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Kdo za to muze, ze je melanom tak SEXY?
- vSe zacalo udelenim Nobelovy Ceny 2018
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Osnova — co noveho v poslednich 5 letech vyuzitelné v praxi
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Metastaticky melanom



Metastatické onemocnéeni



Imunoterapie

Systemic therapy for advanced disease

Atezolizumab

+cobimetinib/

Ipilimumab+Nivolumab vemurafenib Nivolumab+Relatlimab

mPFS 11.5months

mPFS 10.6months mPFS 10.2months
>G3 TRAEs 79% 2G3 TRAEs 21.1%

zG3 TRAEs 59%

Ipilimumab

mPFS 2.86 months
2G3 TRAEs 23%

2011 IZO1 E 2020 2022

FDA

approval e |
year 2015 12017 | 2019 | 2021

Knight et al. Cancers 2023, 15(4), 1106; https://doi.org/10.3390/cancers15041106



Targeted therapy

1990 2010 2011 2013 2014 2015 2017 2018 2019 2021>

Dacarbazine  vVemurafenib Dabrafenib  Dabrafenib+  Vemurafenib+ Encorafenib+ Atezolizumab+
(OTIC) Trametinib  cobimetinib binimetinib vemurafenib+
Trametinib cobimetinib

Dabrafenib+

. : Trametinib

Targeted Therapy (adjuvann)

Guo et al Signal Transduct Target Ther. 2021 Dec 20;6(1):424



What doublets have evidence of efficacy?

Anti-PD1 Anti-CTLA4

Anti-LAG3
| Exhausted

T cell

BRAF mhlbltors + MEK |nh|bltors

(Wilmott et al CCR 2012)
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Doublets with negative phase 3 studies
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Relativity 047

RELATIVITY-047
Study design
« RELATIVITY-047 is a global, randomized, double-blind, gated, phase 2/3 study
N=714
« Previously untreated, « PFSby BICRS
unresectable, or R
metastatic melanoma — 11
. ECOG PS 0-1 E Secondary endpoints
NIVO 480 mg IV Q4W « 0S
Stratification factors * ORR by BICR®
 LAG-3
« PD-L1° Database lock date March 9, 2021 October 28, 2021 EndPOi nts were tested
Median follow-up, mo 13.2 19.3 in hierarchy
* BRAF Minimum follow-up, mo¢ 1.3 8.7 PES = 0S = 0
« AJCCVEM stage Data disctosed Primary endpoint Primary endpoint * RE RR
- PFS - Updated PFS
Secondary endpoints
. Ose
- ORR

MAG-3 expression on immune cells (1%) determined by analytically validated HC assay (Labcorp, Burlington, NC, USA); "PD-L1 expression on tumor cells (1%) determined by valldated Agitent Dako PD-L1 IHC 28-8 pharmDx test (Agilent, Santa Clara,

CA, USA); “First tumor assessment (RECIST v1.1) performed 12 weeks after randomization, every 8 weeks up to 52 weeks, and then every 12 weeks; “Minimum potential follow-up (time from last patient randomized to last patient, last visit);

“0S boundary for statistical significance was P < 0.04302 (2-sided) analyzed at 69% power; target HR, 0.75. 4
NCT03470922; Tawbi HA, etal. N Engl J Med 2022;386:24-34.



RELATIVITY 047: Ph 2/3 Nivo +/- Relatlimab

Median Follow up 19.3 mo

Progression-Free Survival Overall Survival

Median PFS, mo 1022 4.63 Median OS, months NR 34.10

(95% Cl) (6.51-14.75) (3.48-6.44) (95% Cl) (34.20-NR) (25.23-NR)
100 - HR (95% Cl) 0.78 (0.64-0.94) 100 - HR (95% Cl) 0.80 (0.64-1.01) P0.0593%
17%
80 - 80 - o
" : 64% 56% ;
60 - " : NIVO+RELA
A 39% * 60 72% , _
a 404 ' NIVO + RELA @ | '58% N
: © 40 ; : 49%: NIVO
20 1279 : : | :
537/) 529% NIVO 20 - : : :
0 T T T t T T T t T T T T | : : $
0 3 6 9 12 15 48 21 24 27 30 33 36 3 0 —_—
Months 0 3 6 9 12 15 18 21 24 27 30 33 36 39 4
No. at risk Months
NIVO+I;E|E\I/.(A) ggg 1233 11?8 }gg 19380 18026 2; gtzl gg Zg gg %g _Z, 8 355 334 305 287 261 227 203 167 145 139 133109 50 9 O

