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Disclosures and Objectives

• No disclosures

• Objectives
• Describe current advances in systemic treatment strategies for melanoma



Current frontline treatments for advanced melanoma
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How to choose which therapy to start?

Atkins JCO 2022

• Genomics
• Driver mutation

• TMB/histology

• Patient characteristics
• Burden of disease, pace of disease

• Location of disease

• General  health, immune status
• Autoimmune disease

• Immune suppression

• Goal of therapy



Evasion and Adaptive Resistance

40%??

S Ugurel Eur J of Cancer 2017



Lifileucel

• Indication for adults with unresectable or metastatic melanoma who 
had previously ben treated with PD-1 inhibitor and , if BRAF-positive, 
a BRAF inhibitor with or without MEK

• Therapy
• Isolate TILs and expanding ex vivo

• Nonmyeloablative lymphodepletion to promote engraftment

• High-dose IL2 for up to 6 doses following infusion of cells

TILs= Tumor Infiltrating Lymphocytes Rosenberg NEJM 1988Lifileucel PI 2024



Remove tumor
Create tumor fragments

Culture and Expand

Infuse cells after lymphodepletion
followed by HD IL2

=tumor cell =T cell

IL2 and CD3

1x 109 to 3 x1011 cells

Tumor



TIL Background
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TIL Background

JITC 2022 Chesney

25 patients did not receive lifileucel for patient-related reasons 

(PD (n=9, 4.8%), death (n=5, 2.6%), AE (n=3, 1.6%), new 

anticancer treatment (n=2, 1.1%), withdrawal of consent (n=1, 

0.5%), withdrawal by patient (n=1, 0.5%), and other reason 

(n=4, 2.1%)), whereas lifileucel was not available for infusion 
for 8 patients (4.2%). 
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TIL Background

JITC 2022 Chesney NEJM 2022 Rohaan



Challenges with TILs

• Complexity
• Multi-step
• Points of failure

• Limited treatment centers
• About 30 in the US to start
• Capacity of manufacturer
• Selection process

• Toxicity
• SIRS, neutropenia, pulmonary
• Death
• Long-term immunologic changes?

• Cost

• Unique components
• Nonmyeloablative chemo
• HD IL2
• Cell infusions

• Patient Selection
• PS
• Pace, location of disease

Warner JITC 2024



Patient Selection

• Anticipated tolerance to 
conditioning and IL2

• Pace of disease

• Brain metastasis

• Bowel metastasis

• Renal function (GFR >40mL/min)

• Cardiac function
• EF >45%
• Ischemia evaluation if suspected 

and treat

• Pulmonary function
• Spirometry should be performed 

in these patients and diffusing 
lung capacity for carbon monoxide 
(DLCO) should be measured

• Patients with moderate to severe 
impairment, that is, DLCO<50%or 
<40%, 

• Recovered from prior therapy

• Prednisone of 10mg or less

Warner JITC 2024



Systemic therapy in Melanoma

• Choice of first-line therapy balances patient and treatment 
characteristics with no “one size fits all”

• Immune therapy should be favored when choosing between targeted 
and immune checkpoints due to likely survival advantage

• Tumor infiltrating lymphocytes are appropriate to consider in a select 
group of patients

• Clinical trials remain appropriate for all stages of disease therapy



Thank you

gdaniels@health.ucsd.edu


