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Disclosures

• None

• I will be discussing non-FDA approved 
treatments. I will indicate this at the time of 
the slide.



Learning objectives

• Become familiar with the application of 
approved immune therapies in clinical care

• Appreciate the challenges to develop the 
“best” treatment plans with respect to 
outcomes and anticipated adverse events

• Understand the limits of our understanding 
utilizing case-based discussions and pose 
future directions for care.



Case
CHIEF COMPLAINT: Resected stage IIIA (pT4aN2aM0) cutaneous melanoma of the RIGHT shoulder 
with local recurrence. 

Foundation : BRAF V600E, CTNNB1, CDKN2A/B, TERT

Pathline: PDL1 tumor cells NEGATIVE

ONCOLOGY HISTORY: 56 y/o woman with a RIGHT shoulder melanoma. 

9/14-Increase in size of a long standing mole and darker.

2/26/14-Shave biopsy = 1.77 mm deep nevoid-type melanoma with no ulceration, with 10 
mitoses/mm2 and positive deep and peripheral margin

3/26/15-WLE and SLN 

A: Skin, right shoulder, wide local excision 4.5mm nodular -Malignant melanoma, pT4aN2a, with 
clear margins.

B: Sentinel lymph node, right supraclavicular, biopsy-Metastatic melanoma in one of two lymph 
nodes (1/2).

C: Additional sentinel lymph node, right supraclavicular, biopsy-Metastatic melanoma in one of 
one lymph node (1/1).

6/9/15-LLND RIGHT neck negative

12/4/15-Excisional biopsy of recurrent melanoma at prior site of tumor with 1cm gross margins

A: Right chest wall, mass, excision-Recurrent malignant melanoma, multifocal, see comment.-
Tumor present at inferolateral and superior margins.

B: Right chest wall, additional medial margin, excision-Benign fibroadipose tissue.

1/15/16-Another firm nodule deep to her RIGHT anterior chest wound, as well as a blue bruise-
colored nodule more inferiorly, but also near the wound. 

2/12/16-PET

Focal increased activity is present in the right anterior shoulder in the region of previous resection. 



What is the next best treatment 
option?

• Re-resection, adjuvant Rx

• BRAF/MEK

• Immune Modulation

• HD IL2

• Ipilimumab

• Pembrolizumab or 
Nivolumab

• Ipilimumab and Nivolumab

• Talimogene laherparepvec



Adjuvant and Targeted Therapy

• HD IFN

• Ipilimumab 10mg/kg

• Clinical trial

SWOG 1404 amended to offer Ipilimumab as an option for IFN

Patients with CDKN2A 
mutations may do worse with 
targeted agents

Unclear if same mutation 
influences response to immune 
modulation 



The “Best” Choice

• Goals of care

– Symptom relief v long-term treatment free survival

– Maximize therapy options

• Treatment tolerability

– AE risk

– Infusion tschedule v oral med

• Interpretation of data

– Patient bias (what is important to patient?)

– Study endpoints and timing of results



Updated Results From a Phase III Trial of Nivolumab Combined With Ipilimumab in Treatment-naïve Patients With Advanced Melanoma (Checkmate 067)

Presented By Jedd Wolchok at 2016 ASCO Annual Meeting



CA209-067: Study Design   

Presented By Jedd Wolchok at 2016 ASCO Annual Meeting



Progression-free Survival by Tumor PD-L1 Expression

Presented By Jedd Wolchok at 2016 ASCO Annual Meeting



Glass Half Full or Half Empty

Checkmate 069-Phase 2 trial
2:1 Ipi/Nivo v Ipi

PFS and OS similar in patients 
who continued compared to 
discontinued.

Hodi ASCO 2016



Talimogene laherparepvec

HSV-1 (JS1 strain)
• Deleted for ICP34.5=more selective tumor replication
• Deleted for ICP47=more antigen presentation better growth
• Insertion of GM-CSF=?enhance immune response



Who is the correct patient for 
Talimogene laherparepvec?

Appears that front line and minimal disease are best candidates
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Case

Biosafety level 2



Case

• 1cc LD TVEC followed 3 weeks later by 1cc HD 
TVEC every two weeks

• Mild fever 1 to 2 days after injections

• T

Baseline3 month restaging



Endpoint for Response?