359 329 301 277 240 202 182 155 126 119 113 96 42 8 O

Database lock date: October 28, 2021.
*Minimum potential follow-up (time from last patient randomized to last patient, last visit) was 8.7 months.

0S boundary for statistical significance was P < 0.04302 (2-sided) analyzed at 69% power; target HR, 0.75 Long GV ASCO Plenary Series March 2022
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Checkmate 067: Ph 3 Ipilimumab vs Nivolumab +/- Ipilimumab
Minimum Follow up 77 mo

Progression-Free Survival Overall Survival

NIVO + IPI NIVO IP] NIVO + IPI NIVO IPI
Median (95% Cl), mo 11.5 (8.7-19.3) 6.9 (5.1-10.2) 2.9 (2.8-3.2) Median (95% Cl), mo  72.1(38.2-NR)  36.9(28.2-58.7) 19.9 (16.8-24.6)
HR (95% ClI) vs IPI 0.42 (0.35-0.51) 0.53 (0.44-0.64) = HR (95% C1) vs IPI 0.52 (0.43-0.64)  0.63 (0.52-0.76) -
100 HR (95% Cl) vs NIVO?* 0.79 (0.65-0.97) - - 100 e HR (95% CI) vs NIVO®  0.84 (0.67-1.04) - -
) 90 |
B0 =
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_ 60 =
3 =
E é 50 1
: 36% 34% ° -
< :
4 m 30 L
529%: 29% 204 < NIVO + IPI - e, .
79 179 126%  123%23%
" o4 D T [ ' '
] |} |}
“llll[llllllllll'lll%l[l{l=l1 l),,,,,,,,,1,,1,.'r;,=;'1%'{;1;
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 B1 84 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84 87
No. at risk Months No. at risk Months
NIVO + IP1 314 218 174 155 136 131 124 117 110 104 101 98 96 92 90 88 83 82 5‘3 77 74 72 69 ':4 58 52 29 3 Opiyo 4 1pi 314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 158 157 156 154 153 150 147 145 138 66 10 0
NIVO 3186 177 151 132120 112 106 103 97 B9 84 80 78 76 73 71 6B 64 65 64 00 55 54 51 9 42 24 7 O /0 316 292 266 245 231 244 201 191 181 175 171 164 158 150 145 142 141 139 137 137134 132130128 126 124117 5% 3 0O
1Pl 315136 78 58 46 42 34 32 31 29 28 26 21 19 18 18 16 15 15 15 12 11 11 10 10 9 7 4 0 o JISIGLAEI8 W 1411 19 181 175 it el e duobengregorid o

(Pl 315 285 253 227 203 181 163 148 135128 113107100 95 94 91 87 84 81 77 75 70 68 64 64 63 61 32 7 O

Database lock date: October 19, 2020 Wolchok ASCO 2021, JCO 2021
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Anti-PD1 +BRAFi + MEKi

KEYNOTE 022!
100 —

80 —
60 —

ORR 63%
Pembrolizumab + Dabrafenib + Trametinib CR 20%

PFS (%)

