — NR)

Nivolumab median OS: 36,9 mesiaca
(95 % Cl, 28,2 — 58,7)
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Ipilimumab median OS: 19,9 mesiaca
(95 % Cl, 16,8 — 24,6)

33 36
Months
Ly vr . ot
Celkove 5 rocne prez“lanle N:/o?umlasbplusipilimumab 314 292 265 248 227 181 179 163 159 157 155
H H Nivolumab 292 2 245 231 1 158 1 137 1
Ipi + Nivo 52 % et SIS e rias o7 ln S iy
Nivolumab 44 ¢
ore A B Progression-free Survival
Ipilimumab 26 % g 10w
T; 90
., ; 3
Medidn do progresie PFS: i
Ipi + Nivo : 11,5 mesiaca (95 % Cl, 8,7 — 19,3) £ o
°
Nivolumab 6,9 m. (95 % Cl, 5,1 — 10,2) g 0
.. ¥ 40
Ipilimumab 2,9 m. (95 % Cl, 2,8 — 3,2) g
2,
5-rocné prezivanie do progresie g 10
. . 0
Ipi + Nivo 36 % 0 3 6 9 12 33 36
. h
Nivolumab 29 % _ Months
. Np. at Risk o
|p|||mumab 8 % Nivolumab plus ipilimumab 314 218 174 155 136 97 95

Nivolumab 316 177 151 132 120 80 78
Ipilimumab 315 136 78 58 46 26 21

J Larkin et al. N Engl J Med 2019;381:1535-1546.



—+— Nivolumab plus Ipilimumab —A— Nivolumab —@— Ipilimumab

Kombinované Iieéba A Overall Survival among Patients with BRAF Mutations
anti- PD1 plus anti-
CTLA4 (CheckMate 067)

Patients Who Survive

33 36
Months

No. at Risk

Nivolumab plus ipilimumab103 99 96 91 83 71
Nivolumab 98 93 8 381 75 53
Ipilimumab 100 91 8% 381 71 37

P reiiva n ie d o re I a ps u ( P FS) B Overall Survival among Patients without BRAF Mutations

a celkové prezivanie (OS) v
zavislosti od BRAF mutacie 2
E 33 36
Months
No. at Risk
Nivolumab plus ipilimumab 211 193 169 157 144 133 127 126 120 116 110 109
.7 v . 7 e Nivolumab 218 199 180 164 156 134 127 119 116 111 106
Median c¢asu do progresie PFS: BRAF+ populacia ipilimumab SRS I

C Progression-free Survival among Patients with BRAF Mutations

Ipi + Nivo: 16,8 m. (95 % Cl, 8,3 —32)

. “F:E? 80
Nivolumab: 5,6 m. (95%Cl, 2,8-9,5) LR
Ipilimumab: 3,4 m. (95 % Cl, 2,8-5,2) 28z ©
* 0

0 5 33 36

Months

No. at Risk

Nivolumab plus ipilimumab 103 33 32

Nivolumab 98 18 18

Median casu do progresie PFS: BRAF-negat. LI 10 S

populacia

Ipi + Nivo: 11,2 m. (95 % CI, 7 — 18,1)
Nivolumab: 8,2 m. (95 % Cl, 5,1 — 19,6)
Ipilimumab: 2,8 m. (95 % Cl, 2,8 — 3,1)

Patients with
Progression-free
Survival (%)

33 36
Months

No. at Risk
Nivolumab plus ipilimumab 211 141 113 102 64 63

J Larkin etal. N Engl J Med 2019;381:1535-1546. Nivolumab 218 128 108 9% 62 60

Ipilimumab 215 90 49 36 17713




Signifikantny pokles terapeutickej efektivity pembrolizumabu
v BRAF V600+ populacii v 2. linii po BRAF+ MEK TKI
v porovnani s 1. liniou

Pembrolizumab v monoterapii vysledky D
podskupinovej analyzy troch vyznamnych e
klinickych studii KEYNOTE-001, KEYNOTE-002 JAMA Oncology | Original Investigation
a KEYNOTE-006 s dérazom na Association of BRAF V60O0E/K Mutation Status and Prior BRAF/MEK

. Inhibition With Pembrolizumab Outcomes in Advanced Melanoma
BRAF+ podskupinu. Pooled Analysis of 3 Clinical Trials

Celkova populacia (N =1 558), podiel objektivhych odpovedi (ORR : 38,3 % (596/1 558),
4-rocné prezivanie bez progresie PFS: 22 %, 4-rocné celkové prezivanie (OS: 36,9 %)

1 558 pacientov zhromazdenych z 3 rozhodujucich studii tvori najvacsi subor udajov publikovanych pre tato kriticka
analyzu spojenia
mutdcie BRAF V600E/K a predchadzajucej liecby zameranej na BRAF s terapeutickymi vysledkami naslednej blokady
PD-1 v monoterapii.

Puzanov | et al. Association of BRAF V600E/K Mutation Status and Prior BRAF/MEK Inhibition With Pembrolizumab
Outcomes in Advanced Melanoma: Pooled Analysis of 3 Clinical Trials JAMA Oncol. 2020 Aug 1;6(8):1256-1264.



