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ACCREDITATION

This activity has been planned and implemented in accordance with the accreditation requirements and policies of the Accreditation Council for Continuing Medical Education through the joint providership of i3 Health and 
ANCO. In support of improving patient care, this activity has been planned and implemented by i3 Health and ANCO. i3 Health is jointly accredited by the Accreditation Council for Continuing Medical Education (ACCME), 
the Accreditation Council for Pharmacy Education (ACPE), and the American Nurses Credentialing Center (ANCC), to provide continuing education for the healthcare team.

Physicians: i3 Health designates this live activity 15 AMA PRA Category 1 Credits . Physicians should claim only the credit commensurate with the extent of their participation in the activity.
Physician Assistants: Physician Assistants, American Academy of Physician Assistants (AAPA) accepts certificates of participation for educational activities approved for AMA PRA Category 1 Credit  from organizations 
accredited by ACCME. Physician assistants may receive a maximum of 15 hours of Category 1 credit for completing this program.

Successful completion of this CME activity, which includes participation in the evaluation component, enables the participant to earn up to 15 Medical Knowledge MOC points in the American Board of Internal Medicine’s 
(ABIM) Maintenance of Certification (MOC) program.

Participants will earn MOC points equivalent to the amount of CME credits claimed for the activity. It is the CME activity provider’s responsibility to submit participant completion information to ACCME for the purpose of 
granting ABIM MOC credit. By providing this information, participants are agreeing to allow i3 Health to share this information with the ACCME.

INSTRUCTIONS TO RECEIVE CREDIT

An activity evaluation form will be distributed. To claim credit, you must fill out and submit the form at the conclusion of the program. Your certificate of attendance will either be mailed or emailed to you after your 
evaluations have been reviewed.

UNAPPROVED USE DISCLOSURE

This educational activity may contain discussion of published and/or investigational uses of agents that are not indicated by the FDA. The planners of this activity do not recommend the use of any agent outside of the 
labeled indications.

The opinions expressed in the educational activity are those of the faculty and do not necessarily represent the views of the planners. Please refer to the official prescribing information for each product for discussion of 
approved indications, contraindications, and warnings.

DISCLAIMER

The information provided at this CME activity is for continuing education purposes only and is not meant to substitute for the independent medical/clinical judgment of a healthcare provider relative to diagnostic and 
treatment options of a specific patient’s medical condition.
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1. Case 1 – Neoadjuvant therapy 
2. Case 2 – Stage II disease  
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Case 1 - HPI 

• 7/2024: Underwent shave biopsy c/w invasive melanoma, nodular type, 
Breslow 7.0 mm, Mitoses: 12/mm2, ulceration+, margins+ 

• 9/19/24: Underwent WLE on upper left back lesion with positive SLNB (1/1 
LN). FNA of the palpable axillary LN in wound bed also positive for 
melanoma. STAMP positive for BRAF V600E

7
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• 54yo M who presented in 6/2024 with a bleeding skin lesion on his 
upper back 

Case 1 - HPI 

• 10/17/24 PET/CT - Bilateral 
axillary nodal metastases, L>R

• 10/18/24 MRI brain negative 
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What would you recommend for treatment? 

A. Surgical resection only 

B. Surgical resection followed by 
adjuvant pembrolizumab

C. Neoadjuvant immunotherapy 
followed by surgery

D. Systemic therapy with 
ipilimumab/nivolumab 

6%

18%

50%

26%
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34

24th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 1 – Audience Question 

Case 1 - HPI 

• 11/19/24: C1 neoadjuvant ipilimumab/nivolumab 

• 12/10/24: C2 neoadjuvant ipilimumab/nivolumab
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Case 1 – Neoadjuvant therapy considerations 

12

24th Multidisciplinary Management of Cancers: A Case-Based Approach

Pros

• Tumor shrinkage with potential for 
simpler or less extensive local 
therapy, or elimination of local 
therapy

• Early assessment of tumor biology 
allowing for dynamic decision 
making 

• Elimination of micrometastases

Cons

• Prolonged time prior to local treatment 
during which local disease can grow, or 
regional or distant disease develops

• Adverse effects that postpone a 
potentially curative procedure

Case 1 – Neoadjuvant treatment studies 
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Blank CU, et al. (2024). Neoadjuvant Nivolumab and Ipilimumab in 
Resectable Stage III Melanoma. NEJM, 391(18), 1696-1708.