OuR(esnc)  47%

2271053 (0.34-0.83) 16% | : \s_ Placebo + Dab + Tram g:':;;%
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= 2 Months
IMspire 150
100 +
o PO 54.0%
= )
Y HR (95% ClI) Atezolizumab + Vemurafenib + Cobimetinib g:z;:ﬁ
a( , |078(0.63-0.97) -y,
P=0-025 o L. Placebo + Vem + Cobi ORR 65%
2”0 3 3 9 12 15 18 21 24 27 30 CR17%
COMBI-i3
100 -
o0 . ORR 69%
g 0 .
;:; 60 1 . s , 44%  sparta-DabTram CR 20%
& 40 4 ' 50% ‘ m
20 1 HR(95% ClI) '36%  Placebo-DabTram ORR 64%
0 - 0.820 (0.655-1.027) ; CR 18%
g ; 4' 6' é 1‘0 12 1'4 1'6 1‘8 2'0 2'2 2'4 2'6 2'8 3b 3.2 1. Ferucci etal. SMR 2020. 2. Gutzmer et al Lancet 2020. 3. Dummer et al. JCO 2022.
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V ere pred Relatlimabem

Kdo ma dostat Ipilimumab + nivolumab?

MAZE GAME

! Who gefs wha'r')

U
A (-
N @ @
Kdo ma dostat monoterapii nivolumabem?

V ére s Relatlimabem



Kdy kombinace (anti)LAG3+PD-1, CTLA4+PD-1

a PD1°?
. |AGa+pD1
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Vék Nad 65 y - —: Vék Pod 65
LDH Normal e bh Nad limit
BRAF Nemutovany BRAF Mutovany
PDL1 Je jedno PDL1 Negativni
Histologie Kozni Histologie Sliznicni
Polet mist/ stage M1la,b Pocet mist/ stage Vyssi M1b
Meta mozku ?? Vek Tam kde Meta mozku ANO

LDH nebude prostor

pro kombinaci

BRAF

PDL1

Histologie

Pocet mist/ stage

Meta mozku



RELATIVITY 047: Ph 3 Nivo +/- Relatlimab

NIVO (n = 359)

rade 3—4 Any grade Grade 34
Any AE 352 (99.2) 154 (43.4) 344 (95.8) 126 (35.1)
TRAE Nivo + Ipi vs Nivo' [96% 297 (83.7) 57% 75 (21.1) 84% 260 (72.4) 20% 40 (11.1)
Leading to discontinuation 39% 54(15.2) 31% 32 (9.0) 11% 26(7.2) /% 13 (3.6)
TRAE 2 10%
Pruritus 87 (24.5) 0 59 (16.4) 2 (0.6)
Fatigue 83 (23.4) 5(1.4) 47 (13.1) 1(0.3)
Rash 59 (16.6) 3 (0.8) 48 (13.4) 2 (0.6)
Hypothyroidism 55 (15.5) 46 (12.8) 0
Arthralgia 53 (14.9) 29 (8.1) 1(0.3)
Diarrhea 53 (14.9) 36 (10.0) 2 (0.6)
Vitiligo 45 (12.7) 42 (11.7) 0
Treatment-related deaths?® 4 (1.1) 2 (0.6) 0

Myocarditis (any grade): six (1.7%) NIVO + RELA vs. two (0.
Troponin monitoring was performed for the first 2 months ¢

o

Cross Trial Comparison Long GV ASCO plenary series 2022
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Vecny boj co driv?

BRAF MEK nebo Imunoterapie?
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SECOMBIT

Patients affected by
metastatic

melanoma BRAF
V600 mutated
Sample size 230 pts

ECOGPS:0or1
Treatment-naive

Z20—-=->rnv—-=200Z>r 2

ARM A

Combo T
Encorafenib 450 mg ‘ PD

Binimetinib 45 mg

ARM B
Combo |
Ipilimumab 3 mg/kg
Nivolumab 1 mg/kg

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

1.0T%

| AmA | AmB | AmC

. 77% 72% 78%
 os iy fotEES (S0 CDY = 67:87) (61-83) (68-88)
E o . 46% 65% 57%
: , 2y tot PFS (95% CI) 3" (54.76) (45-69)
$ o5 ‘H. . 41% 53% 54%
£ | i SOt EES (B3RS | e es) (43-63) (42-66)
g HR (95% Cl) Arm B vs A 0.71 _
= 0.4+ Exploratory analysis (0.44-1.14)
s
8 HR (95% Cl) Arm C vs A 0.74 )
e Exploratory analysis (0.46-1.18)

