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Immune-targeted strategies for metastatic cancer 
with checkpoint inhibitors



Updates in Advanced Melanoma 



Approval of 1st checkpoint inhibitor therapy with anti-
CTL4/ipilimumab in advanced unresectable melanoma

NEJM 2010; 363:711-723



Superior survival with anti-PD1 over anti-CTL4 alone

KN006 CM 067

Lancet Onc 2019;20:1239-51; NEJM 2019; 381:1535-46 



Combination anti-PD1/CTL4 blockade vs anti-PD1 alone

NEJM 2019; 381:1535-46 

OSPFS
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Generation of an anti-tumor T cell response

Brit J Cancer 2018; 118: 9–16

Formation of tumor reactive T cells

Activation of effector T-cell function

Formation of effector memory T-cells
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Mechanisms of innate and acquired checkpoint inhibitor resistance

Lack of neoantigens
Impaired presentation of tumor antigens
Impaired intratumoral immune infiltration

Impaired IFN signalling
Metabolic/inflammatory mediators
Immune suppressive cells
Alternate immune checkpoints

Severe T-cell exhaustion
T-cell epigenetic changes

Brit J Cancer 2018; 118: 9–16
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Lifileucel:  Tumor infiltrating lymphocyte therapy

Presented by Jason Chesney at AACR Annual Meeting 2021Presented by Jason Chesney at AACR 2021, used with permission
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Best overall response

JCO 2021;39:2656-68
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Time to response and duration for evaluable 
patients with PR or better

• 79% of responders had received prior ipilimumab

JCO 2021;39:2656-68
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Adverse events over time

JCO 2021;39:2656-68
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Updates in Resectable Melanoma 



Improved recurrence free survival w adjuvant anti-PD1 for 
high-risk stage III melanoma

NEJM 2017; 377:1824-1835, NEJM 2018; 378:1789-801

CheckMate 238--NIVO EORTC 1025/KN 054--Pembro



Adjuvant IO for node-negative melanoma, stage IIB/C

presented by Jason Luke at ESMO 
2021, used with permission
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Improved RFS also in resected high-risk node-negative melanoma 

presented by Jason Luke at ESMO 
2021, used with permission
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used with permission



When is the best time to give peri-operative immunotherapy? 

• Systemic therapy before 
definitive surgery may
- Improve surgical 

outcomes
- Reduce distant 

metastasis events by 
giving therapy sooner

- Improve overall survival

• Beneficial mechanisms of 
neoadjuvant therapy for 
immunotherapy
- Priming of resident 

tumor infiltrating 
lymphocytes à 
expansion

Nat Med 2019; 25:454–61



Higher response rates noted with anti-PD1 therapy prior to surgery

Amaria RN et al., Nature Med 2018. Mitchell TC et al., Nature Med 2019.
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Other neoadjuvant strategies
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presented by Reinhard Dummer at ESMO 
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Improved RFS with neoadjuvant nivolumab/relatlimab

Amaria et al Nature 2022



What is the role of surgery, if a durable long-term anti-tumor 
immune response can be achieved with systemic therapy?
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Prado Trial
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Adjuvant therapy in development



Questions?



Thank you!