Daniels unpublished



Intralesional Therapy (Future)

• Single agents

– TLR (SD101), Viral (Herpes, 
Coxsackie)

– Intralesional v systemic

• Combination therapy

• Mechanism

– Neoadjuvant studies

– Turning “cold” to “hot”
tumor? Andtbacka ASCO 2016

Dynamics of tumor response in advanced 
melanoma patients treated with 
Coxsackievirus A21



Intralesional Therapy (Future)
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Case
Chief complaint: Remote history of RIGHT ocular melanoma 2007 with subsequent melanoma resected 
from the LEFT axilla 2011 now with progressive disease in the pancreas and lung. 

Foundation testing: GNA11 and myc amp (7/19/11 sample LEFT axilla)
Low positive PDL1 on tumor cells

Oncology History: 58 y/o woman with a history of RIGHT ocular melanoma. Briefly,
2006-Right eye "heavy feeling"
2/07-15x13x6mm choroidal melanoma.
4/07-Plaque therapy to RIGHT eye

6/2/11-Discovered lump under left axilla. Mammo normal, ultrasound with mass in the left axilla.
6/8/11-BIopsy=melanoma

Melanoma RF: NO melanomas in family, NO other related cancers. She is fair skinned and a personal 
history of ocular melanoma

7/19/11-CLND LEFT axilla 1/36 nodes positive. NO adjuvant therapy.

12/28/11-PET/CT-OK



Case

8/16/14-PET/CT RIGHT lung nodule 4mm
12/3/14-CT chest progression of RIGHT 
lung nodule 7mm RML

2/10/16-Feeling well except RIGHT sided 
back pain--pinching, intermittent. Some 
sweating on the neck at night. Weight 
stable. NO headaches. ECOG=1

2/25/16-PET/CT lung and pancreatic 
lesions

3/3/16-NO changes in health. Mild, 
intermittent RIGHT abdominal 
discomfort. NO radiation. Bowels normal, 
NO nausea. Weight stable. NO cough. NO 
fevers. ECOG=1

3/22/16-FNA of pancreatic 
mass=melanoma



What is the next “best” treatment 
option?

• MEK inhibitor

• Ipilimumab

• Pembrolizumab or 
Nivolumab

• Ipilimimab+Nivolumab

• Clinical trial



Ipilimumab (Melanoma)

Cutaneous Ocular

Wolchok JD Lancet Oncol 2010 Zimmer PLOS ONE 2015

Phase 2
53 patients from May 2011 to Sept 2012

“Ipilimumab has very limited clinical activity 
in patients with metastatic UM. Toxicity was
manageable when treated as per protocol-
specific guidelines.”



Radiation as Immune Adjuvant

• Abscopal Effect

– Effect of XRT on non-XRT 
lesions

• Combination?

– Ipililimumab

– IL2

– PD1

• Dosing? Tumor type? 
Site of XRT?



IL2 and Radiation

• Radiation
– SBRT 20Gyx1, x2, x3

– 3,5,7 days prior to IL2

• HDIL2
– 600,000IU/kg/8hours

– Up to 6 cycles

• Response
– CR= 6/12 per PET

– ORR= 8/12

Seung SciTransMed 4(137) 2012



Case

• 4/15/16-Ipi #1

• 4/27/16-XRT to pancreas 
– Dose/Fx (cGy): 660
– #Fx: 5 / 5
– Total Dose (cGy): 3,300
– End Date: 5/6/2016

• 5/13/16-Ipi #2
• 6/3/16 - Ipi #3
• 6/24/16-Ipi #4

Cutaneous melanoma



Case

2/25/16

14x12mm

7/20/16

17x15mm

Next “best” step?



Ipilimumab (future)

• Combination with other partners (the other side 
of Ipi/Nivo)

– Local injections, XRT

– Other check points

– Cytokines, vaccines

• Combination in other tumor types

• Toxicity modulation strategies

– Schedule and dosing

– Combination with other medications (GMCSF)

• Decreased use as single agent front line



Case

CHIEF COMPLAINT: Metastatic melanoma to skin, 
LN, liver and lung

Foundation :BRAF V600E, NRAS Q61K, PIK3CB 
E552K, TERT promoter -124C>T, PTEN loss, FAS 
loss, CDKN2A loss, CDKN2B loss 

ONCOLOGY HISTORY: 58 y/o woman with 
metastatic melanoma. Briefly,

7/2014-RIGHT index finger lesion shave bx = T3B 
breslow depth 2.5mm. 