Signifikantny pokles BRAF V600+ PFS pembrolizumabu

terapeutickej efektivity _ R
pembrolizumabu TKI naivny versus TKI predlieceny

v BRAF V600+ populacii v 2. linii
po BRAF+ MEK TKI v porovnani s

r [d
1 O I I n Io u C B Progression-free survival in patients previously treated with
~ BRAF] + MEKI vs patients who were BRAFI x MEKI therapy naive
100 4

V ramci BRAF V600E/K—mutovanej
podskupiny

survival, %
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ORR (28,4 vs. 44,2 %)

4-rocné PFS (15,2 vs. 27,8 %) median PFS (3.4
mesiaca [95 % Cl, 2,9 — 5,3] vs. 12 mesiacov [95 % CI, 7 — 8,4])
(hazard ratio 1,64 [95 % Cl, 1,31 — 2,06])

Puzanov | et al. Association of BRAF V600E/K Mutation Status and Prior BRAF/MEK Inhibition With Pembrolizumab
Outcomes in Advanced Melanoma: Pooled Analysis of 3 Clinical Trials JAMA Oncol. 2020 Aug 1;6(8):1256-1264.



Signifikantny pokles terapeutickej efektivity ipilimumab + nivolumab
v BRAF V600+ populdcii v 2. linii po BRAF+ MEK (encorafenib + binimetinib) v
porovnani s 1. liniou.
Predbezné vysledky klinickej studie Secombit. Negativny efekt sekvencie,
cielena liecba nasledovana imunoterapiou na celkové prezivanie.

SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY
(SECOMBIT) STUDY: STUDY DESIGN BRSOV

ipi/nivo
» Pb ‘ until PD Primary endpoint:
« 0OS

Y

« Patients affected by
metastatic

ARM B

Secondary endpoints:

Z0—H>P0—-—=002Z2>20

Combo | enco/bini
melanoma BRAF » Ipilimumab 3 mg/kg °b W  ntilPD PFS
V600 mutated Nivolumab 1 mg/kg * Tolal PFS
« Sample size 230 pts « Time to second progression
* % patients alive at 2-3 years
« ECOGPS:0o0r1 ARM C + Best ORR
*+ Treatment-naive ’ Sandwich ipi/nivo » enco/bini * DOR
Encorafenib 450 mg until PD until PD
Binimetinib 45 mg for 8 weeks
Stratification Factors: Current analysis: First patient randomized November 2016. Database lock 31st May
> llb/c—M1la—M1ib 2021: 24- and 36-months PFS rate, total PFS at 24- and 36 months, OS at 24- and 36
» M1lc with LDH < 2ULN months, Safety report. Duration of follow-up: the median follow-up estimated with the
» Mic with elevated LDH > 2 ULN reverse Kaplan-Meier method is 32.2 months (IQR= 27.9-41.6).




Predbezné vysledky klinickej Studie Secombit. Negativny efekt sekvencie,
cielend liecba (encorafenib + binimetinib) nasledovana imunoterapiou
(ipilimumab + nivolumab) na prezivanie bez progresie (PFS)
aj celkové prezivanie (OS).

SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY:
TOTAL PROGRESSION FREE SURVIVAL

| AmA | AmB_| AmC |

tot PFS: time from randomization until the date of the second progression

ARM A: Enco/Bini PD—» Ipi/Nivo
ARM B: Ipi/Nivo PD—» Enco/Bini

E 7% 72% 78%
T Mcnngress _ osd TytotPFS(95% Cl)  5787)  (61-83)  (68-88)
2 469 659 579
. z s 2y tot PFS (95% Cl) (34-5/°a) (54_7’%) . é;)
b 1
8 05 : 5 41% 53% 54%
H ! SYIPFSOS%CD | (2953) (4363  (42:66)
ﬁ H HR (95% CI) Arm B vs A 0.71
& 047 ! Exploratory analysis (0.44-1.14)
s 1
s i HR (95% Cl) Arm C vs A 0.74
2 : Exploratory analysis (0.46-1.18)
H
:
i

2 [ —— -

ARM C: Enco/Bini (8 weeks)— Ipi/Nivo PD—» Enco/Bini

wewel o _J [
0N e 3

; t 3 3 %
Pokles objektivnych odpovedi na imunoterapii oo 63 - tme (monerk], : ;
ipi + nivo v druhej linii po TKI il " . o
RR: 45 verzus 25 %
SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY:
OVERALL SURVIVAL
A | AmB | amc
1BORR #1 mBORR #2 : WOSEMO) (oo (e (68.95)
AR IV A U000 87% - E 2y/08 (95%(Cl) (sff;ﬁe) (6723-32) (5689-3‘;))
T, 2 594 .% 051 H ' 54% 62% 60%
| . 5 : : SY.0S U (41-67) (48-76) (58-72)
ARM B NI 45% o = . \ H
Ol7% s . H i H HR (95% CI) Arm B vs A 0.73
i 8% 2" ' ' ! Exploratory analysis (0.42-1.26)
TR TR AR AR ' 1 1
ARM C T 57 %4 ° i 1 H HR (95% CI) Arm C vs A 0.81
o E i ! Exploratory analysis (0.48-1.37)
0%  20%  40%  60%  80%  100% ! i ! ARMR: i/ PO EncofSi
H ' H ARM C: Enco/Bini (8 weeks)—» Ipi/Nivo PD—» Enco/Bini
BORR #1: Best overall response rate of first treatment 00+ : : :
BORR #2: Rest averall response rate of second treatment (post progression treatments) I : ; ‘v T T
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ARMB: 69 54 a6 a 0
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Preferovana prvo - liniova lieCcba a dominantna liecba
asymptomatickych mozgovych metastaz melanému.
CheckMate 204

Kombinovana imunoterapia je indikovana u vsetkych asymptomatickych
pacientov bez ohfadu na BRAF mutaciu, ak je tato bezpecna.

