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Podiely recidivy u resekovaného melanomu s vysokym rizikom

Podiely recidivy stadium I

Podiely recidivy Stadia IIB a IIC'2 .
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aRestrospective review of 738 adult patients from 1993-2013 with stage Il resected bRetrospective chart review of 251 patients from 2011-2016 with stage Il
Melanoma, of which 338 patients were stage IIB/IIC. Patients in this study were resected melanoma followed by watch-and-wait. Patients included in this
study were from North America, South America, and Europe.

treated at Memorial Sloan Kettering Cancer Center.

1. Lee AY et al. Ann Surg Oncol. 2017;24(4):939-946. 2. Mohr P et al. Melanoma Manag. 2019;6(4):MMT33



Specifické preZivanie v §tad

o 7/

iach Il a lll pri melandme

Specifické preZivanie pre §tadium IIB a $tddium I1IC je podobné ako pri $tadiach IIA a I11B

Melanoma-Specific Survival By Stage Il & Il Subgroups
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1. Keung EZ et al. Expert Rev Anticancer Ther. 2018;18(8):775-784.
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KEYNOTE-054: dizajn studie

Adjuvantna imunoterapia monoklonalnou protilatkou anti-PD-1 pembrolizumab verzus placebo po kompletnej
resekcii vysoko rizikového melanému stadia lll: randomizovana, dvojito zaslepena studia fazy 3 EORTC
melanoma group

Pacienti (N=1,019) Part_l_'lh:ei?aduvant Part 2: Post Recurrence

= Histologically confirmed, completely resected, Pembrolizumab

cutaneous melanoma metastatic to regional ‘ 200 mg
lymph nodes (Q3W, up to 1 year)

= Either stage IlIA (if N1a, at least 1 metastasis
>1 mm), llIB, or IlIC disease with no in-transit

Recurrence
>6 months

Recurrence

Pembrolizumab
200 mg
(Q3W, until

progression or

metastases (AJCC v7) recurrence,
= Complete regional lymphadenectomy within | Placebo up to 2 years)
13 weeks before the start of treatment (Q3W, up to 1 year)

= See additional inclusion criteria (next slide)

Stratifikacné faktory Sekundarne ciele

= Stage: IlIA (>1 mm metastasis) vs IlIB vs IlIC 1-3 positive RFS (podla investigatora) v celkovej DMFS a OS u vSetkych pacientov & u
lymph nodes vs llIC 24 positive lymph nodes populacii a u pacientov s PD-L1— pacientov s PD-L1—pozitivnymi
= Region (North America, European countries, Australia/New pozitivnymi nadormi nadormi, bezpecnost, HRQoL

Zealand, other countries)

AJCC, American Joint Committee on Cancer; PD-L1 programmed death ligand 1; Q3W, every 3 weeks; R, randomised; RFS, recurrence-free survival;
Eggermont AMM et al. N Engl J Med. 2018;378(19):1789-1801



KEYNOTE-054: vstupné charakteristiky

Pembrolizumab Placebo Pembrolizumab Placebo
(n=514) (n=505) (n=514) (n=505)

Median roky (roky) PD-L1 status (%)
Muzi (%) 63 60 Positive 83 84
o Negative 12 1
Stadium podfa AJCC v7 .
kritérii (%)2 Indeterminate 5 5
A 15 15 BRAF-mutaény status (%)
1B 47 46 WT 45 42
IlIC with 24 positive LN 21 20 O TLEEr
Ulceration of primary (%) 41 39 Not assessable
1 vs, 2-3 vs 24 positive LN (%) 44 vs. 34 vs. 21 47 vs. 33 vs. 20
LN involvement (%)
Microscopic 36 32
Macroscopic 64 68

aEven though AJCC v8 Staging Guidelines have been released and implemented as of January 1, 2018, AJCC v7 criteria was used in this study since the protocol was approved and last amended by PRC in 2014.2

bMembranous expression of PD-L1 in tumour and tumour-associated immune cells was assessed by means of a 22C3 antibody assay and was scored on a scale of 0 to 5 (with higher scores reflecting a higher level of expression); a
score 2 or higher (ie, staining on >1% of cells) was considered to indicate PD-L1 positivity."

