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Learning 
Objectives

Neoadjuvant surgical considerations regarding 
extent and timing of tumor resection

Understanding which immune therapy to 
choose for neoadjuvant treatment

What are the options for therapy beyond PD1 
based treatments in advanced melanoma

Evaluation of patients for tumor infiltrating 
lymphocyte therapy, surgical considerations for 
tumor infiltrating lymphocyte tumor harvest



40 y/o with an Axillary Mass

• 7/25: Palpable mass in LEFT axilla, 
intermittently painful, progressively 
enlarged to the size of a walnut 

• 12/9/25: LEFT axillary US with 3.1cm 
lymph node 

• 12/11/25: Biopsy =melanoma 
• 1/21/26: MRI brain with NED
• 1/28/26: PET CT with LEFT axillary 

intense metabolic activity, no other sites 
of disease

Best next step for this patient?

A. NGS directed therapy
B. Neoadjuvant PD1
C. Neoadjuvant PD1/CTLA4
D. Surgery followed by adjuvant 

therapy



Two Cycles of Ipilimumab/Nivolumab

• 3/10/26: C1D1 ipi 1/ nivo 3
• 3/30/26: LN reduced in size, reported 

some rash, involving <10% BSA, 
managed with topical steroid and 
proceeded with C2D1 ipi 1/ nivo 3

• 4/15/26: General surgery, 
recommended CT chest to confirm 
no other nodes involved; if not, will 
proceed with surgical excision of L 
axillary index node after completion 
of 2 cycles of IO



Melanoma Specific Survival Stage III (risk)

MSS =the time between the date of primary diagnosis of stage III cutaneous melanoma and the date of death from melanoma

Keung Expert Rev Anticancer Ther . 2018Garba J Clin Oncol 38:2543-2551



Questions

What are the considerations regarding 
the extent of lymph node dissection?

How long after neoadjuvant therapy 
should one wait to do surgery?

Do you commonly mark the index 
lymph node?

What is the optimal neoadjuvant 
therapy?

What are some considerations in 
choosing which therapy?



Blank EJC 2025

Early Neoadjuvant Trials

MPR=
Major Pathologic Response



Slide 10



Neoadjuvant Therapy Associated with 
Improved Outcomes

Eggermont NEJM 2022
Blank EJC 2025



Blank EJC 2025

OpACIN and PRADO Trials



Blank EJC 2025 Blank Jama Surgery 2022

Index Lymph Node Appears to Predict Overall 
Nodal Response

Outcomes for patients with MPR



Neoadjuvant Trials
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Event-Free survival

NADINA neo Ipi1/nivo3 +/- adj nivo v adj nivo SWOG Pembro neo and adj v adj Pembro

Included about 10% stage IV disease



Confirmed that patients with MPR (majority of patients) 
do not need additional adjuvant therapy

Pathologic not responders need something else

Grade >3 was higher in the neoadjuvant group

OS comparison pending
Did not compare to neoadjuvant PD1 (SWOG 1801)
Did not report grade 2 (ie-thyroid dysfunction, adrenal)

Blank NEJM 2024

Confirmation Pathologic Response Predicts Outcome*

* For PD1/CTLA4 based therapy





Lymph Node Dissection

Complication ALND ILND

Wound infection 15% 20-45%

Wound dehiscence 3% 20%

Lymphocele 15% 20-35%

Lymphedema 5-10% 20-25%



• Index LN often is/becomes non-
palpable with NA treatment, need to 
localize LN intraoperatively
• This is often done after initial LN biopsy
• Best evaluated by surgeon 

preoperatively to determine if 
necessary

• Techniques largely developed for breast 
cancer localization

Surgical Considerations with Neoadjuvant 
Treatment for Stage III Melanoma



• Index LN localization techniques
• Wire: not practical

• Radar: Savi Scout; most commonly used

• Magnetic: Memaloc

• Ultrasound: UltraCor Twirl, HydroMARK; degrades, most 
difficult to identify

• Radioactive: IsoSeed, decays, uses available equip., must 
remove

Surgical Considerations with Neoadjuvant 
Treatment for Stage III Melanoma



• Is Index LN excision enough?
• MSLT-3

Surgical Considerations with Neoadjuvant 
Treatment for Stage III Melanoma



Morpheus trial

Long Nature Med 2025



Efficient Testing of Novel Agents

Long Nature Med 2025



Translational Platform

Long Nature Med 2025



Neoadjuvant Therapy Advantages

• Opportunity to decrease surgical interventions.
• Total LN dissection v Index node
• Still waiting for prospective randomized trial

