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Stone age Melanoma, before 2011…



INMUNOTERAPIA

• ANTI PD-1
• PEMBROLIZUMAB (KEYNOTE 006)

• NIVOLUMAB (CHECKMATE 066- 067)

• ANTI PD-1 + …
• ANTI CTLA4: NIVOLUMAB + IPILIMUMAB (CHECKMATE 067)

• ANTI LAG-3: NIVOLUMAB + RELATLIMAB (RELATIVITY-047)

• INHIBIDORES DE BRAF + MEK… IMspire, Keynote 022



Immunity 2013 39, 1-10DOI: (10.1016/j.immuni.2013.07.012) 

Respuesta Inmune



Cambio en los criterios de respuesta





Ipilimumab Pooled OS Analysis Including EAP Data: 4846 Patients

Anti CTLA-4. Ipilimumab



PEMBROLIZUMAB

KEYNOTE 006



100

90

80

70

60

50

40

30

20

10

0
0 12 24 36 48 60 72 84 96

Time, months

93 91 82 78 68 48 34 3 0

191 175 146 136 121 104 82 31 0

184 132 93 68 58 50 31 14 0

O
v

e
ra

ll
s

u
rv

iv
a

l,
%

No. at risk

CR  

PR

SD

Database cut-off: April 19, 2021.

89.3%

64.8%

30.7%

85.2%

61.8%

25.9%

CR

PR

SD

OS From BOR by BOR with Pembrolizumab
ITT Population



100

90

80

70

60

50

40

30

20

10

0

P
ro

g
re

s
s

io
n

-f
re

e
s

u
rv

iv
a

l,
% 70.1%

Modified PFS and OS
Participants Who Completed ≥94 Weeks of Pembrolizumab with SD
or Better

Database cut-off: April 19, 2021.

100

90

80

70

60

50

40

30

20

10

0

O
v

e
ra

ll
s

u
rv

iv
a

l,
 %

92.9%

0 12 24 36 48 60 72 0 12 24 36 48 60 72

No. at risk

Time, months
No. at risk

Time, months

Pembrolizumab 103 96 83 76 60 60 0 Pembrolizumab 103 101 97 93 76 76 0



Five-Year Outcomes With Nivolumab in Patients 
With Wild-Type BRAF Advanced Melanoma

Robert C, et al. J Clin Oncol  2020,38:3937-3946



CHECKMATE 067

Hodi S, et al. ASCO 2022. Abs 9522.



CHECKMATE 067

Hodi S, et al. ASCO 2022. Abs 9522.



CHECKMATE 067

Hodi S, et al. ASCO 2022. Abs 9522.



Figure 4. OS and PFS in the mucosal and ITT populations

aDescriptive analysis; b12-, 24-, 36-, and 48-month rates are data on file.
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METASTASIS CEREBRALES



CONCLUSIONES

• ANTI PD1-1:

• SLP a 5 años 25-29%, a 7 años 24-27%

• SG a 5 años 39-44%, a 7 años 37.8-43%

• ANTI PD-1 + ANTI CTLA-4

• SLP a 5 años 26%, a 7 años 33%

• SG a 5 años 48%, a 7 años 52%.

APROXIMADAMENTE 9 DE CADA

10 PACIENTES CON RC Y 2 DE

CADA 3 PACIENTE CON RP

MANTIENEN LA RESPUESTA

INCLUSO A 7 AÑOS



Nature Reviews Clinical Oncology 2016;16,563–580

https://www.nature.com/nrclinonc


CINÉTICA DE TOXICDADES

ANTI CLTLA-4 ANTI PD-1/PDL-1

ANTI PD-1/PDL-1

Nature Reviews Clinical Oncology 2016;16,563–580

https://www.nature.com/nrclinonc


CHECKMATE 067

N Engl J Med 2017; 377:1345-1356





NIVO + RELA (n = 355) NIVO (n = 359)

AE, n (%) Any grade Grade 3–4 Any grade Grade 3–4

Any AE 352 (99.2) 154 (43.4) 344 (95.8) 126 (35.1)