AJCC, American Joint Committee on Cancer; BRAF, B-Raf proto-oncogene, serine/threonine kinase; LN, lymph node; PD-L1 programmed death ligand 1; WT, wild type.

1. Eggermont AMM et al. N Engl J Med. 2018;378(19):1789-1801. 2. Protocol for: Eggermont AMM et al. N Engl J Med. 2018;378:1789-1801.



KEYNOTE-054: Prezivanie bez relapsu (RFS)
pembrolizumab vs placebo

3.5-rocné RFS: 60% vs 41%
HR 0.59 (95% Cl, 0.49-0.70)

100
90
80
70+ :
1
60 :
S |
“; 50_' """""""""" - - ----
£ |
40 1 .
: L
304 | 3 rok ! :
! 1
P 43.5% : \
20 n UFanstl | 1
pembro 514 103 : |
10+ : 1 1
= Placebo 505 1288 1 :
1
1
01— T T T T T f f T T T
0 6 12 18 24 30 36 42 48 54 60
No. at risk Mesiace
Pembro 514 412 375 353 333 316 300 163 30 1 0
Placebo 505 359 297 258 225 213 205 115 26 0

a Stratified by stage given at randomisation.

Eggermont AMM, et al. ESMO 2020 [abstract LBA46].



KEYNOTE-054: RFS podla statusu BRAF

% alive and recurrence-free
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Total E\)ent

Treatment arm HR (99% CI)
Pembrolizumab 186 54  0.57 (0.37-0.89)
Placebo 209 94 Reference

Stratified log-rank P value: 0.0009

0 3 6 9

Patients atrisk
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12 15

167 148 129 103 64 27 9 0

Eggermont AMM et al. Presented at AACR Annual Meeting, April 14-18, 2018; Chicago, IL. Abstract CT001.

% alive and recurrence-free

BRAFWT
1009 HR 0.64
80 -
66.7%
60 -
48.8%
mlu.nup
40
Treatment arm Total Event HR (99% CI)
20 - _Pembrolizumab 233 69 0.64 (0.42-0.96)
Placebo 214 97 Reference
Stratified log-rank P value: 0.0039
0 T T T i T i T i
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KEYNOTE-054: imunitne podmienené NU

Pembrolizumab Placebo Pembrolizumab Placebo
(n=509) (n=502) (n=509) (n=502)
Any Any Any Any
" Grade Grade Grade Grade
0
Any irAE 37.3 Vitiligo or severe skin
. . reactions
Endocrine c.il'sorders 23.4 1.8 5.0 0 Vitiligo 47 0 16 0
Hypothyroidism 14.3 0 2.8 0 Severe skin reactions 0.6 0.6 0 0
Hyperthyroidism 10.2 0.2 1.2 0 . .
0 Gastrointestinal 3.9 2.0 0.8 0.4
Thyroiditis 3.1 0 0.2 0 .
= . Colitis 3.7 2.0 0.6 0.2
o} s
intluding 2.2 0.6 0.2 0 Pancreatitis 0.4 0.2 0.2 0.2
pEpluEsT Hepatobiliary disorders 1.8 1.4 0.2 0.2
Type | diabetes mellitus 1.0 1.0 0 0 S
Adrenal insufficiency 1.0 0.2 0.8 0 epatlis = 1t £z Lz
Respiratory, thoracic, and 4.7 08 06 0 Other "'.'L_\E 25 140 140 ¢
mediastinal disorders : : : Nephritis 04 04 0.2 0
Pneumonitis/interstitial Uveitis 0.4 0 0 0
. 3.3 0.8 0.6 0
lung disease Myositisa 0.2 0.2 0.2 0
Sarcoidosis 1.4 0 0 0 Myocarditis 0.2 0.2 0 0

aThere was 1 pembrolizumab-related death due to myositis.
iIrAE, immune-related adverse event.
Eggermont AMM et al. N Engl J Med. 2018;378(19):1789-1801.



