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Ensayos actuales de combinacior

Immunooncology drug combinations in clinical trials
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Farmacos disponibles

Immunooncology targets separated by target
classification

m Antigen Presentation (n = 36)
m Cell Populations {n = 28)

» Innate Activation (n=17)

® Innate Inhibition (n = 18)

® Leukocyte Trafficking (n = 20)
» NK Cell Activation (n = 11)

m NK Cell Inhibition (n = 8)

m Tcell Activation (n=26)

m T-cell Inhibition (n = 26)

Immunooncology targets with approved or
investigational drugs

m Antigen Presentation (n = 6)
m Cell Populations (n = 11)

» Innate Activation {n = 15)

® Innate Inhibition (n = 18)

® Leukocyte Trafficking (n = 6)
® NK Cell Activation (n=1)

m NK Cell Inhibition (n = 6)

m T-cell Activation (n = 15)

m T-cell Inhibition (n = 17)

European Journal of Cancer 95 (2018) 38—51
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Posibles sinergias farmacoldgicas

Other
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Hallmark
mechanisms

of cancer
immunotherapy

Anti-tumor
response

: Neutralizing immune |  Activating
M mAbs inhibitors cytokines

stimulatory
- 1DOA
- IL-10
-TGF-p

- CD137
- OX40

Immunotherapy (2016) 8(7), 821-837
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Perfiles moleculares
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Fenotipos del melanoma

Biological * Epigenetic silencing * Epigenetic reprogramming
characteristics  » Active B-catenin signaling  Suppressed B-catenin signaling
» Mesenchymal-like cells » Epithelial cells
» Stem cell-like cells « High differentiated cells

» Less differentiated cells *High PDL1 expression

» Low PDL1 expression

Immunological *Enriched immunosuppressive cytokines *Enriched in T, 1-type chemokines
characteristics  «High numbers “fTreg cells and MDSCs * High numbers of effector immune cells
*FewT, 1 cells, NK cells and CD8" T cells (T,,1 cells, NK cells, and CD8"T cells)
* Few functional APCs * High numbers of functional APCs
Therapeutic * Generate T cells (vaccines, T-cell therapy, »Block adaptive immune resistance
implications adoptive cell transfer, B-catenin (anti-PD-1, anti-LAG-3, anti-TIM3, IDO)

modulation 7, epigenetic modulation ?

* Prime the immune response and elicit the
effector phase (bring T cells in tumors:
CTLA4, sequence target and immuno

Virchows Arch. 2019 Apr474(4).433-447.
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NIVO3+IPI1 NIVO1+IPI3
(n=180) (n=178)
Rate of treatment-related grade 3-5 AEs, % (n/N) 33.9% (61/180) 48.3% (86/178)
(95% CI) (27.0-41.3) (40.8-55.9)
Difference between treatment-related grade 3-5 AE rates (95% ClI) -14.4% (-24.5 to -4.3)
P value 0.0059
Treatment-related AEs, % 85.6 93.8
Grade 34 33.3 48.3
Grade 5 0.6 0
All cause serious AEs, % 47.8 63.5
Grade 3—4 33.9 47.8
Grade 5 3.3 1.7
Treatment-related AEs leading to discontinuation, % 23.9 33.1
Grade 3—4 16.7 27.5
Grade 5 0.6 0

Lebbe C ESMO 2018
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Key Eligibility Critt_m’a

« Stage Nl or IV histologically confirmed
melanoma

* No praevious systemic treatment for
advanced disease

« ECOG performance status D or 1
* Measurable disease per RECIST v1.1
* No active CNS metastases

* No prior adjuvant or neocadjuvant
therapy with a PD-1, PD-L1, BRAF, or
MEK inhibitor

Pembrolizumab 200 mg IV Q3W

for up to 35 cycles
-»

Ipilimumab 50 mg Q6W
for 4 cycles

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
+

Long G. ASCO 201¢
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Keynote 029 Eficacia
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Keynote 029 Toxicidad
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