TRAE 297 (83.7) 75 (21.1) 260 (72.4) 40 (11.1)

Leading to discontinuation 54 (15.2) 32 (9.0) 26 (7.2) 13 (3.6)

TRAE ≥ 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) 0 46 (12.8) 0

Arthralgia 53 (14.9) 3 (0.8) 29 (8.1) 1 (0.3)

Diarrhea 53 (14.9) 4 (1.1) 36 (10.0) 2 (0.6)

Vitiligo 45 (12.7) 0 42 (11.7) 0

Treatment-related deathsa 4 (1.1) 0 2 (0.6) 0

• RELATIVITY-047

Safety summary

DBL date: October 28, 2021. Median follow-up: 19.3 mo. Includes events reported between first dose and 30 days after last dose of study therapy. Other grade 3–4 TRAEs that were associated with any-grade TRAEs occurring in < 10% of 

patients not shown.
aTreatment-related deaths: NIVO + RELA (n = 4) – hemophagocytic lymphohistiocytosis, acute edema of the lung, pneumonitis, and multiorgan failure; NIVO (n = 2) – sepsis and myocarditis, and worsening pneumonia. 
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RELATIVITY (NIVOLUMAB -/+ RELATLIMAB)



• RELATIVITY-047

Immune-mediated AEs

• Additional AE of interest: myocarditis (any grade) occurred in 6 (1.7%) patients with NIVO + RELA and 2 (0.6%) with NIVO.  

Troponin monitoring was performed for the first 2 months of treatment per protocol 

NIVO + RELA (n = 355) NIVO (n = 359)

Immune-mediated AE category,a n (%) Any grade Grade 3-4 Any grade Grade 3-4

Hypothyroidism/thyroiditis 66 (18.6) 0 53 (14.8) 0

Rash 39 (11.0) 3 (0.8) 28 (7.8) 5 (1.4)

Diarrhea/colitis 25 (7.0) 5 (1.4) 12 (3.3) 5 (1.4)

Hyperthyroidism 23 (6.5) 0 25 (7.0) 0

Hepatitis 21 (5.9) 15 (4.2) 11 (3.1) 6 (1.7)

Adrenal insufficiency 19 (5.4) 6 (1.7) 4 (1.1) 0

Pneumonitis 14 (3.9) 2 (0.6) 7 (1.9) 2 (0.6)

Hypophysitis 10 (2.8) 2 (0.6) 4 (1.1) 1 (0.3)

Nephritis and renal dysfunction 7 (2.0) 4 (1.1) 5 (1.4) 4 (1.1)

Hypersensitivity 5 (1.4) 0 5 (1.4) 0

DBL date: October 28, 2021. Median follow-up: 19.3 mo. 
aIncludes AEs of any grade occurring in ≥ 1% of patients considered by investigators to be potentially immune-mediated that met the following criteria: occurred within 100 days of the last dose, regardless of causality; treated with 

immune-modulating medication with no clear alternative etiology; or had an immune-mediated component.
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RELATIVITY (NIVOLUMAB -/+ RELATLIMAB)



CONCLUSIONES
• ANTI CTLA-4: 

• TOXICIDAD SEVERA EN CERCA DE 30% DE LOS PACIENTES, A EXPENSAS DE 15% DE 
SUSPENSIONES POR EA.

• ANTI PD1-1:
• TOXICIDADES SEVERAS RONDAN 15%, TASA DE SUSPENSION POR TOXICIDAD 

CERCANA AL 7%

• ANTI PD-1 + ANTI CTLA-4
• TOXICIDADES SEVERAS CERCANAS AL 60%, CERCA DE LA MITAD DE LOS 

PACIENTES SUSPENDEN TRATAMIENTO POR EVENTOS ADVERSOS

• ANTI PD-1 + ANTI LAG-3
• TOXICIDADES SEVERAS CERCANAS AL 20%, CON SUSPENSIONES POR EA DE 

10%



MUCHAS GRACIAS!