KEYNOTE-054: Zavery :

Pri mediane sledovania 42 mesiacov bol pembrolizumab v populacii ITT spojeny
s vyznamne dlh§im RFS ako placebo (p <0,001)

NU stupna 3-5, ktoré suviseli s rezimom skusania, boli hlasené u 14,7 % pacientov
v skupine s pembrolizumabom a u 3,4 % pacientov v skupine s placebom

Ako adjuvantna terapia vysoko rizikového melandmu Stadia Ill, pembrolizumab v davke 200
mg podavany Q3W po dobu az do1 roka viedol k vyznamne dlhSiemu RFS v porovnani s
placebom (p <0,001), pricom neboli identifikované ziadne nové toxické ucinky

Cl, confidence interval; ITT, intention-to-treat; PD-L1 programmed death ligand 1; RFS, recurrence-free survival.
Eggermont AMM et al. N Engl J Med. 2018;378:1789—-1801.



CheckMate 238: nivolumab v adjuvancii vs ipilimumab u MM s vysokym rizikom

» Randomizovana, dvojito zaslepena studia fazy 3 adjuvantnej imunoterapie s nivolumabom verzus
ipilimumab po kompletnej resekcii melanému stadia llIb/c alebo Stadia IV u pacientov s vysokym
rizikom rekurencie

Nivolumab
Patients with 3 mg/kg IV Q2W + Placebo
resected high-risk (n=453)
stage IlIB, IIIC, or IV Liecba aZ do 1 roka
melanoma Ipilimumab
(N = 906) 10 mg/kg IV Q3W + Placebo

(n =453)

= Koprimarne ciele: RFS v ITT populacii
= Sekundarne ciele : OS, bezpecnost, RFS podla PD-L1 statusu, QoL

= Exploratory endpoint: DMFS

Weber. NEJM. 2017;377:1824.



CheckMate 238: vstupné charakteristiky

NIVO
(n=45
3

Median veku, rokzy 56 54
Muzi, % o7 39
Stadium HIB+IIIC, % 81 81
Macroscopic lymph node involvement (% of 60 58
stage IlIB+IIC)

Ulceration (% of stage Il1IB+11I1C) 42 37
Stage IV, % 18 19
M1c without brain metastases (% stage 1V) 17 17
Tumour PD-L1 expression 2 5%,2 % 34 34
BRAF mutation, % 41 43
LDH < ULN, % 91 91
Subtyp malanému, %

Kutanny 86 83
Mukézny 4 3
Akralny 4 4

aPD-L1 IHC 28-8 pharmDxassay.
BRAF, B-Raf proto-oncogene, serine/threonine kinase; LDH, lactate dehydrogenase; PD-L1 programmed death ligand  ULN, upper limit of normal.
1. Weber 3;

et al. Presented at ESMO 2019. Abstract 2801.



CheckMate 238: primarny ciel- RFS - Nivolumab vs Ipilimumab’2

4-rocné RFS: 52% vs 41%
HR,20.71 (95% Cl, 0.60-0.86)

RFS, %

1

1

1

1

n Udalosti Mediédn (95% Cl), mo 1

1

— Nivo 453 212 52.4 (42.5-NR) 1

1

1

10 ~ — Ipi 453 253 24.1(16.6-35.1) 1
1

0 ;

T T T T T T T T T T T
0o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57

V riziku Mesiace
Nivo 453 395 354 332 311 293 283 271 262 250 245 240 233 224 218 206 147 37 11 0

Pl 453 366 316 273 253 234 220 208 201 191 185 177 171 168 163 154 113 32 10 0
ipi, ipilimumab.

a Stratified.