8/2015 WLE and SLN 0/6 of right axilla=T4bN0. 
Adjuvant radiation to distal right finger over 15 
treatments.

12/2014-Right forearm lesion. 

2/26/15-CT CAP skin, LN, lung and liver
MR brain negative

ECOG=1

• What is the next best 
treatment option?

– Targeted agents

– PD1

– HD IL2

– Ipilimumab

– Ipi/nivo

– TVEC

– Clinical trial



Pembrolizumab Keynote 001?

Robert ASCO 2016 655 patients with 32 months median follow up



Pembrolizumab Keynote 001

Robert ASCO 2016

Grade 3/4 in 14% of patients



Case

• 3/16/15-Started on 
UCLA trial of 
pembrolizumab and 
darafenib/trametanib.

• 6/24/15 - MRI, CTCAP -
significant decrease

• 8/2015-DVT and placed 
on Rivaroxaban.

Ribas ASCO 2015 Keynote-022



Case

• 9/15-Progression of skin 
lesions

• 11/2015-
LGX818/MEK162.

• 1/8/16-CT CAP with mixed 
response

• 3/15/16-MR brain 
negative

• 3/15/16-CT CAP with 
progression diffusely in 
soft tissue, LNs and lungs

Johnson JCO 2014

Combined BRAF (Dabrafenib) and MEK Inhibition
(Trametinib) in Patients With BRAFV600-Mutant
Melanoma Experiencing Progression With Single-
Agent BRAF Inhibitor



What is the next best option?

• XRT

• Ipilimumab

• Ipilimumab+Nivolumab

• HD IL2

• Amputation

Hbg=5.6



Case

Ipi/Nivo x4

XRT to hand x 3fx



Case

• Treatment options?

– SRS

– WB-XRT

– Continue on to 
single agent PD1

– Resection

6-30-16 MR brain 5 lesions with largest 8mm

3-15-16 MR brain normal



Case

Chief complaint: Recurrent metastatic cutaneous melanoma.

BRAF: V600E

Oncology History: 43 y/o Caucasian man with locally recurrent cutaneous melanoma 
of the left LE. 

4/09-Dark lesion on the medial aspect of left knee
8/09-Changed in size
9/09-WLE. Spindle cell neoplasm4/09-Dark lesion on the medial aspect of left knee
8/09-Changed in size
9/09-WLE. “Spindle cell neoplasm”
10/09-2 'spots' appeared at the edge of the resection--punch biopsy=same tumor. NO 
further WLE, NO lymph node evaluation.
11/11-Noted swelling in the groin. NOT tender. NO fevers.
11/17/11-FNA=melanoma.

Melanoma RF: NO melanomas, NO related cancers



Case

• 12/23/11-LEFT groin dissection
– Four lymph nodes out of ten with metastatic melanoma (4/10). 

• 1/12-6/12-Adjuvant chemotherapy outside UCSD

• 3/22/13-LEFT groin dissection
– A: Groin, left, lymphadenectomy -Metastatic melanoma in two of six lymph nodes (2/6).

– B: Groin, left iliac region, lymphadenectomy -No evidence of malignancy in one lymph node (0/1).

– Addendum: Per patient request (via Dr. Bouvet), the largest metastasis measures 1.3 cm across, including an adjacent 
focus of extracapsular extension into perinodal fibrofatty tissue (slide A3).

• 3/25/14-PET/CT with LN and liver lesion

• 4/10/14-MR liver with a single liver lesion c/w metastatic disease

• 5/16/14-LEFT groin dissection, liver metastasis ablation (x2 in the RIGHT 
lobe)
– A: Lymph node, external iliac, excision -Metastatic malignant melanoma in one of one lymph node (1/1). 

– B: Lymph node, external iliac, excision -Metastatic malignant melanoma in one of one lymph node (1/1). 

– C: Lymph node, external iliac, excision -Metastatic malignant melanoma in five of five lymph nodes (5/5). 

– Addendum 5/23/14 for comment on extent of the tumor: The tumor shows extensive extra-nodal extension into 
surrounding adipose tissue. The largest metastasis measures 1.6 cm.



