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FARMACOS

BRAF +

B3

Vemurafenib + Cobimetinib Dirigida

Pembrolizumab
Dabrafenib + Trametinib Nivolumab
Inmuno Nivolumab + Ipilimumab

Encorafenib + Binimetinib Nivolumab + Relatlimab
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MONOTERAPIA ANTI-PD1

KEYNOTE 006: Pembro o Ipi CHECKMATE 066: Nivo o Quimio

0S, Median

{95% CI), Months® HR (95% CI)° —
100 A
Pembrolizumab 32.7 (24.5 to 41.6) 0.70 {0.58 to 0.83) —e— DTIC
90 Ipilimumab 15.9 (13.3 to 22.0)
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(o] 12 24 36 48 60 72 84 96 Months
No. at risk
k- NIVO 210 186 171 164 143 135 128 123 116 111 107 103 102 96 93 91 88 87 82 80 78 62 60 18 3 0
No. at risk: Time (months) b i ek A et o R B L L B
Pembrolizumab 556 387 297 248 217 198 153 147 (0]
Ipilimumab 278 145 103 90 79 68 46 42 o

Robert, J Clin Oncol 2023 Robert, J Clin Oncol 2021
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NIVOLUMAB + IPILIMUMAB

CHECKMATE 067

NIVO + IPI (n = 314) NIVO (n=316)  IPI (n = 315)
Median (95% Cl), mo 72.1 (38.2-NR) 36.9 (28.2-58.7)  19.9 (16.8-24.6)
HR (95% CI) vs IPI 0.52 (0.43-0.64)  0.63 (0.52-0.76) .
HR (95% Cl) vs NIVO? 0.84 (0.67-1.04) - .
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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
NIVO + IPl 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 145138 66 10 O
NIVO 316 292 266 245 231 214 201 191 181 175171 164 158 150 145 142 141 139 137 137 134 132130 128 126 124117 59 3 O
Pl 315 285 253 227 203 181 163 148 135 128 113 107 100 95 94 91 87 84 81 77 75 70 68 64 64 63 61 32 7 O

Wolchok, ASCO 2021
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NIVOLUMASB + IPILIMUMAB TOXICIDAD

Nivolumab plus Ipilimumab Nivolumab Ipilimumab
Event (N=313) (N=313) (N=311)
Any Grade Grade 3 or 4 Any Grade Grade 3 or 4 Any Grade Grade 3 or4

number of patients with event (percent)

Any treatment-related adverse event 300 (96) 184 (59) 270 (86) 67 (21) 268 (86) 86 (28)
Rash 93 (30) 10 (3) 72 (23) 1(<1) 68 (22) 5(2)
Pruritus 112 (35) 6(2) 67 (21) 1 (<1) 113 (36) 1(<1)
vitiligo 28 (9) 0 29 (9) 1(<1) 16 (5) 0
Maculopapular rash 38 (12) 6(2) 15 (5) 2(1) 38 (12) 1(<1)
Fatigue 119 (38) 13 (4) 114 (36) 3 (1) 89 (29) 3 (1)
Asthenia 30 (10) 1 (<1) 25 (8) 1(<1) 17 (5) 2 (1)
Pyrexia 60 (19) 2 (1) 21 (7) 0 21 (7) 1(<1)
Diarrhea 142 (45) 29 (9) 67 (21) 9 (3) 105 (34) 18 (6)
Nausea 38 (28) 7Q) 41 (13) 0 51 (16) 2(1)
Vomiting 48 (15) 7() 22 (7) 1(<1) 24 (8) 1(<1)
Abdominal pain 26 (8) 1 (<1) 18 (6) 0 28 (9) 2 (1)
Colitis 40 (13) 26 (8) 7(2) 3 (1) 35 (11) 24 (8)

Wolchok, N Engl J Med 2017
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NIVOLUMAB + IPILIMUMAB: FINANCIACION