1. Ascierto P, et al. Lancet Oncol. Published online 19 September 2020; 2. Weber J, et al. ESMO 2020 [abstract 10760].



CheckMate 238: RFS podla PD-L1 expresie

RFS u pacientov s PD-L1 expresiou < 5% RFS u pacientov s PD-L1 expresiou 2 5%
100 @ . 100 =g, Nivolumab: 31 events/152 patients

90 Nivolumab: 90 '_“"-—-L.___ 81!9%

80 114 events/275 patients 80

70 64.3% 70
¢ 30 ¢ 30 Ipilimumab:
© 40 53.7% © 40 57 events/154 patients

30 Ipilimumab: 30

20 HR: 0.71 143 events/286 patients 20 HR: 0.50

10 (95% Cl: 0.56-0.91) 10 (95% Cl: 0.32-0.78)

0 0
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Mes Mes

Weber. NEJM. 2017;377:1824.



CheckMate 238: RFS podla BRAF statusu

RFS BRAF mutovany RFS BRAF Wildtype
100 @ . ] 100 &
90 3 Nivolumab: 90 Nivolumab: 67 events/197 patients
“'\'«. 63 events/187 patients
80 L 639 80 72%
0
70 — 70 ey
60 e 60
-~ 63% -~
|‘.’|.’ 50 0 culz 50 57%
& 40 Ipilimumab: & 40
30 84 events/194 patients 30 Ipilimumab:
105 events/214 patients
20 HR:0.72 20 HR:0.58 .
10 (95% Cl: 0.52-1.00) 10 (95% Cl: 0.43-0.79)
0 0
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Mes Mes

Weber. ESMO 2017. Abstr LBA8_PR.



CheckMate 238: Distant Metastasis—Free Survival®

4-rocné DMFS: 59% vs 53%
HR, 0.79 (95% Cl, 0.63-0.99)

o gy

DMFS, %

404

304
n Udalosti  Median (95% Cl), mes

204 Nivo 370 142 NR (52.4-NR)

—_— pi 366 160 52.9 (42.4-NR)

1
1
1
1
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V riziku Mesiace

Nivo 370 334 312 295 284 272 255 242 231 222 219 215 207 197 193 183 129 37 9 0

Ipi 366 314 287 257 244 233 222 213 205 199 187 178 169 167 158 149 108 31 7 0

2 Includes patients with stage Ill disease at baseline only.
Weber JS, et al. ESMO 2020 [abstract 10760].



CheckMate 238: RFS v kfuCovych podskupinach

No. of events/no. of patients . ]
Unstratified Unstratified HR

Subgroup HR (95% CI) (95% CI)
Overall Overall 188/453 239/453 0.68 (0.56-0.83) -
Age < 65 years 131/333 170/339 0.69 (0.55-0.87) = i
= 65 years 57/120 69/114 0.65 (0.46-0.93) —— i
Sex Male 116/258 151/269 0.69 (0.54-0.88) —— E
Female 72/195 88/184 0.69 (0.50-0.94) -
Stage Stage lIIB 53/163 65/147 0.70 (0.48-1.00) —.—i
Stage lIIC 96/205 125/219 0.68 (0.52-0.89) — |
Stage IV M1a—-M1b 29/62 40/66 0.63 (0.39-1.02) —.—E-
Stage IV M1c 9/20 9/21 1.02 (0.40-2.57) fr =
Not reported 1M 0/0 - i
Stage lII: ulceration Absent 73201 107/216 064 (0.48-D.87) —— |
Present 72/154 771135 0.70 (0.51-0.97) —O—E
Not reported 415 6/15 0.54 (0.15-1.94) 4 :
Stage lll: lymph node Microscopic 50127 64/133 0.73 (0.51-1.06) ——
involvement Macroscopic 91/219 115/215 0.68 (0.51-0.89) —— |
Not reported 8/24 11/18 045 (0.18-1.13) —.—i—
Tumor PD-L1 status? < H%/indeterminate 144/300 171/299 073 (0.58-091) ——
= 5% 44/153 68/154 0.57 (0.39-0.83) —— i
BRAF mutation status Mutant 82/187 98/194 0.79 (0.59-1.06) —_——
Wild-type 79197 17/212 0.60 (0.45-0.80) —_—— i
Not reported 27/69 24/47 0.70 (0.40-1.21) —_—
I T T T 1
0 1 2
J-L1 IHC NIVO « > |PI