Pacienti symptomaticki: ciefom ostatnych modalit je umoznit’ aplikaciu
kombinovanej imunoterapie detrakciou kortikoidov...

intrakranialna odpoved’ ( IC-ORR) u 56% (95% CI: 44—68) pacientov, pricom 19% pacientov
dosiahlo kompletnu remisiu

ORICINAL ARTICLE

Combined Nivolumab and Ipilimumab in Melanoma Metastatic to the
Brain

Hussein A. Tawbi, M.D., Ph.D., Peter A. Forsyth, M.D., Alain Algazi, M.D., Omid Hamid, M.D., F. Stephen Ho

Moschos, M.D., Nikhil I. Khushalani, M.D., Karl Lewis, M.D., Christopher D. Lac, M.D., M.P.H., Michael A. Postow, M.D

Atkins, M.D., Marc 5. Ernstoff, M.D., et al.

N Engl J Med 2018; 379:722-730



Imunoterapia mozgovych metastaz

Studia Checkmate 204, faza Il (ipilimumab + nivolumab)
zaradenych 96 pacientov, aspon jedna meratelna lézia v CNS bez lokalnej lieCby, PFS — intrakranialne

CheckMate 204: study design

Key eligibilities Cohort eligibilities

Induction

Cohort A:
« Asymptomatic

Treat until progression or
toxicity
(maximum 24 months)?

* > 1 measurable,
unirradiated MBM

Maintenance

* Prior SRT to o g e 7 NIVO Endpoints
% 3. 3 mg/kg Primary: IC CBR (CR + PR +
* Previous treatment Cohort B: ’ Q2w SD 2 6 months)®
with BRAFi/MEKi * Symptomatic Secondary: PFS, OS, ORR,
permitted s, EC and global CBR, safety
. . itivi lyses: CBR,
* No prior checkpoint dexamethasone or Seon;g wa‘,?é ;?:as );)S:rSBICCBRR
inhibitors in equivalent/day iy
metastatic setting allowed

Median follow-up = 7.5 months Data cutoff December 18, 2020

Minimum follow-up 34.2 months
+ Still in follow up: 59 patients in cohort A and 5 patients in cohort B



Imunoterapia mozgovych metastaz

Studia Checkmate 204, faza Il (ipilimumab + nivolumab)

zaradenych 96 pacientov, aspon jedna meratelna lézia v CNS bez lokalnej lieCby, PFS — intrakranialne

Survival in asymptomatic patients

1004
—— INV assessed 904
-~ BICR assessed
807 ~— 743 72%
'
54% (INV) 54% (INV) 70 ! [ W
52% (BICR) 52% (BICR) - 60 I 1
W ® ' J
1 1 1 vy SO- :
| v | I
1 1 i © 404 : 1
1 1 ] I 1
30 ! 30 !
20 20 !
10 1 10 I 1
1 I 1
O T T T T T T T i T T T : T T I‘ T T T 1 0 T T T T T T T } T T T : T T 1 T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
No. at risk Time since first dose (months) No. at risk Time since first dose (months)
westigator assessed: 101 66 50 43 43 47 19 i8 32 L1 24 12 6 0 0 (] 0 ( 0 0 Asymptomatic: 101 92 89 A 9 5 I n 70 66 64 62 30 13 6 3 2 1 1 0
BICR-assessed: 101 63 52 4 43 44N 37 36 32 29 26 22 8 2 1 1 0

» PFS rates for extracranial and global disease were similar
— Extracranial 24-month rates were 59% (INV) and 62% (BICR); 36-month rates were 53% and 62%
— Global 24-month rates were 50% (INV) and 48% (BICR); 36-month rates were 45% and 48%

CheckMate 204: 3-year outcomes of treatment with combination nivolumab (NIVO) plus ipilimumab (IPI) for patients (pts) with
active melanoma brain metastases (MBM)
Kim Margolin: ESMO meeting 2021, Annals of Oncology (2021) 32 (suppl_5): S867-S905.



Imunoterapia mozgovych metastaz

Studia Checkmate 204, faza Il (ipilimumab + nivolumab)

zaradenych 96 pacientov, aspon jedna meratelna lézia v CNS bez lokalnej lieCby, PFS — intrakranialne

Survival in symptomatic patients
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westigator assessed: 18 ] } } ] 3 1 1 3 3 3 ] 2 0 Symptomatic: 18 10 10 6 6 6 [ 6 6 6 6 5 4

BICR-assessed: 18 4 4 4 4 4 4 4 4 4 4 4 2 1}

» PFS rates for extracranial and global disease were similar
— Extracranial 24- and 36-month rates were 28% (INV) and 36% (BICR)
— Global 24- and 36-month rates were 24% (INV) and 26% (BICR)

CheckMate 204: 3-year outcomes of treatment with combination nivolumab (NIVO) plus ipilimumab (IPI) for patients (pts) with
active melanoma brain metastases (MBM)
Kim Margolin: ESMO meeting 2021, Annals of Oncology (2021) 32 (suppl_5): S867-S905.