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

0.0

—————————————— —— — — — —

g-‘-———————————————— — —

Ul B N o e e e e e e e e e e
w o N'-)

0 2 36 48 60
ARMA: 69 3 time (month:u' 4 0
ARMB: 69 42 11 4 0
ARMC: 68 38 12 4 0

EEMD



SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY:

OVERALL SURVIVAL
1.0
| AmA | AmB | AmcC
| ) 81% 81% 87%
o ly©2 (856 Ll (72-90) (72-90) (69-95)
|
! ) 65% 73% 69%
. : YOS Eae ey (5476)  (62-84)  (58-80)
> 06— !
E I s 54% 62% 60%
2 | o hn (4167)  (4876)  (58-72)
— I -
5 : HR (95% CI) Arm B vs A 0.73
2 047 ! Exploratory analysis (0.42-1.26) -
|
: HR (95% Cl) Arm C vs A 0.81 )
o : Exploratory analysis (0.48—1 '37)
. i ARM A: Enco/Bini PD —» Ipi/Nivo
I ARM B: Ipi/Nivo PD—» Enco/Bini
: ARM C: Enco/Bini (8 weeks)}— Ipi/Nivo PD—» Enco/Bini
0.0+ :
1
1 1 1
0 12 24 36 48 60
ARMA: 69 55 32 h}g 5 0
ARMB: 69 54 gy e (mont 4 0
ARMC: 68 59 46 13 4 0

EEMD



SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY (SECOMBIT) STUDY: Swimmer plots and BORR #1-#2
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T ongress BORR #2: Best overall response rate of second treatment (post progression treatments)
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DREAMseq Trial Treatment Schema

Ipi/nivo induction , o
followed by = Dabrafenib/trametinib,
nivo maintenance continuous

BRAF-mutant Randomize At diseas_e
metastatic melanoma progression

Arm B Arm D*

Stratification by:

1) ECOG PS (0/1) Dabrafenib/trametinib, =
2) LDH (WNL, high) continuous

Ipi/nivo induction
followed by
nivo maintenance

Step 1

*Nivo/lpi Induction = 12 wks; nivo maintenance = 72 wks

ASCO Plenary Series memsm PR cecsooco o Michael B. Atkins, MD ASCO ansiass
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Progression Free Survival (PFS): Step1 (n=214)
I Y T T

PFS median, 95% CI 11.8mo (5.9,335) 8.5mo (6.511.3)
1-year PFS, 85% CI 49% (38%,58%) 36% (28%.46%)
2-year PFS, 95% ClI 42% (31%, 52%) 19% (12%, 27%)

Arm A-Nivo/lpi:11.8 mos

42%

=
=
<
=
o
.
a-

|
{
|
{
|
{
Arm B-Dab/Tram: 8.8 mos Log-rank p-value=0.054

]
40

Months

Time Interval
65-12 12-18 18-24 24-30 30-36 36-42 42-48
57 40 a2 19 12 7 3

GG a8 =2 | L LS ) o 3

(# at risk)

eresenten By Michael B. Atkins, MD ASCO ST INICAL OMOOLOCY
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Overall Survival (OS): Step 1 +/- Step 2

Nivo/lpi +/- Dab/Tram: 38/133 died,
2-yr OS rate 72% (95% CI1:62%, 79%)

dedbddidbb— s & PR Y b
PTT— —— — -

20%, (95% RCI: 3%-38%), Z-stat=3.157 >2.743

——
i —
- —

<
L2

o

e
(= 1R

<
o

e

-
o

Dab/Tram +/- Nivo/lpi: 62/132 died,
2-yr OS rate 52% (95% Cl: 42%, 60%)

Log-rank p-value = 0.0095

a L] L] w
30 40 50 60

Months

Time Interval
Treatment » 6-12 12-18 18-24 24-30 30-36 36-42 42-48 Aa48-54 54-60 60-66
1O+/-TT == 87 71 55 a2 33 23 15 & 3