• Opportunity to decrease systemic therapy.
• Patients with MPR do well without additional adjuvant therapy
• This is for patients who have had Ipilimumab/Nivolumab

• Improved outcomes for pathologic complete responders.
• Platform to test novel therapies—window of opportunity trials.
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50 y/o with Metastatic Melanoma

• 2023-WLE and SLN for T3aN1a 
cutaneous melanoma of the 
back

• Treated with adjuvant 
Pembrolizumab for 4 months. 
Stopped early due to move

• Six months later with biopsy=in 
transit recurrence



Skin and LN Involvement

• BRAF V600E, TMB 4mut/MB Therapy options
A. Dabrafenib/Trametinib*
B. Ipilimumab/Nivolumab
C. Opdualag
D. Pembrolizumab or 

Nivolumab
E. Tumor Infiltrating 

Lymphocytes

* Or other FDA approved BRAF/MEK combination



Checkmate 067 

Wolchok NEJM 2024



Progressed AND Toxicity with PD1/CTLA4

• Ipi3/Nivo1 x 3 cycles
• Limited by hepatitis
• Required prednisone/mycophenolate
• Ultimately developed adrenal 

insufficiency

• Transitioned to BRAFi
• Response
• Stopped after 2 months

• TVEC (Talimogene Laherparepvec)
• Progressed in the brain and skin

Options for PD1 refractory disease
A. Clinical trial
B. TILs
C. Opdualag
D. Resume BRAF inhibitor
E. Radiation



Adoptive Transfer of Autologous T cells with IL2



Background TILs

• Tumors are resected
• Fragments are cultured with 

interleukin-2 (IL-2)
• Tumor-infiltrating lymphocytes exit the 

tumor 
• Hyperstimulated and expanded 

• Patients undergo nonmyeloablative 
lymphodepletion.

• Tumor-infilitrating lymphocytes are 
expanded and infused back into the 
patient

• IL-2 to tolerance

MH Geukes Foppen Mol Onc 2015



TIL Best Response

JITC 2022 Chesney



TIL Outcome Duration in PD1 Refractory Patients

JITC 2022 Chesney NEJM 2022 Rohaan



TIL Toxicity

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%). 



Who is the Correct Patient for TILs?
• Minimum of 15x15x15mm lesion(s) for resection AND another site of 

residual disease
• Progressive diseases after PD1 based therapy and BRAFi therapy if class 

1 mutated (or intolerant)
• ECOG=0 to1 
• Normal/near normal kidney, liver, heart and lung function
• NO active brain metastasis (stability AFTER treatment must be 

demonstrated)
• Rapidly progressive disease are NOT good TIL candidates



Therapy Components

• Cyclophosphamide
• 60mg/kg, days -7 and -6
• Mesna 60mg/kg IV over 24 hours

• Fludarabine
• 25mg/m2, days -7 to -3

• Lifileucil
• Day 0 (at least 24 hours post 

chemotherapy)
• 1cc/min, titrate up to 10cc/min

• IL2
• 600,000IU/kg
• Bolus over 15 minutes
• Up to 6 doses per stopping criteria
• Start 3 to 24 hours after cell 

infusion
• G-CSF

• Day 1
• Until ANC >1000

Betof Warner JITC 2024 



TILs Takes a Team and Processes

UCSD as Authorized Treatment Center

TIL coordinator
Stem cell lab
Finance
Cell Regenerative team
Administration

Surgery
Medical oncology
Social Work
Pharmacy
Nursing





Post-surgery Pre-TIL

• CRM review
• Team review
• Admission plan
• Conditioning inpatient v 

outpatient

• Restaging
• CT CAP (measurable disease)
• MR brain (if not done in the last 3 

months or history of brain 
lesions)

• Bridging therapy
• Targeted therapy
• Other

Betof Warner JITC 2024 



Post Hospital Care

Discharged when:

• ANC is >500 cells/mm or 
trending to >500 cells/mm3 in 
next 24 hours

• Afebrile for 24 hours after 
stopping intravenous antibiotics 
and fluconazole (~7–10 days 
post TIL infusion). 

• Platelet counts should be >20 
000/mm3 independent of 
transfusion. 



Questions

If TIL are not for everyone, what other 
options would you consider?

What are the surgical considerations 
for TIL therapy?

If a patient had toxicity with immune 
checkpoints, can they have TILs?

What other cell products are in 
development?
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• jbaumgartner@health.ucsd.edu

• gdaniels@health.ucsd.edu

Thank you

mailto:gdaniels@health.ucsd.edu
mailto:gdaniels@health.ucsd.edu
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