Monoterapia pembrolizumabom v liecbe mozgovych
metastaz?

PREZIVANIE BEZ PROGRESIE OCHORENIA (A) A CELKOVE PREZIVANIE (B)
$TUDIA , Yale Cancer Center HODNOTIACA UCINNOST PEMBROLIZUMABU
V LIECBE MELANOMU S MOZGOVYMI METASTAZAMI

Miera
objektivnej
odpovede
~ 22%
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Goldberg SB, et al. Lancet Oncol, 2016,17(7):976-983; Kluger HM, et al. J Clin Oncol. 2019;37(1): 52-60



Kombinacia nivolumabu a ipilimumabu alebo nivolumabu samotného v
liecbe melanémovych mozgovych metastaz: multicentricka randomizovana
studia fazy 2 (ABC studia)

Nivo vs Ipi + Nivo (Ipi 3 + Nivo 1) Intracranial PFS

Ipi + Nivo (n=35), Nivo (n=25) B: Nivo
No steroids; no prior XRT

No new/unexpected toxicities
Follow Up:

N=25
Total N° Events, n (%) 19 (54%) 21 (84%) 15 (94%)
Med. PFS, mo (95% CI) 54(27-NA)  25(1.7-28) 26 (14-44)
5-yr PFS rate, % (95% Cl)  46% (32-66)  15% (6-39) 6% (1-42)

Intracranial Progression-Free Survival

* Median 52.8 mos (95% Cl 48.0 — 61.2)
* Minimum 43.3 mos, Max 71.5 mos 15% 15%
. . . . . 6% 6%
. |EI + Nivo >>> Nivo monotherapy (bigger difference -\ —7  —+"— ——— —~F——— —— —————
than pts w/o CNS disease)
ITT Population: Best Intracranial Response Overall Survival B:Nivo  C:Nivo
N 5 ~ N=25 N=16
Intracranial  Ipi+ Nivo i) Total N° Events, n (%) 17 (49%) 16 (84%) 14 (88%)
Response N=35 — Med. OS, mo (95% Cl)  NR(118-NR)  26.1(6.9-NR) 5.1(1.853.0)
ORR 51% 20% Drug Treatment-Naive ,g 0% 5-yr OS rate, % (95% Cl)  51% (36-71) 34% (20-60)  13% (3-46)
=
CR 26% 16% Population B o
w 50%
PR 26% 4% g
ORR 59% 21% o
oD 6% 0% PD | 30% | 74% 7
PD 40% 76% 2 : ”
N()t, 0 0 o a“:;llél i"I12Yr15I'IIB"Z‘IY‘EYl‘VZ‘TrlSIUI'Z‘E"ZiGrIT:!‘r4‘2r‘dl5ll43‘r5r1r‘.’|‘4'I5?I'E;D"
Evaluablc 3 /0 4 /0 Numbers at risk (cumulative number censored) Months

Adapted from Long et al, ASCQO 2021; Long et al, Lancet Onc, 2018

Long GV Combination nivolumab and ipilimumab or nivolumab alone in melanoma brain metastases: a multicentre randomised phase 2 study.
Lancet Oncol. 2018 May;19(5):672-681



Konkomitantna blokada PD1/PDL1 plus BRAF+ MEK
blokada. ,Triple blockade”

IMspirel50: vemurafenib + cobimetinib + (atezolizumab verzus placebo)

FDA approves atezolizumab for BRAF V600 unresectable or metastatic
melanoma

Articles

in Linkedin | &% Email =~ & Print

On July 30, 2020, the Food and Drug Administration approved atezolizamal iq, Genentech,
0 mutation-

Atezolizumab, vemurafenib, and cobimetinib as first-line "'., ()]
treatment for unresectable advanced BRAF'** mutation-

positive melanoma (IMspire150): primary analysis of the
randomised, double-blind, placebo-controlled, phase 3 trial

Summary
Background IMspire150 aimed to evaluate first-line combination treatment with BRAF plus MEK inhibitors and (e

ree survival (PFS) per immune checkpoint therapy in BRAF™ mutation-positive advanced or metastatic melanoma, St

zolizumab arm and 10.6

Primarny cielovy ukazovatel PFS:

Medidn intervalu do progresie (PFS progression-free survival)

10,6 m. (95 % CI 9,3 — 12,7) v kontrolnej skupine verzus 15,1 m. (11,4 — 18,4)
v skupine s atezolizumabom (HR 0,78; 95 % CI 0,63 — 0,97; log-rank p = 0,025

Gutzmer R et al. .Lancet. 2020 Jun 13;395(10240):1835-1844.



