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TIL for PD-1 Refractory Melanoma

• Background

• TIL procedure

• Efficacy

• Practical considerations
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• 49% overall survival at 6.5 
years with ipilimumab and 
nivolumab

• 34% overall survival at 5 
years with dabrafenib and 
trametinib

• Despite improvements in 
overall survival many patients 
develop refractory disease

Overall survival in melanoma

Front Oncol. 2022; 12: 880876.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9066268/
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Clinical Scenario

47 year old male with metastatic melanoma has multiple lung lesions. He 
was initially treated with ipilimumab and nivolumab. He now has 
progression. He is BRAF WT. ECOG PS is 0. What would you treat him 
with?
1. nivolumab and relatlimab
2. clinical trial
3. TIL
4. carboplatin and paclitaxel
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• RELATIVITY-0200 
   Nivolumab and relatlimab

• Patients had progressed on PD-
1 or PD-1/CTLA-4

• Objective response rate 12%

• PFS at 6 months was 20 
percent

Options after progression

J Clin Oncol. 2023 May 20;41(15):2724-2735.
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Clinical need

• Patients who are BRAF WT and progressed after ipilimumab and 
nivolumab

• Patients who are BRAF mutated and progressed after ipilimumab and 
nivolumab and BRAF/MEK inhibitors
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Tumor Infiltrating Lymphocyte (TIL) therapy

https://www.cancer.gov/news-events/cancer-currents-blog/2024/fda-amtagvi-til-therapy-melanoma
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Lifileucel

• Commercial autologous TIL product

• FDA approved in February 2024

• Phase III trial of 168 patients randomly assigned to receive TIL versus 
ipilimumab
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Lifileucel- Phase III eligibility

• Stage IIIC unresectable or stage IV metastatic melanoma

• Progression on at least one prior line of therapy (excluding ipilimumab)
• 24% adjuvant anti PD-1
• 62% first line anti PD-1

• 1 or more resectable lesions collectively 2 to 3 cm in size

• Serum LDH ≤ 2 times the upper limit of normal

N Engl J Med 2022;387:2113-2125
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Lifileucel

• Nonmyeloablative lymphodepleting regimen with cyclophosphamide (60 
mg/kg) for 2 days then fludarabine (25 mg/m2) for 5 days

• One dose of lifileucel (5 x 109- 2 x 1011 TILs)

• IL-2 (600,000 IU/kg) every 8 hours for up to 15 doses
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• PFS 7.2 vs. 3.1 months

• OS 25.8 vs. 18.9 months 
• (HR for death 0.83; 95% CI 

0.54-1.27)

Tumor Infiltrating Lymphocyte Therapy (TIL)

N Engl J Med 2022; 387:2113-2125
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Outcomes

• ORR 49 vs. 21 percent

• CR 20 vs. 7 percent

• PR 29 vs. 14 percent



13Winship Cancer Institute | Emory University

• Grade ≥ 3 adverse events 
occurred in 100 versus 57 percent 

• All patients receiving TIL had grade ≥ 
3 neutropenia

• Median duration of 7 days

• 30% patients had capillary leak 
after TIL

• 10% of patients required ICU care 
after TIL

• 1 patient receiving TIL died, but 
death was felt to not be related

Adverse Events
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Quality of life
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Longer term data with TIL

• In heavily pretreated patients OS at 4 years was 47 percent in 
responders

• Median DOR was not reached

Annals of Oncology (2023) 20 (suppl_1): 100589-100589. 10.1016/iotech/iotech100589
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Practical considerations with TIL

• Many patients who have been pretreated may not have a good PS

• ECOG performance status of 0 or 1

• No major cardiac or pulmonary issues

• Must have sufficient tumor volume that can be resected
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Practical considerations with TIL

• Time to make the product

• What is the best bridging therapy?

• Cost and insurance authorization

• Must live or stay within clinic area for 30 days after treatment
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Conclusion 

• TIL should be considered in patients that are PD-1 and BRAF (if 
mutated) inhibitor refractory who have an excellent performance status

• Patient selection is important in helping patients receive timely 
treatment