TT+/-10 2 11s 78 60 a7 35 30 18 15 a 1

(# at risk)
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Adjuvance



IMMUNOTHERAPY

IP1 10 mg/kg vs placebo
1A (SN >1 mm), 11, IIC
AJCCVT

2015

TARGETED THERAPY

IP1 10 mg/kg vs IPI 10 mg/kg vs
nivolumab 3 mg/ke Pembrolizumab 200 mg Ipi 3 mg/kg vs
1B, IIC, IV vs placebo HD IFN-a 2b
AICCV7 lIA (SN>1 mm) B, IC, IV M1a-b
AJCCv7 AICCYT
v v v
2017 2018 2015

Dabrafenib+trametinib Vemurafenib vs placebo

vs placebo
A {SN>1 mm), lIB, IC
AICCv7

1B, 1IC (SN > 1 mm),
B, 1c
AICCV7

1

| Checkmate 915 |

IP1 1 mg/kg + Nivo 3 mgfkg
vs Nivo 3 mg/kg
e, NG, o, v
AJCCvE

:‘ SWOG 1404

Pembrolizumab 200 mg
vs IP1 10 me/ke
A (N2a), B, 1IC, IV
AJCCvB

Nivolumab 1 mg/kg +
IPt 3 mg/kg vs nivelumab
3 mg/kg vs placebo
N Mla-c
AJCCv7

2020

EORTC 1902

Encorafenib + binimetinab
vs placebo
1A, LIB, 1IC
AJCCv8

Pembrolizumab 200 mg
vs placebo
1B, IIC
AICOE

2022

s ] (s ] [ o o

Nivolumab 480 mg
vs placebo
B, IC
AICCvE

2024

Dimitriou et al. Ann Oncol. 2021 Jul;32(7):854-865




Pembrolizumab v adjuvanci

PART 1: ADJUVANT THERAPY

PART 2: POST RECURRENCE

€ = - =
1
High—risk, Pembrolizumab Recurrence :x'lhrall::;r;;?
. 200 mg IV Q3W =6 th mg
resected, Randomized 1year menths until
stage Il . Recurrence progression or
g 1:1 Placebo = HEN 00 recurrence, up to
cutaneous IV Q3W Cross-over 2 years
melanoma N=1019 1 year - A -

Total of 18 doses

| uNBLINDING |

UMNBLINDIMNG fcross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Part 1
Adjuvant Therapy

Key Eligibility Criteria

» Age = 12 years

» Newly diagnosed,
resected, high-risk
stage Il melanoma
Negative sentinel LN
biopsy
ECOGPSOor1

Pembrolizumab 200 mg IV
Q3W or 2 mg/kg
(pediatric)

Recurrence

Placebo IV Q3W

Stratification factors? Recurrence

» T-category 3b, 4a,
and 4b

» Pediatric status 17 cycles

Endpoints

Part 2
Rechallenge/Crossover

Pembrolizumab
200 mg IV Q3W or
2 mg/kg (pediatric)

Until progression
or recurrence, up
to 2 years

» Primary: RFS per investigator assessment

» Secondary: DMFS, OS, safety
» Exploratory: HRQoL




Pembrolizumab v adjuvanci (KEYNOTE 054

Alive and Recurrence Free (%)

No. at risk:

Pembrolizumab 514

Placebo

Treatment arm EV/No. HR (95% CI)
100 Pembrolizumab 190/514 0.56 (0.47 to 0.68)
= Placebo 283/505 Reference
90 Stratified log-rank P < .001
80 4 1 year, 75.4% (95% Cl, 71.4% to 78.9%)
' 2 years, 68.3% (95% Cl, 64.0% to 72.2%)
70 ~ E ’ 3 years, 63.7% (95% Cl, 59.2% to 67.7%)
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Pembrolizumab v adjuvanci (KEYNOTE 716)
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Co nas ceka a snad nemine ?
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Neoadjuvance Ci adjuvance?
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Pooled Analysis: Neoadjuvant Therapy in Stage lll Melanoma Melanomatiy
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Imunoterapie a biomarkery
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Dékuji za pozornost

Otazky, které nebudu schopna zodpovédet,
smeérujte na:
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