»Triple blockade”

IMspirel50: vemurafenib + cobimetinib + (atezolizumab verzus placebo)

Pridanie ateZOIiZUmabU k Atezolizumab + vemurafenib+  Placebo + vemurafenib +
vemurafenibu a cobimetinibu cobimetinib cobimetinib

, . ., ., . Progression-free survival, months, 15-1(11-4-18-4) 10-6 (9-3-12-7)
vyznamne predlzilo median prezivania median (95% C1)

b . P F S c M _0 6 7 222% Hazard ratio (95% CI) 078 (0-63-0-97), log-rank p=0-0249
ez progresie: :
ipi+nivo
BRAF V600+

— Placeho + vemurafenilb + cobimetinib

Zr PFS 43% — Atezolizumab + vemurafenib + cobimetinib !
do 15,1 mesiaca (11,4 — 18,4) 5r PFS 38% + Censored :
o

54-0%

10,6 mesiaca (95 % IS
9,3 -12,7) v kontrolnej skupine

Progression-free surviv

15 18

v skupine s atezolizumabom
Number at risk Time (months)
Placebo + vemurafenib + cobimetinib 179 86 71
(HR 0,78, 95 % Cl 0,63 - 0,97, Atezolizumab + vemurafenib + cobimetinib 174 114 90

log-rank p = 0,025)

Atezolizumab +vemurafenib+  Placebo + vemurafenib+
cobimetinib cobimetinib

Duration of response, months  21-0 (15-1-NE) 126 (10-5-16-6)
median (95% Cl)

Medién trvania odpovede DOR

bol dIhsi v skupine s atezolizumabom (21 §:

mesiacov; 95 % Cl 15,1 a? E

neodhadnutelné) v porovnani's H — Placebo+vemurafenib +cobimetinib

kOﬂtrOanU a : é:z;;liz:mab+vemurafenib+c0bimetinib

skupinou (12,6 mesiaca; 10,5 - 16,6 ). % 15 18

Number at risk Time (months)

Atezolizumab + vemurafenib + cobimetinib 169 167 154 133 120 114 109 g5 79 67
Placebo +vemurafenib + vcobimetinib 160 160 139 117 99 88 75 70 61 50

Odhadovana dvojro¢na miera celkového prezitia bez
udalosti bola 60 % v skupine s atezolizumabom oproti

! .
53 % v skupine s placebom. Gutzmer R et al. .Lancet. 2020 Jun 13;395(10240):1835-1844.



»Triple blockade”

NEGATIVNE STUDIE Keynote-022 a COMBI-i

Rovnaké klinické vysledky ako IMspirel50, len
zly statisticky dizajn studii?

LEITFERS

https://doi.org/10.1038/541591-019-0448-9

Dabrafenib, trametinib and pembrolizumab or

placebo in BRAF-mutant melanoma

Paolo Antonio Ascierto™'®*, Pier Francesco Ferrucci?'®*, Rosalie Fisher?, Michele Del Vecchio®,
Victoria Atkinson®, Henrik Schmidt®, Jacob Schachter’, Paola Queirolo®, Georgina V. Long®°?,
Anna Maria Di Giacomo', Inge Marie Svane", Michal Lotem™, Gil Bar-Sela®, Felix Couture',
Bijoyesh Mookerjee', Razi Ghori', Nageatte Ibrahim', Blanca Homet Moreno™ and

Antoni Ribas @"718*

Ascierto, P. A. et al. Nat Med. 2019
Jun;25(6): 941 — 946.

EEEMD"  COMBI-i Study Design (Part 3)

N =532

Spartalizumab 400 mg Q4W +
dabrafenib 150 mg BID +
trametinib 2 mg QD

Key eligibility criteria
+ BRAF V600 mutation—positive unresectable
or metastatic melanoma

* Previously untreated
+ No active brain metastases
* ECOGPS =<2

Placebo Q4W +
dabrafenib 150 mg BID +
trametinib 2 mg QD

ZO==-PN—-Z200Z>rx

Randomization stratification
-« ECOGPS
+ LDH level
Primary endpoint: Investigator-assessed PFS using RECIST 1.1
Secondary endpoints: 0S, ORR, DOR, DCR, safety, PRO, PK

Nathanm, P., et al. Spartalizumab plus dabrafenib and
trametinib in patients with previously untreated BRAF
V600—-mutant unresectable or metastatic melanoma: results
from the randomized part 3 of the Phase Ill COMBI-i trial.
Presentation Number LBA43. ESMO Virtual Congress 2020,
September 19-21, 2020.
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Relatlimab (RELA) + nivolumab (NIVO) versus
NIVO in previously untreated metastatic or
unresectable melanoma: Additional efficacy in

RELATIVITY-047

F. Stephen Hodi,! Hussein A. Tawbi,? Evan J. Lipson,3 Dirk Schadendorf, Paolo A. Ascierto,’

Luis Matamala,®7 Erika Castillo Gutiérrez,® Piotr Rutkowski,? Helen J. Gogas, ' Christopher D. Lao, !
Juliana Janoski De Menezes,'? Stéphane Dalle, ' Ana Arance, ' Jean-Jacques Grob,'> Laurence Toms,'®
Karin Jonczak,'® Anne Marie Sobiesk,'® Georgina V. Long!?

LAG-3 a PD-1 su rozlicné immunne
checkpointy (receptory), ktoré su co-
exprimované na TIL a prispievaju k
vycerpaniu a delécii lymfocytov (TIL)
indukovanej tumorom.

relatlimab je blokator LAG-3 receptora

RELATIVITY-047 demonstrated superior PFS benefit by BICR B
for RELA + NIVO versus NIVO
100 -,
RELA+NIVO LY
'\ RELA + NIVO NIVO
80 | | (n = 355) (n = 359)
Median PFS, months 10.12 4.63
pranepOdObne t (95% CI) (6.37-15.74)  (3.385.62)
7 o e 60 — HR (95% Cl) 0.75 (0.62-0.92)
rovnaka efektivita = | P alue 0.0055
ale nizsia toxicita £ 40 :
ako i NIVO
20 - : 36.0% (95% Cl, 30.5-41.6)
IPI + NIVO 0 T T T : T T T T T ]

0 3 6 9 12

15 18 21 24 27 30

) Months
No. at risk
RELA + NIVO 355 201 163 132 99 81 75 67 30 6 0
NIVO 359 174 124 94 72 61 57 49 27 6 0

Cl, confidence interval; HR, hazard ratio.