Case

• 9/5/14-PET/CT 
Compared with prior PET-CT 
5/5/2014, multiple new abnormal 
foci are present throughout the 
bones, including right scapula, left 
proximal humerus, ribs, pelvic 
bones and left proximal fibula. 
Multiple new foci are also present 
throughout the liver. Persistent 
focal activity is noted in the left 
pelvic sidewall lymph node. FDG 
PET imaging findings are 
compatible with progression of 
malignancy.



Case

9-5-14 10-27-14

New baseline with rapid progression



Case

• 11/10/14-C1D1 of Ipi+Nivo. IRB 14-
1407, CA209218 

• 12/3/14-Intermittent abdominal 
discomfort. Weight stable. NO fevers. 
Bowels normal. Mild itching. 
Working. ECOG=1. Deferred C2D1 
due to transaminitis AST=380

• 12/14/14-Prednisone 100mg daily, 
AST=245. Autoimmune Hepatitis

• 12/15/14-ED evaluation for acute 
abdominal pain. Subcapsular liver 
bleed.

12-15-14





Case

• 12/23/14-
Prednisone75mg daily, 
AST=104

• 1/14/15-Stopped 
steroids, AST=54

AST

LDH

LDH however was continuing to rise



Case

• 1/15/15-
Dabrafenib/trametinib

• 2/13/15-Felt better “2 
days after the 
medications”. NO pain. 
Eating OK. Weight good. 
Biking. Rash in the 
beginning of therapy that 
resolved. NO rash, NO 
itching. ECOG=0

• 3/16/15-Stopped 
Dabrafenib/Trametanib

3-17-15



Case

• 3/23/15-High-dose IL2 course 1, cycle 1. A 
double lumen PICC line inserted into the 
RIGHT upper extremity. FOURTEEN doses of 
66mIU 

• 4/7/15-High-dose IL2 course 1, cycle 2. A 
double lumen PICC line inserted into the 
RIGHT upper extremity. THIRTEEN doses of 
77mIU



Case
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Case

5/22/15-High-dose IL2 course 2, cycle 1. A 
double lumen PICC line inserted into the RIGHT 
upper extremity. FOURTEEN doses of 66mIU

6/5/15-High-dose IL2 course 2, cycle 2. A double 
lumen PICC line inserted into the RIGHT upper 
extremity. THIRTEEN doses of 66mIU



Case
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Case

• 11/6/15-Biposy of LEFT 
chest wall lesion 
=melanoma. PDL1 
staining low

• 12/28/15-PET/CT-Left 
chest wall lesions

• 2/25/16-CT CAP-
Increase skin lesions, 
liver and abdominal LNs

• Options?

– BRAF/MEK

– Ipi/Nivo

– Clinical trial

– Ipilimumab

– Pembrolizumab or 
Nivolumab



How to pick beyond clinical indications?

• Tumor infiltration with activated T-cells is a 
prerequisite for response to PD-1 checkpoint 
blockade.

Daud ASCO 2015 Keynote 001



How to pick beyond clinical indications?

An example of many developing technologies to predict response

ASCO 2016



Case

• 3/7/16-Ipi/Nivo #1

• 3/15/16-MR brain with 
4 enhancing lesions and 
a few possible other 
lesions. 

• 3/16/16-NO headaches, 
NO nausea, NO 
neurologic issues. NO 
new lesions. NO rash. 
Energy good. Eating OK. 
ECOG=0 Options? Next best step?



Ipilimumab Therapy for Brain Metastasis

Margolin Lancet 2012 Phase 2 trial
Cohort A=NO steroids, Cohort B=steroids



PD1 therapy in brain metastasis

• Pembrolizumab given to 
melanoma and NSCLC 
with progressive brain 
metastasis

• 4/22 melanoma and 6/18 
lung patients responded

• Intralesional bleeding and 
progression prior to 
regression noted



Case

Continued Ipi/nivo. NO steroids
NO liver toxicity
Simulated for SRS but held

4/20/16 3/15/16



Case

4/20/166/2/16

Resolution of skin disease
Improvement in mesenteric tumors

NO new brain lesions, smaller or resolved



Case

6/2/167/14/16



Immune Therapy in Melanoma

• Challenges

– Determining which 
therapy for which 
patient

– Toxicity management

– Response assessment

• Sea Change

Korn JCO 2008 

Hodi ASCO 2016



Thank you

gdaniels@ucsd.edu