ReferenceKey FindingsTreatment RegimenTrial

NEJM, 2023Improved event-free survival rates compared to 
adjuvant pembrolizumab 

Neoadjuvant 
Pembrolizumab

SWOG S1801  

NEJM, 2024Improved event-free survival rates compared to 
adjuvant nivolumab  

Neoadjuvant Ipilimumab 
+ Nivolumab

NADINA  
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Case 1 – S1801 Study Schema: Neoadjuvant vs 
adjuvant IO in cutaneous melanoma  

14
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Blank CU, et al. (2024). Neoadjuvant Nivolumab and Ipilimumab in 
Resectable Stage III Melanoma. NEJM, 391(18), 1696-1708.

1:1 randomization 
Resectable 
stage IIIB-IV
clinically 
assessable
melanoma

Adjuvant 
Arm

Neoadjuvant 
Arm

Surgery

Surgery

18 cycles pembrolizumab  
200 mg IV q3 wk

3 cycles 
pembrolizumab 

200 mg IV q3 wk

15 cycles 
pembrolizumab 200 

mg IV q3 wk

Primary endpoint: Event-free survival

• Additional criteria: strata included AJCC 8th ed. stage and LDH, adjuvant radiation allowed, concomitant radiation & 
pembrolizumab was not allowed, brain metastasis excluded, uveal melanoma excluded

• Surgery type and extent was required to be pre-specified and carried out regardless of radiologic response to therapy

radiographic assessment

(scans) 

Adapted from Sapna 
P. Patel, MD

Case 1 – S1801 trial

15
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Patel SP et al. N Engl J Med 2023;388:813-823

72%

49% 
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Case 1 – NADINA trial 
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24th Multidisciplinary Management of Cancers: A Case-Based Approach

Blank CU, et al. (2024). Neoadjuvant Nivolumab and Ipilimumab in 
Resectable Stage III Melanoma. NEJM, 391(18), 1696-1708.

Adapted from Christian U. Blank, MD PhD

Case 1 – Event-free survival in the NADINA trial 
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Blank CU, et al. (2024). Neoadjuvant Nivolumab and Ipilimumab in 
Resectable Stage III Melanoma. NEJM, 391(18), 1696-1708.
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Case 1 - HPI 

• 1/8/2025 PET/CT: Decreased size/activity of axillary 
lymph nodes 

• 1/16/25: L axillary lymph node dissection
• Fibrosis and nodular aggregates of pigmented macrophages 

and necrotic tumor consistent with melanoma (completely 
regressed with treatment effect), metastatic to 12/17 lymph 
nodes

• Largest tumor deposit size: 3.3 cm 
• Location: Subcapsular and intraparenchymal
• Extracapsular extension: Present

18

24th Multidisciplinary Management of Cancers: A Case-Based Approach

Case 1 – Panel Discussion 

• What are surgical considerations when evaluating resectability before 
and after neoadjuvant treatment?  

• Is there utility to clipping the site of disease? 

• If there is a good response to neoadjuvant therapy, what are your criteria for 
determining whether resection is still indicated? 

19
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• What are considerations from the pathology perspective regarding the 
identification and processing of specimens related to neoadjuvant 
therapy? 
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24th Multidisciplinary Management of Cancers: A Case-Based Approach

SOX10

Histology of Largest Lymph Node

Case 1 – Panel Discussion 
• Most adjuvant/neoadjuvant studies use EFS as a primary endpoint rather 

than OS. Do you think this is an appropriate endpoint? 

• What are considerations when deciding between single agent versus 
combination therapy for neoadjuvant treatment? 

• If a patient has a mixed response after initial neoadjuvant therapy, what 
are the next steps (e.g. continuing treatment, increasing to full dose 
ipi/nivo, or viewing as pseudoprogression)? 

21
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Case 1 – Summary
• Neoadjuvant therapy carries benefits including the potential for 

less extensive local therapy and earlier treatment of 
micrometastases, but may carry the risk of loss of local control if 
surgery cannot be done after neoadjuvant therapy  

• The NADINA and S1801 trials show improvement in EFS with 
neoadjuvant immunotherapy when compared to adjuvant 
immunotherapy 

22
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Case 2  
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Case 2 – HPI 
• 80yo M presented in 2/14/24 with a worsening skin lesion on 

his left chest 

• 1/12/24 – Skin biopsy: Invasive melanoma, nodular type, 
Breslow at least 1.8 mm, Mitoses: 6/mm2, Ulceration present, 
positive peripheral and deep margins (outside hospital) 

• 2/14/24 - Repeat biopsy at Stanford: Invasive melanoma, 
nodular type, Breslow at least 4.1 mm, Mitoses: 7/mm2, 
Ulceration absent, Positive peripheral and deep margins  

24
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Case 2 - HPI 

• 3/14/24: Underwent WLE with updated Breslow of 8.0 mm and 
BRAF IHC neg. Attempted SLNB but lymph nodes did not map 

• 4/16/24: PET/CT and MRI brain were negative for metastatic 
disease 

25
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What would you recommend for treatment? 