Median follow-up was 13.2 months. All randomized patients. Statistical model for HR and P value: stratified Cox proportional hazard model and stratified log-rank test.
Stratified by LAG-3 (= 1% vs < 1%), BRAF (mutation positive vs mutation wild-type), AJCC M stage (M0O/M1any[0] vs M1any[1]). PD-L1 was removed from stratification because

it led to subgroups with < 10 patients.

Lipson EJ, et al. American Society of Clinical Oncology Congress; June 4-8, 2021. Abstract number 9503. 11



Zaver imunoterapie pokrocilého ochorenia:

Imunoterapia monoterapiou PD1 blokatorom pembrolizumab alebo nivolumab je
preferovana systémova liecba pokrocilého maligneho melanému bez metastatického
postihnutia mozgu v 1. linii systémovej liecby, a to najma pre extrémnu toxicitu
kombinovanej PD1 a CTLA4 blokady (ipilimumab + nivolumab).

Na zaklade analyzy sucasne dostupnych vedeckych udajov je imunoterapia anti-PD1 (s alebo
bez CTLA4 blokady) preferovana 1 . linia systémovej liecby aj u pacientov s pritomnostou
BRAF V600E/K mutacie, pokial nie je nutny rychly nastup ucinku. Tento zaver je v sulade s
ESMO smernicami z roku 2020.

Optimalna sekvencia alebo kombinacia imunoterapie a cielenej lieCcby BRAF + MEK TKI je
predmetom intenzivneho klinického vyskumu. Zlyhanie klinickych studii na baze trojitej
blokady kombinacie PD1 blokady a BRAF + MEK TKI ( Keynote-022 a COMBI-i) napriek
pozitivnym vysledkom IMspirel50 prinieslo sklamanie velkych ocakavani.

Kombinovana blokada PD1 a CTLA4 ( nivolumab + ipilimumab na zaklade vysledkov klinickej
studie CheckMate 204) na rozdiel od monoterapie PD1 blokatorom ( nivolumabom alebo
pembrolizumabom) je preferovana liecba v 1. linii asymptomatickych mozgovych metastaz.

U pacientov s BRAF pozitivnym ochorenim s pritomnostou symptomatickych mozgovych
metastaz, ktoré vyzaduju liecbu kortikosteroidmi, zostava kombinovana BRAF + MEK TKI
dabrafenibom a trametinibom na zaklade vysledkov stidie COMBI MB liecbou prvej volby.



Adjuvantna imunoterapia melanému
Vysokorizikovy maligny melanom
patologické . Stadium AJjcc sth 111.A-D

pra\cldepodobnost prezitia Specificka pre melaném kumulativna incidencia CNS metastaz

2 10 melanému v lll. Stadiu
< 09 -
S 05
2 0.8 ] A Stage 5-YR (%)
—— - ||IB
y— 0.7 - 2] | —— P<0.001
S [ L= 1A 6.5
LY wn -
g 061 £ :} 14.1
=
n i}
205 . 0 o e 204 |
= O KE
5 041 S 5 — 111D 29.4
& ¢ | @ I
& 0.3 N__5-YR 10-YR o £
« = — 1A 1006 93% 88% T 024
g 0.2+ B 1170 83% 77% 2
e 014 A ——1IC 2201 69% 60% 2
| e ® ——1IID 205 32% 24% T
() =1 0.1
= T T T T T T T T T T %
0 1 2 3 4 5 6 7 8 9 10 o
Years Since Diagnosis 0.0
A 425 406 378 355 325 300 230 182 140 79
Stage lIIA T1a/b. T2a N1a. N2a MO B 552 489 426 385 312 2711 210 166 138
’ ’ nc 857 744 573 47 386 313 230 199 131 113 82
Stage lIIB TO N1b, N1c MO o __ 84 57 34 23 19 17 11
1T 1T 1T 1T 1T T T T T T T T T T
T1ah, T2a N1b/e, N2b MO 0 12 24 36 43 60 72 84 96 108 120
T2b, T3a N1a/blc, N2a/b MO
Stage IlIC 0 N2blc, N3blc Mo Months Haydu, et al, JCO, 2020
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T4b N1a/blc, N2a/blc MO Haydu LE et al. Cumulative Incidence and Predictors of CNS Metastasis for
Stage HlID T4b N3a/b/c MO Patients With American Joint Committee on Cancer 8th Edition Stage IlI

Melanoma. J Clin Oncol. 2020 May 1;38(13):1429-1441

Gershenwald et al. Melanoma Staging: American Joint Committee on Cancer (AJCC)
8th Edition and Beyond. Ann Surg Oncol (2018) 25:2105-2110