aPD-L1 IHC 28-8 pharmDxassay.
BRAF, B-Raf proto-oncogene, serine/threonine kinase; Cl, confidence interval; HR, hazard ratio; IPI, ipilimumab; NIVO, nivolumab; PD-L1 programmed death ligand 1; RFS, recurrence-free survival.
1. Weber J et al. Presented at ESMO 2019. Abstract 2801.



CheckMate 238: zavery

DIhodobé sledovanie v CheckMate 238 preukazalo lepSi RFS s NIVO v
porovnani s aktivnym komparatorom IPI| u pacientov s resekovanym
melanémom v Stadiu [lIl/IV (HR=0,68; 95 % CI, 0,56-0,82; p< 0,0001)

NIVO nadalej preukazoval prinos RFS vo vac¢sine vopred Specifikovanych
testovanych podskupin

Tieto udaje dalej podporuju pouzitie NIVO pri resekovanom Stadiu [I/IV melandmu

Cl, confidence interval; HR, hazard ratio; IPI, ipilimumab; NIVO, nivolumab; RFS, recurrence-free survival; TMB, tumour mutation burden.
Weber J et al. Presented at ESMO 2019. Abstract 2801.



Moznosti adjuvantnej lieCby u pacientov s mutaciou BRAF




Dizajn studie COMBI-AD

N =870

Klicové zaradovacie kritéria®

Uplne resekovatelny koiny melaném

Potvrdena pritomnost mutacie
BRAF V600E/K

Stadium I1IA, 11IB alebo 111C (AJCC 7)

Resekcia < 12 tyzdnov
pred randomizaciou

Bez predchadzajucej
systémovej lieCby

Vykonnostny stav podla ECOG 0-1

Stratifikacia podla:
* Mutdcia BRAF (V600E or V600K)

« Stadium ochorenia (IlIA, I11B alebo 11IC)

>=0>»2W-002>»=

Dabrafenib

150 mg BID
+

Trametinib 2
mg QD

2 zodpovedajuce

placeba

Liecba
(12 mesiacov)

Primarna Aktualizovana
analyza? analyza 2

RFS, DMEFS, OS RFS, DMEFS
Median Median
sledovania, sledovania,
34 mesiacov? 44 mesiacovP

Primarny ciel: RFS

Sucasna
ERENVE]
RFS, DMEFS
Median
sledovania,
60 mesiacovP

Sekundarne ciele: OS, DMFS, FFR, bezpecnost

AJCC 7, American Joint Committee on Cancer Staging Manual, 7th edition; BID, dvakrat denne; DMFS, prezivanie bez pritomnosti vzdialenych metastaz;

ECOG, Eastern Cooperative Oncology Group; FFR, nepritomnost relapsu; OS, celkové prezivanie; QD, raz denne; RFS, prezivanie bez relapsu ochorenia.

a Klinickd $tudia COMBI-AD je registrovana na stranke ClinicalTrials.gov (NCT01682083); navitivené jin 2020, ® Median sledovania je uvedeny pre rameno dabrafenib plus trametinib.
1. Long GV, et al. N Engl J Med. 2017;377:1813-1823; 2. Hauschild A, et al. J Clin Oncol. 2018; 36:3441-3449.



COMBI-AD: Prezivani

100
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704
60

50

RFS, %

404

30

20

104

e bez relapsu (RFS) Dabrafenib + Trametinib vs placebo’-?