PD-L1 negativo

Metastasis
cerebrales

Melanoma
ocular
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NIVOLUMASB + IPILIMUMAB: VALOR PD-L1
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Patients at risk: Patients at risk: Months

NVOSPI 185 M4 13 17 M6 M2 105 102 101 9 % % ® 6 M 1 0 NVOSPl 123 13 @ o1 8 & 9 W 1 T W & 6 5 i 2 0
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Wolchok, N Engl J Med 2017
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NIVOLUMASB + IPILIMUMAB METAS CEREBRALES

CheckMate 204

Asintomaticos Sintomaticos

B 2l per BICR
100§
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£ £ 80
g £ 704
H s
2 H
£ £ s
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g g
£ £
104
B 51 54 5 3 [4 3 1 15 18 P! 2 ] 30 fY 36 39 a2
Number at risk Number at risk
(number censored) (number censored)
Intacanial 101 63 52 44 43 41 3 3% 2 29 2% 2 8 2 1 1 0 Intracranial 18 4 4 4 4 4 4 4 4 4 4 4 2 0
(@ (7 (5 (@ (19 (9 (1) (2) (26) (29) (32) (36) (50) (56) (56) (56) (56) (0) 2 2 (2) (2) (2) (2) (2) (2) (2) [£3] ) (4) (6)
Extracranial 101 65 48 41 41 40 35 3% 31 @ 5 0N 3 1 o o 0 Extracranial 18 5 4 4 4 4 4 4 4 4 4 4 2 o
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90:
8o
£ 0
E 60 T 6o
£ 5o £ s
fE 40 T 40
3 3 3 30
20 20
10 10-
o 3 b § 12 15 18 21 24 2 3 33 36 39 42 45 48 51 54 57 11 ] 4 3 ) 5 18 P 24 27 30 3 3 39 42
Time since first dose {months) Time since first dose (months)
Number at risk Number at risk
(number censored) (number censored)
Asymptomatic 101 92 8 81 79 75 71 71 70 66 64 62 30 13 6 3 2 1 1 0 Symptomatic 18 10 10 6 6 6 6 6 6 6 6 5 4 0 0
oW B G BB B 6 e e 0 02 @4 By (&) g0 g Gy 7y 72) ) @ @ €] 6] €] 6] G &)} G @ a) ) (8) L]

Tawbi, Lancet Oncol 2021
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NIVOLUMASB + IPILIMUMAB METAS CEREBRALES
ABC

Overall Survival BINWGR C: Nivo

N=25 N=16
100%- Total N° Events, n (%) 17 (49%) 16 (64%) 14 (88%)
Med. OS, mo (95% CI) NR (11.9-NR) 26.1 (6.9-NR) 5.1 (1.8-53.0)

80%1 5-yr OS rate, % (95% Cl)  51% (36-71)  34% (20-60)  13% (3- 46)
60%1

50%1

Overall Survival

40%1

20% 130/
| 0
—_——
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Numbers at risk ( i b d) Months
& 25(0) 23(0) 17(0) 15(1) 14(1) 14(1) 13(1) 12(1) 12(1) 11(1) 11 (1) 10(1) 10(1)) 9(1) 9(1) 8(1) 72 6(3) 6 (3) 4(5) 3(8)

aw|16(0) 11(0) 7(0) 6(0) 5() 5(0) S5O 3(0) 3() 3(0) 3@ 3(0) 3 3() 3 3(0) 3 30 20O 2(0) 2()

Long, ASCO 2021
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NIVOLUMAB + IPILIMUMAB MELANOMA OCULAR
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Piulats, J Clin Oncol 2021
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Pelser, J Clin Oncol 2021
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NIVOLUMAB + IPILIMUMAB: NO FINANCIADO...

Alta carga tumor

Melanoma
Mmucosas
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NIVOLUMAB + IPILIMUMAB ALTA CARGA TUMORAL

CheckMate 067
LDH alta y >2 localiz.