Prezivanie bez relapsu ( RFS)

dabrafenib + trametinib pri BRAF V600+

pembrolizumab
nivolumab

KEYNOTE-054: Prezivanie bez relapsu (RFS)

pembrolizumab vs placebo

3.5-ro¢né RFS: 60% vs 41%
. HR,20.59 (95% CI, 0.49-0.70)
Ill. st. A-D

RFS, %

s g 660005
a] - 43.5% U 41%

— Pembro 514 203

redukcia rizika
relapsu o 41%

10
— Placebo 505 b8
| \
0 . H
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
N at isk Mesiace
Pembro 518 a2 s s am e a0 s w ' 0
Placebo 505 £ e 258 25 21 205 s 2z 0

= Stratified by stage given at randomisation
Eggermont AMM, et al. ESMO 2020 [abstract LBA46]

COMBI AD : dabrafenib + trametinib

5-ro€né prezivanie bez relapsu: celkova populacia

A Relapsefree Survival

100 —— Dabrafenib plus trametinib  —— Placebo

lll. 8t. A-D

Percentage of Patients Alive with cut Relapse
b

885¥r No.of  Ma.of
10 Patients  Events Median [95% CI)
mo
20| Dabrafenib plus Trametinib 438 10 NR[47.9-NR)
Plac, | I 16E[127-720)
14 Hazard ratio for relapse or death,

051 (95% C1. 0.42-0.61)

T T T T T T T T T T T
4 & 12 18 20 24 3 32 3k 40 & 4 5 5% &

Unmibe e Randomization

5 rocny RFS : 52% dabrafenib + B3 M 1 W 1 m 45 07
trametinib vs 36% placebo Mo 13 13 11 %W e 31

o
=

Dummer R. et al. N Engl J Med.

. 2020

CheckMate 238: Prezivanie bez relapsu (RFS) Nivolumab vs

Ipilimumab?2

4-rocné RFS: 52% vs 41% & -
HR,20.71 (95% Cl, 0.60-0.86) Ili. st. B-D,

IV. $t. NED

n Udslosti  Medidn (95% C1), mo
— o 453 212 524 (425.4R)

10 _ 453 253 241(166351)

o

TS P e E ) K Fesel TR e e, P F e T o P e R |
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 &7
Mesiace
a2 ms 3 am 21 2 20 28 200 2
@ e 30 xe 201 W w177 ¥

ipi. ipiimumab.
* Stratified
1. Ascierto P, et al. Lancet Oncol. Published online 19 September 2020; 2. Weber J. et al. ESMO 2020 [abstract 10760}



Adjuvant Therapy 2020—Unanswered Questions

p rOf' ROd abe Am arl a M D ] P h D . * Is there an overall survival advantage conferred by adjuvant anti PD-1
antibody?
M D Anderson CC * In a patient with BRAF mutated disease, is adjuvant

dabrafenib/trametinib or adjuvant anti PD-1 antibody superior?
* What is the role of adjuvant ipilimumab + nivolumab?
* What will be the effect of omitting completion lymph node

NeZOdpovedané OtéZky V adjuvantnej ||eébe Idist;ectionsc;n:he rate ofIoclo—regionaLl;ecurrt(ences? ] )
4 A\l 4 r v L 1 ere any aata on rare melanoma subtypes (mucosal, acra ?
lokalne pokrocCilého melandmu koze:

e ZROASCO 1

1. Existuje benefit celkového prezivania, ktory poskytuje adjuvantna lie€ba anti-PD1 protilatkami?

2. Je v populacii pacientov s BRAF mutovanym ochorenim lepsi adjuvantny
dabrafenib/trametinib alebo adjuvantna anti-PD1 liecba?

3. AKky je vyznam adjuvantnej lieCby nivolumab + ipilimumab?

4. Aky bude mat’ efekt vynechanie kompletnej disekcie lymfatickych uzlin na rozsah vyskytu
lokoregionalnych rekurencii?

5. Existuju klinické udaje o adjuvancii v raritnych podtypoch ako akralny a slizni€ny melandm?



EORTC 1325-MG/KEYNOTE-054
studia

Klacovy ciel :

Vedie podavanie pembrolizumabu pocas 1 roka k trvalému
zlepSeniu prezivania bez recidivy (RFS) pri resekovanom vysoko
rizikovom melanome stadia I11?

3-ro¢na miera RFS: 63,7 vs. 44,1 % pre
pembrolizumab vs. placebo;
HR, 0,56; 95 % IS, 0,47 - 0,68)

Pembrolizumab ako adjuvantna lie¢ba u pacientov s
resekovanym vysoko rizikovym melanomom stadia Il poskytol
Statisticky vyznamné a klinicky relevantné 20 % zlepSenie podielu
RFS po 3 rokoch v porovnani s placebom a mal bezpe¢nostny
profil v sulade s uz definovanym spektrom toxicity.

Tieto vysledky potvrdzuju klinicku efektivitu pembrolizumabu v
adjuvancii po resekcii melanému stadia lll s vysokym rizikom.

Ocakava sa, ze toto zlepsSenie v RFS sa premietne
aj do zlepsenia celkového prezivania, ked budu k dispozicii
vysledky dlhodobého sledovania.

Eggermont et al. Longer Follow-Up Confirms Recurrence-Free Survival Benefit of
Adjuvant Pembrolizumab in High-Risk Stage Ill Melanoma: Updated Results From
the EORTC 1325-MG/KEYNOTE-054 Trial.

J Clin Oncol. 2020 Nov 20;38(33):3925-3936.