A. Surveillance with Dermatology

B. Surveillance with imaging 

C. Offer adjuvant anti-PD1 
monotherapy

D. Offer adjuvant targeted 
therapy 

3%

13%

82%

3%

010
38
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Case 2 – Audience Question 

Case 2 – Panel Discussion 

• What information do you want to know when deciding whether 
or not to pursue adjuvant therapy?  

• What do you consider to be high risk factors that might lead 
you to opt for or against adjuvant therapy? 

• How often would you recommend doing surveillance scans for 
a Stage II cutaneous melanoma patient?  

28
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Case 2 - HPI 
• 8/21/24 L axilla US: Suspicious 0.7 cm x 0.5 cm lymph node, 

s/p core biopsy c/ melanoma 

• 9/17/24 PET: s/p L axillary LN biopsy with possible small ill-
defined residual lymph node demonstrating faint uptake. No 
distant metastatic disease 

• 10/1/24 L axillary image guided lymph node removal: One 
lymph node positive for metastatic melanoma by histology and 
immunohistochemistry (1/1)

29
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Case 2 – Panel Discussion 

• Now knowing that he had progression with nodal metastatic 
disease, would you have approached his initial treatment 
differently? 

• What would you recommend now? 

30
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Case 2 - HPI 

• 11/19/24 Started adjuvant pembrolizumab q6 weeks

31
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Case 2 - HPI 

• 12/31/24: Presented prior to C2 pembrolizumab with elevated 
troponin of 2112  
• EKG: No concern for MI 
• TTE: LVEF 29% iso known HFrEF. Decreased RVSP and larger RV 

compared to prior TTE in 2/2024 
• NT-proBNP 6,648 (previously 7,445 in 4/2024)
• CK, CRP, ESR wnl
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Case 2 – Panel Discussion

• What is your level of clinical concern for a possible irAE?

• What are your next steps for diagnostic workup? 

• At what point do you start steroids if you suspect cardiotoxicity, 
and what is your approach to management? 

33
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Case 2 – ASCO guidelines for ICI cardiotoxicity 
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Schneider BJ, et al. (2022). Cardiovascular Toxicity of Immune Checkpoint 
Inhibitors: A Guide for Clinicians. J Clin Oncol. 40(3):315. 
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Case 2 –Triple M overlap syndrome 

35
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Raschi E, et al. (2023). Cardiovascular Toxicity of Immune Checkpoint 
Inhibitors: A Guide for Clinicians. Drug Saf. 46(9):819-833. 

Case 2 - HPI  

• 12/31/24: Admitted due to concern for ICI-associated vs 
viral myocarditis in setting of recent URI (productive cough, 
rhinorrhea)

• Infectious workup: Respiratory viral panel, HIV, hepatitis, quantiferon
negative 

• Started on solumedrol 1g x 4, followed by pred taper 
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Case 2 – Summary

37
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• The decision regarding whether to pursue adjuvant therapy in early stage 
disease is a multidisciplinary discussion involving surgery, pathology, and 
medical oncology

• Patients on immunotherapy should be closely monitored for irAEs; current 
ASCO guidelines provide helpful parameters for monitoring and managing 
irAEs

• Any case involving suspicion for myocarditis, myasthenia gravis, or myositis 
should include workup for the other “M” in triple M overlap syndrome
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Case 3  

39
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Case 3 - HPI  
54yo F presented in 2021 with palpable inguinal lymphadenopathy

• History of Stage IIA melanoma in 2015, treated by WLE and with negative 
SLNB 

• 1/3/2022: Biopsy of left groin LN confirmed metastatic melanoma 
• BRAF wild-type 

• 1/14/2022 CT CAP: 2.2cm left inguinal lymph node, no other evidence of 
metastatic disease  
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Case courtesy of Dr. Amanda Kirane
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Case 3 - HPI  
• Enrolled in SWOG S1801 trial: Randomized to adjuvant arm, 

underwent ILND with single positive lymph node on 2/17/22

• 3/2022-11/2022: Continued with adjuvant pembrolizumab x 8 
cycles

• 11/2022: Presented with cutaneous recurrence near inguinal 
incision  

• 12/2022-4/2023: Underwent 8 cycles of TVEC + pembrolizumab

41
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Case courtesy of Dr. Amanda Kirane