HR (95% ClI)

100
NIVO+IPI vs IPI: 0.59 (0.39-0.89)
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Long, SMR 2019
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NIVOLUMAB + IPILIMUMAB TRAS UN ANTI-PD1

A
100+~ ~—— Ipilimumab plus anti-PD-1
g0 — Ipilimumab
Ipilimumab plus anti-PD-1: median 20.4 months (95% C112.7-34.8)
80 Ipilimumab: median 8.8 months (95% C1 61-11.3)
70+ HR 050 (95% C1 0-38-0-66); p<0-0001
60
50
40+
30
204
104
0 T T T T T T J
0 3 6 9 12 15 18 21
Number at risk
(number censored)
Ipilimumab plus anti-PD-1 193 (0) 165(5) 125(20) 98(31) 80 (40) 69 (48) 56 (56)
Ipilimumab 162 (0) 132(4) 79 (18) 63(23) 43(30) 33(32) 26(33)
B
100 Ipilimumab plus anti-PD-1: median 3.0 months (95% C1 2.6-3-6)
90 Ipilimumab: median 2.6 months (95% C1 2-4-2-9)
HR 0-69 (95% C1 0.55-0-87); p=0-0019
F 804
§ 704
g 6o
@
£ 504
S 404
& 20
104
0 T T T T T T 1
0 3 6 9 12 15 18 21
Wi v i Follow-up time (months)
(number censored)
Ipilimumab plus anti-PD-1 193 (0) 93(2) 59(10) 50(15) 34(19) 27(22) 24(23)
Ipilimumab 162 (0) 61(1) 25(6) 20(6) 13(10) 9(10) 7(11)

Pires da Silva, Lancet Oncol 2021
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NIVOLUMAB + IPILIMUMAB MELANOMA MUCOSAS

| Ensayo CheckMate 067 N=79
o Respuestas:
29% 29% 29% 29% Ipi+NiVO - 43%
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Shoushtari, ASCO 2020
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OTRAS COMBINACIONES

NIVOLUMAB Anti-PD1 CEMIPLIMAB
RELATLIMAB ANiLAG3 FIANLIMAB
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CEMIPLIMAB + FIANLIMAB

Fase Il -- Mediana SLP 15 meses —12y 22 |

Median follow-up combined (IQR):

12.6 months (8.6-19)

Treatment exposure, median (IQR),

Cohorts MM1# + MM2# + MM3#

Advanced melanoma (N=98)

Wooks 33 (15-54)
ORR, (n) 61% (60)
95% ClI for ORR (51,71)
DoR, median (95% Cl), months NR (23-NE)
DCR, (n) 78% (76)
95% ClI for DCR (68-85)
Best overall response, (n)
CR 12% (12)
PR 49% (48)
SD 16% (16)
PD 17% (17)
NE 5% (5)

Best percent

Tumor reduction

u PD

73% of patients had any level of tumor reduction SD

T T T T T T
Patients (n=91)

- Duration of response = PD
g - bR
Q2 = CR
(2] 3 = NE
“
S g
%.Q
£ 4/—_\
28
8 Y-
S8
o ©
S
-100 T T T T T 1
0 5 10 15 20 25 30

Hamid, ASCO 2023
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Nivolumab +

Nivolumab

- Median PFS, mo 1022 463
o (95% C1) (651t01475)  (3.4810 6.44)
N I VO LU IVI A B g0 Hazard ratio (95% CI) 0.78 (0.64 to 0.94)
= 604 48.0
3 (95% Cl, 42.5t0 53.4) 385
g 5 g (95% Cl, 32.7 to 44.2)
I 499 = . = e Nivolumab + Relatlimat
1 369
20 | (95%CI,317to42.1) | 290 TR
T ! | (95% Cl, 23.8t0 34.4)
1 1
R E LA LI M A B o Y ' y y