Longer Follow-Up Confirms Recurrence-Free |
Survival Benefit of Adjuvant Pembrolizumab in
High-Risk Stage Ill Melanoma: Updated Results
From the EORTC 1325-MG/KEYNOTE-054 Trial

Alexander M. M. Eggermont, MD, PhD*; Christian U. Blank, MD, PhD?; Mario Mandala, MD3; Georgina V. Long, BSc, MBBS*;
Victoria G. Atkinson, MBBS?®; Stéphane Dalle, MD, PhD®; Andrew M. Haydon, MBBS, PhD’; Andrey Meshcheryakov, MD, PhD?;
Adnan Khattak, MD®; Matteo S. Carlino, BMedSc, MBBS'?; Shahneen Sandhu, MD'!; James Larkin, PhD'2; Susana Puig, MD, PhD'3;
Paolo A. Ascierto, MD'#; Piotr Rutkowski, MD, PhD'5; Dirk Schadendorf, MD, PhD'®'7; Rutger Koornstra, MD, PhD'®;

Leonel Hernandez-Aya, MD'°; Anna Maria Di Giacomo, MD?°; Alfonsus J. M. van den Eertwegh, MD, PhD?!; Jean-Jacques Grob, MD??;
Ralf Gutzmer, MD**; Rahima Jamal, MD, BSc?*; Paul C. Lorigan, MD?%; Alexander C. J. van Akkooi, MD, PhD?; Clemens Krepler, MD?;
Nageatte Ibrahim, MD?°; Sandrine Marreaud, MD?7; Michal Kicinski, PhD??; Stefan Suciu, PhD?’; and Caroline Robert, MD, PhD?®

A Recurrence-free survival (RFS) by treatment group
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Prezitie bez recidivy podla liecebnej skupiny podla:
American Joint Committee on Cancer Cancer Staging Manual (eighth edition; AJCC-8). (A)
&tadium 1A, (B) $tadium 1IB. (C) $tadium INIC. (D) $tadium IIID.

A B

3years, 82.6%
(85% CI, 67.0% to 91.3%}

3 years, 70.4% (95% CI, 62.6% to 76.9%)
70 4 3years, 67.4%
{95% C, 48.1% to 80.4%)

3 years, 51.7% (95% CI, 44.3% to 58.7%)

Alive and Recurrence Free (%)

Alive and Recurrence Free (%)

40 40
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Eggermont et al. Longer Follow-Up Confirms Recurrence-Free Survival Benefit of Adjuvant Pembrolizumab in High-Risk Stage Ill Melanoma: Updated Results From
the EORTC 1325-MG/KEYNOTE-054 Trial.

J Clin Oncol. 2020 Nov 20;38(33):3925-3936.
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Prezitie bez recidivy podla
liecebnej skupiny:

(A) BRAF-V600E/K mutovany
melaném.
(B) BRAF nemutovany melaném

Treatment arm EV/NO. HR [99% CI)
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Eggermont et al. Longer Follow-Up Confirms Recurrence-Free Survival Benefit of Adjuvant Pembrolizumab in High-Risk Stage Ill Melanoma: Updated Results
From the EORTC 1325-MG/KEYNOTE-054 Trial. J Clin Oncol. 2020 Nov 20;38(33):3925-3936.
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3,5-rocné prezitie bez vzdialenych
metastaz bolo vyssie v skupine s
pembrolizumabom ako v skupine
s placebom v populdcii ITT (65,3
% [95 % 1S 60,9 — 69,5] v skupine s
pembrolizumabom

oproti 49,4 % [44,8 — 53,8] v
skupine s placebom;

HR 0,60 [95 % CI 0,49 - 0,73];
p < 0,0007).

Lancet Oncol 2021; 22: 643-54

Adjuvant pembrolizumab versus placebo in resected stage Il 2> T ®
melanoma (EORTC 1325-MG/KEYNOTE-054): distant
metastasis-free survival results from a double-blind,

randomised, controlled, phase 3 trial

Alexander M M Eggermont, Christian U Blank, Mario Mandala, Georgina V Long, Victoria G Atkinson, Stéphane Dalle, Andrew M Haydon,

Andrey Meshcheryakov, Adnan Khattak, Matteo S Carlino, Shahneen Sandhu, James Larkin, Susana Puig, Paolo A Ascierto, Piotr Rutkowski,

Dirk Schadendorf, Rutger Koornstra, Leonel Hernandez-Aya, Anna Maria Di Giacomo, Alfonsus | M van den Eertwegh, Jean-Jacques Grob,

Ralf Gutzmer, Rahima Jamal, Paul C Lerigan, Alexander CJ van Akkooi, Clemens Krepler, Nageatte Ibrahim, Sandrine Marreaud, Michal Kicinski,
Stefan Suciu*, Caroline Robert*, for the EORTC Melanoma Group

A Intention-to-treat population
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100
904
= 804
7o
£
g 60+
9 504
£
g 40+
E
5
e Events Total HR(95%Cl) oy e
[=] 204
20 Pembrolizumab group 138 428 0.61(0:49-0-76) PD'L]- pOSItlve
104 — Placebogroup 198 425 Ref
Stratified log-rank p<0-0001
0 T T T T T T T T T 1
6 12 18 24 30 36 42 48 c4 60
Time since randomisation (months)
Number at risk
(number censored)
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