Case 3 - HPI  
• 2/2023: CT revealed a 1.5 cm left external iliac node, 

confirmed to be melanoma on FNA 

• 6/2023: Underwent left Iliac dissection 

• 6/7/23-11/1/23: Adjuvant pembro x 7 cycles 

42
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Case courtesy of Dr. Amanda Kirane
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Case 3 - HPI  

• 10/2023: PET/CT showed new 
abdominal masses measuring up to 
2.2 cm with subsequent 11/2023 
FNA path consistent with melanoma 

• 11/22/2023-1/24/2024: Ipi/Nivo x 4 
cycles c/b irAE colitis and 
progression of disease on CT 

43
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Case courtesy of Dr. Amanda Kirane

Case 3 – Panel Discussion 

• What is your next step in management?

• In what order of preference do you think about therapies for 
checkpoint-refractory melanoma?  

44

24th Multidisciplinary Management of Cancers: A Case-Based Approach

43

44



3/11/2025

22

Case 3 – TIL overview 
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Courtesy of Amod Sarnaik, MD, H.Lee Moffitt Cancer Center, Tampa, FL. 
Presented at 2020 ASCO. 

Case 3 – TIL trial (C-144-01) for PD-1 refractory melanoma

46
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Slide courtesy of Dr. Allison Betof Warner 
Sarnaik et al. SITC 2022
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Case 3 – TIL trial for PD-1 refractory melanoma

47
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Slide courtesy of Dr. Allison Betof Warner 
Chesney et al. SITC 2022

Median DOR: NR (8.3, NR)

Median OS: 13.9 mo (10.6, 17.8)

ORR: 31.4%
DCR: 77.7%
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Case 3 – TIL Clinical Trial   
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Slide Courtesy of Dr. Allison Betof-Warner 
Rohaan et al. NEJM 2022 

Case 3 – TIL Clinical Trial   
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Slide Courtesy of Dr. Allison Betof-Warner 
Rohaan et al. NEJM 2022 

Progression-Free Survival
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Case 3 – Real world TIL eligibility  

51
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• Inclusion criteria: 
• Unresectable stage IIIC or IV melanoma that progressed after standard 

therapies; ECOG status of 0 or 1, adequate organ function (hematologic, 
hepatic, renal), at least one resectable lesion over 1.5 cm 

• Exclusion criteria: 
• Active systemic infection, autoimmune disease, significant cardiovascular 

condition, concurrent malignancies, pregnancy, active/symptomatic brain 
metastases, high dose steroids, age < 75 yo

Case 3 – Panel Discussion

• What are surgical criteria for obtaining viable TIL samples? 
Would you consider expanding the current TIL eligibility criteria? 

• What are pathologic considerations in harvesting and analyzing 
TIL samples? 

52
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Case 3 – Panel Discussion

• What are oncologic criteria that should be used to determine TIL 
eligibility?

• Should patients who have irAEs receive TIL therapy? 

• Do you use bridging therapy while waiting for TIL production, and 
if so, what bridging options would you consider, or avoid?

53
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Case 3 - HPI  
• 4/12/24: Underwent TIL harvest  

• 5/22/24: Completed palliative radiation to left thigh, 20 Gy post-resection 

• 5/2024 CT CAP: Disease progression with new and enlarging proximal 
left lower extremity and abdominal wall intramuscular metastases 

• 7/2024: Repeat TIL harvest as prior sample was out of spec. Received 
palliative radiation to abdominal/inguinal masses

54

24th Multidisciplinary Management of Cancers: A Case-Based Approach

Case courtesy of Dr. Amanda Kirane
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Case 3 - HPI  

• 7/11/24: Received single dose of nivolumab/relatlimab as 
bridging therapy

• 8/16 - 9/02/24: Received TIL 

• 12/2/24: PET/CT and MRI brain showed complete response 
(12 weeks after TIL)
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Case courtesy of Dr. Amanda Kirane

Case 3 – Panel discussion   

• Should TIL be offered earlier in the disease course when 
patients have a higher performance status, or is it better 
reserved as an option after multiple lines of therapy have 
failed? 
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Case courtesy of Dr. Amanda Kirane
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Case 3 – Summary 

• TIL is an emerging therapy option for checkpoint inhibitor-
refractory advanced melanoma that offers superior response rates 
compared to other treatment strategies including immunotherapy

• There are multiple considerations for TIL candidacy including 
accessibility of resectable tumor tissue, age, performance status,  
brain metastases. 

57

24th Multidisciplinary Management of Cancers: A Case-Based Approach

Thank You!
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