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Learning Objectives

• Discuss some current clinical trials for unmet needs in melanoma and non-
melanoma skin cancer.

• Be able to identifying appropriate patients for tumor-infiltrating lymphocyte 
therapy in melanoma.

• Understand the role of neoadjuvant therapy for patients with non-melanoma skin 
cancer.



Disclosures

• None

• Local investigator on clinical trials

• Professor of medicine UC San Diego

• Staff physician VAMC San Diego



Frontline Unresectable Melanoma

Tawbi JCO 2024 Wolchok NEJM 2024



Many Open Fundamental Questions

• Can we identify patients better?

• How long to treat?

• Which is the best frontline therapy?

• What to do after progression on first-line therapy?



Beyond First-line

First-line Subsequent Approximate RR References

CTLA4/PD1 PD1/LAG-3 10% Acierto JCO 2023

TILs 30% Chesney JITC 2022

PD1/Lag3 CTLA4/PD1 10% NEJM editorial 2022

TILs 30% Chesney JITC 2022

PD1 CTLA4/PD1 30% Olson JCO 2021

Lag3/PD1 10% Acierto JCO 2023

TILs 30% Chesney JITC 2022

Many holes in the data above which is why I list approximate RRs



Adoptive Transfer of Autologous T cells with IL-2



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-infiltrating lymphocytes are 
expanded and infused back into the 
patient

• IL-2 to tolerance

MH Geukes Foppen Mol Onc 2015



TIL Background

JITC 2022 Chesney



TIL Background

JITC 2022 Chesney NEJM 2022 Rohaan



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%). 





TILs takes a team and processes

UCSD is an Authorized Treatment Center (ATC)

TIL coordinator
Stem cell lab
Finance
Cell Regenerative team
Administration

Surgery
Medical oncology
Social Work
Pharmacy
Nursing



Who is the correct patient for TILs?

• Minimum of 15x15x15mm lesion(s) for resection AND another site of 
residual disease

• Progressive disease 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



TIL Referrals

• Consider referral after PD1 progression
• Can be seen while on second-line
• Do not need to progress on BRAFi for a referral

• Work-up to consider prior to referral/first visit
• PET/CT and MRI brain within 30 days
• Echocardiogram and pulmonary function tests within 90 days

• TIL coordinators: Leah Marquardt, Edison Go-Soco

• 858-822-6100



Intralesional injections

• TLR agonists

• SRS

• Oncolytic virus

• STING agonist

• Cytokine

• etc



Combination of IT therapy and checkpoints

• Talimogene Laherparepvec in 
Combination With 
Pembrolizumab Versus 
Pembrolizumab 

• Talimogene Laherparepvec in 
Combination With Ipilimumab 
Versus Ipilimumab 

Chesney JCO 2018Chesney JCO 2022

Immune therapy naive Zero to one prior line of therapy



Wong ASCO 2024

VUSOLIMOGENE ODERPAREVEC (RP1)

rHSV-1hGM-CSF/GALV-GP R-





Right around the corner—ASCO 2025



Non-Melanoma Skin Cancer



Disclosures

• Consulting: Regeneron
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• Staff physician VAMC San Diego



Pilot Neoadjuvant PD1 in CSCC

Ferrarotto et al. Clin Cancer Res. 2021



Phase II Neoadjuvant PD1 in CSCC

• Patients with resectable Stage II, III, or IV (M0) CSCC
• Up to 4 doses of cemiplimab
• Primary endpoint was pCR
• 51% pCR, 13% MPR

Gross et al. NEJM. 2022



Neoadjuvant PD1 in CSCC



Neoadjuvant PD1 in CSCC



Neoadjuvant PD1 in CSCC

• 58 yo male with a Stage III (AJCC T3) CSCC of the scalp 

4 cycles of 

cemiplimab



Post surgery

• Given pCR, no adjuvant therapy was recommended

• Doing well with no recurrence

FINAL PATHOLOGIC DIAGNOSIS: 

A: Excision tumor scalp: 

-Skin with chronic inflammation, giant cell formation 

and scar consistent with prior procedure. 

-No residual squamous cell carcinoma identified.



Definitive Primary Approach with PD1

• 83 yo male with a large fleshy CSCC of the scalp, ECOG 3-4

• Did not tolerate awake Mohs, cannot remain still for radiation

5 cycles of 

cemiplimab



Definitive Primary Approach with PD1

Treated for additional 6 months beyond CR

Not based on any robust data

Rechallenge concerns



Definitive Primary Approach with PD1

78 yo male with Parkinson’s disease, ECOG 3, CR after 4 cycles of cemiplimab

Received an additional 5 cycles (3.8 months) before stopping for psychiatric issues



Primary Immunotherapy Monotherapy 
(PRIMO) in Locally Advanced CSCC



Slide 5



Clinical Practice Considerations

• Neoadjuvant PD1 in CSCC
• Select T3 or higher 

• Recurrent disease

• Node positive

• In-transit metastases should be considered for definitive PD1

• All unknown primary SCCs should be sequenced at the time of 
biopsy



Neoadjuvant PD1 in High-risk Resectable BCC

• Phase 2 study of Neoadjuvant Opdualag vs Nivolumab (NEON)

• Randomized 2:1

• High-risk BCC defined as 2.0 cm or greater in H&N region or 
BCC that is 4.0 cm or greater for trunk/extremities

• Technically resectable but at increased risk for cosmetic 
disfigurement, functional deficits, poor oncologic control, or 
anticipated to require extensive skin grafting or free flap 
reconstruction

• Open to enrollment



Solid Organ Transplant and Skin Cancers

• >46,000 transplants in 2023
• 8.7% increase over 2022

• >100,000 on the waiting list 

• Incidence of skin cancers
• Related to intensity and duration of 

immune suppression

• Rates vary by agent

• NMSC rates vary

Skin Tumors Standard Incidence Ratio

Squamous Cell 65-250

Merkel Cell 24

Basal Cell 10

Melanoma 5

Risk increases exponentially for CSCC over 

time from transplant



Conundrum

• Risk of graft loss ranges 40-80%

• No alternative for graft replacement except for kidney

• What is needed to maintain the graft?

• Can you separate tumor response from graft preservation?



Immunotherapy + Low-dose Immunosuppression

Nivolumab + tacrolimus + prednisone +/- ipilimumab for kidney SOTR with advanced skin cancers 

Learning points:

• Can follow dd-cfDNA to predict 

kidney rejection

• Nivolumab alone is not enough

• Addition of ipilimumab can help

• Tacrolimus and prednisone was 

insufficient to prevent graft 

rejection

Schenk et al. JCO. 2024



ETCTN 10614 

A Phase 2 Study of 
Nivolumab and Ipilimumab 
in Combination with 
Sirolimus and Prednisone in 
Kidney Transplant 
Recipients with Selected 
Unresectable or Metastatic 
Cutaneous Cancers



• sjp047@health.ucsd.edu

• gdaniels@health.ucsd.edu

Thank you