T T T 1 T T
15 18 21 24 27 30 33 36 39

o
w
o
o
3

Months
No. at risk
a Nivolumab + Relatlimab 355 223 189 159 130 106 8 70 64 59 48 20 2 0
Fase III - 1_L Nivolumab 359 192 150 124 98 82 67 52 49 45 33 15 3 0
B 3
vaolurnab 32 Nivolumab
Relatlimab n359
(n=355) ( )
Median OS, mo NR 34.10
(95% Cl) (34.20to NR) (25.23 to NR)
Hazard ratio (95% Cl) 0.80 (0.64 to 1.01)
o P 0.059
77.0
95% Cl,72.2 to 81.1
80+ ( G & ) 63.7 55.8
(95% Cl, 58.1 to 68.7) (95% Cl, 49.8 to 61.4)
—~ 60 ! 716 =gy Nivolumab +
g ! (95% Cl, 66.6 0 76.0) 1 oo Relatlimab
3 | { | 583 BE® Nivolumab
404 ! ! (95% Cl,52.7 to 63.4)} 488
H | | (95% Cl, 42.7 to 54.7)
1
20 | 1 i
1 1 1
1 1 :
1 1
0 T T T i T T T ; T T T ; T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
No. at risk
H Nivolumab + Relatlimab 355 334 305 287 261 227 203 167 145 139 133 109 50 9 O
Longr NEJM EVldence 2023 Nivolumab 359 329 301 277 240 202 182 155 126 119 113 9 42 8 0
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NIVOLUMAB

0O

Median OS, months (95% CI) e Censored patients
14.7 (12.4 to 16.9)

80
o o
+ = 60 56.0 (95% CI, 50.6 to 61.1)
v 40
o

RELATLIMAB 2L

0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Time (months)
No. at risk:

354 335 299 262 244 210 188 169 154 140 127 113 80 63 46 30 19 11 2 0

O

Relativity-020
Anti-PD1 previo +/- Ipi e

60
40

>28 20

Median OS, months (95% CI) e Censored patients

17.1 (13.4 to 21.0)
60.0 (95% CI, 52.0 to 67.0)

0S (%)

0O 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38

Time (months)
No. at risk:

164 151 135 122 108 103 95 89 81 72 66 62 58 55 48 39 23 10 1 0

Ascierto, J Clin Oncol 2023
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TILs o Ipilimumab

TIL treatment
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0 6 12 18 24 0 k'] Q2 48 54 60 [} n ] 0
Months since randomization 0 6 12
Number at risk
L 84 4 2 18 " 1" 10 7 L] 5 3 3 2 H Number at risk
Ipilimumab 8 17 8 6 5 3 0 0 0 0 0 0 0 0 TIL 84 68 51
Ipilimumab 84 69 a

18 2 30 3% 42 48 54 60 66 72 78
Months since randomization

40 3 2 15 1" 8 7 4 4 3 3
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Haanen, N Engl J Med 2022
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AGONISTAS TLR-9

Tilsotolimod + Ipi en 22 L BO112en 22 L

Maximum Percent Tumor Reduction s P

20+ 1 - 20 §
% 0+ “‘ll“;l“l;---l;--i-.- R——— ST
E <0+ :3 = %
; :
: 80 %
Best Confirmed Response
Diab, ESMO 2020 Marquez Rodas, AACR 2021
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Change from baseline (%)
Change from baseline (%)
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T T T T 1 1 1 T T 1
g ’ 0O 3 6 9 12 15 18 21 24
D Patient number E Months
g 100 -
N=24 .
8
Mezcla 12-22L é -
B CPD/PD 12% = N nder 20%
= so 17 I Responder 71% g
I CR50% >
2 0 T I T 1
0 10 20 30 40

Months
No. atrisk 24 12 5 2

[ Disease control 88%
[ Progressive disease 12%

Tobin, Clin Cancer Res 2023
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CONCLUSIONES

Nivolumab + Ipilimumab: eficacia en

Metas cerebrales, PD-L1 negativo, melanoma ocular
22 linea, alta carga tumoral, melanoma de mucosas

Otras combinaciones
Nivolumab + Relatlimab

Cemiplimab + Fianlimab

Otras opciones: TlLs, TLRa
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