5-rocné RFS: 52% vs 36%
HR, 0.51 (95% Cl, 0.42-0.61)

ni1 Events Median (95% ClI), mo
1
= Dab + tram 438 190 NR (47.9-NR)
1

—— Placebo 431 262 16.6 (12.7-22.1)

[}
I
1
I
L
1
I
1
I
1
I
I
1
I
1
I
I
1
T

Vriziku
Dab + tram
Placebo

HR, hazard ratio; NR, not reached.

L S e e S s B s e e e B B e e LN e e e B e e o o e B e L m e
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80

Mesiace

438 413 405 391 381 372 354 335 324 298 281 275 262 256 249 242 236 233 229 228 221 217 213 210 204 202 199 195 176 156 133 109 92 80 45 38 17 8 6 2 O
432 387 322 280 263 243 219 204 199 185 178 175 168 166 164 158 157 151 147 146 143 140 139 137 136 133 133 132 121 115 99 80 69 56 35 26 13 1 1 0 O

1. Dummer R, et al. N Engl J Med. 2020;383:1139-1148; 2. Hauschild A, et al. ASCO 2020 [abstract 10001].



COMBI-AD: Distant Metastasis—Free Survival? 12

5-rocné DMFS: 65% vs 54%
HR, 0.55 (95% Cl, 0.44-0.70)

100

90

80 ]

70

60

10 R e sl I

DMEFS, %

40
30 1

20 - n Udalosti Medién (95% Cl), mes

Dab + tram 438 126 NR (NR-NR)
10
Placebo 432 159 NR (49.8-NR)

1 1
1 1
1 I
1 1
1 1
1 1
1 1
1 1
1 1
I I
1 1
I 1
I 1
I 1
I 1
1 1
T T

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80
Mesiace
V riziku
Dab +tram 438 413 407 390 380 373 352 336 327 301 285 278 265 257 251 243 238 234 231 230 223 219 216 212 208 205 201 197 179 158 135 110 93 80 45 38 17 8 6 2 0
Placebo 432 393 329 284 266 247 221 206 202 186 179 176 169 168 165 161 159 153 149 148 145 141 140 138 138 135 135 134 121 116 100 80 69 56 35 26 13 1 1 0 0

3 Pacienti s lokoregionalnym relapsom nie st zahrnuty v tejto analyze. Per protocol, pacienti, ktori mali prvy lokoregionalny relaps nemuseli byt dalej sledovani pre vyskyt vzdialenych mts a boli cenzorovani.
1. Dummer R, et al. N Engl J Med. 2020;383:1139-1148; 2. Hauschild A, et al. ASCO 2020 [abstract 10001].



COMBI-AD: neziaduce ucinky

Dabrafenib + Trametinib
NU, % (n =435)
Any Grade Grade 3/4

Akékolvek NU 97 41
Pyrexia 63
Unava 47
Nausea 40
Bolest hlavy 39
Triaska 37
Diarrhea 33

NU veduce k dose interruption 66

NU veduce k dose reduction 38

NU veduce k d/c rezimu $tudie

Long. NEJM. 2017;377:1813.



Zaver:

/s Potreba adjuvantnej liecby MM pre selektovanu skupinu vznikla na podklade jednak nepriaznivého )
pomeru riziko- benefit priliecbe interferonom ,a zaroven dostupnosti novych liekov ktore dokazali
predlzit OS u metastatickych pacientov 13

* Nedavne vysledky klinickych studii CheckMate 238, COMBI-AD, a KEYNOTE-054, (t.j.-vyznamné zlepSenie
RFS, DMFS ), podporili schvalenie novych liekov do adjuvantnej liecby MM pre pacientov s uzlinovym
postihnutim >~/

* Klinické skusanie sa rozSiruje aj do vc¢asnejSich stadii ochorenia (Stadium I[IBallC),atodo fazy 2a38
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