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Outline

• Current treatment strategies entering the clinic, beyond anti-PD1 in melanoma mainly focus on 

combination therapies.

• Lesser toxicity

• Preserved efficacy

 Anti-LAG3 and anti-IL6 in combination therapy

• Current strategies to overcome anti-PD1 resistance.

• Challenging population of patients with a dismal prognosis.

• Focus on impacting on the tumor microenvironment

 Anti-angiogenic and anti-PD1 combination

 Rewiring the TME with MDM2 inhibition



Expression of LAG3 is associated with a more exhausted 

state of CD8 cells
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Wherry et al Nat. Immunol 2021



Relativity-047: A randomized double blinded phase 2/3 study comparing Relatinib+Nivo with Nivo in 

patients with malignant melanoma

Lipson et al ASCO 2021



Relatinib+Nivo has superior PFS compared to Nivo

Lipson et al ASCO 2021



Treatment free interval and PFS2 in Rela+Nivo vs Nivo patients

Hodi et al ESMO 2021



Neo-adjuvant/adjuvant Relatinib+Nivo in stage III melanoma

Amaria et al ASCO 2021



Toxicity of Rela+Nivo vs Nivo compared to other combinations

Hodi et al ESMO 2021

Nivo Ipi3/Nivo1 Ipi1/Nivo3 Rela+Nivo

TRAE’s G3/4 9.7% 55% 33.3% 18.9%

TRAE’s leading to discontinuation 7.7% 35% 17.2% 8.5%

Lebbe et al JCO 2019 Wolchok et al NEJM 2017



IL6 is associated with irAE’s and unfavourable outcome

Dimitriou et al ASCO 2021

Laino et al J Immunotherapy and Cancer 2020



Phase II trial of ipilimumab, nivolumab and tocilizumab 

for unresectable metastatic melanoma 

Weber  et al ASCO 2021



Phase II trial of ipilimumab, nivolumab and tocilizumab 

for unresectable metastatic melanoma 

Weber  et al ASCO 2021

• Median time of follow up: 8.2mo

 17/29 ORR = 58%

 5/29 SD = 17%

 7/29 PD = 24%

 mDOR: 7.2mo

 mPFS: nr

• 41 patients evaluable for toxicity 

 7/41 patients had G3/4 tox = 17%

 6/41 patient had to discontinue due to 

tox = 14%



Anti-angiogenic therapy in melanoma

• Hypoxia and acidosis induces 

an immunosuppressive 

environment:

 Increasing Treg presence.

 Drives CD8 cells into 

exhaustion.

 Increases immunosuppressive 

M2 macrophages.

 Reduces DC antigen 

presentation.

Lee et al Exp & Mol Medicine 2020



Anti-angiogenic/anti-PD1 therapy in RCC

McDermott et al. Nat. Med. 2018



LEAP-004: Lenvatinbi plus pembrolizumab in anti-PD1 

refractory melanoma

Arance et al ASCO 2021



LEAP-004: Lenvatinbi plus pembrolizumab in anti-PD1 

refractory melanoma

ORR: 21.4% DCR: 66% PD: 29%

Clinical efficacy

Arance et al ASCO 2021



LEAP-004: Lenvatinbi plus pembrolizumab in anti-PD1 

refractory melanoma

Outcome and Toxicity

Arance et al ASCO 2021



Rewiring the TME via inhibition of MDM2

• Blocks MDM2-p53 interaction

• Restores p53 mediated apoptosis in wt and MDM2 

expressing cells

Zhou et al Nat. Immunology 2021

• MDM2 inhibition leads to MDM2 abundance

• MDM2 blocks c-Cbl mediated STAT5 degradation

• p53/MDM2/c-MYC axis as a physiological 'brake' to 

the M2 polarization process

Fang et al J Immunother Cancer 2019



Tolcher et al. ASCO 2021

Preliminary results of a phase 2 study of Alrizomadlin (APG-115), a novel, 

small molecule MDM2 inhibitor in combination with pembrolizumab in 

patients with unresectable or metastatic melanoma or advanced solid 

tumors that have been resistant to immuno-oncology drugs



Summary

• Currently anti-PD1 based therapy remains the backbone of new immuno-

oncology combinations.

• Anit-LAG3 and anti-IL6 appear to be effective with less toxicity compared to 

the Ipi/Nivo standard of care.

• The tumor microenvironment offers a new set of targets for  of immune therapy 

combinations. 

• Early efficacy data with anti-angiogenic and MDM2 inhibition are encouraging. 


