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Educational Objectives

— Recognize melanoma skin cancer.

— Know the standard of care for each stage of
disease including the new treatments for
stage |l disease

— Know how to recognize and manage the side
effects of therapy

— For seasoned melanoma practitioners, know
what is new.

What is new

Staging

Nodal surgery

Stage |l adjuvant therapy
Stage IV paradigms
Treatment of brain mets.
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Incidence trends for melanoma
and liver cancer by age, US.

Normal Skin-Cell Components

How Does Melanoma Progress?

Breslow Ann Surg 1970

« Thickness
« Ulceration
« Mitoses
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Case 1

* A 49 year old married
father of two presents on
the urging of his wife due
to a mole on his right

lower leg that seems to
have changed. He is in
good health and takes no

medication. The mole is
shown. The rest of the
examination is normal.

Additional history

A—Asymmetry
B—Border
C—Color

D—Diameter

*E—Evolution:

A changing '
mole

Phenotypic Risk Factors

Increased nevi

Fair skin
Red hair
Blue Eyes
ABurnability
WTannability
Wickelgren, |. Science

Family history 2007;315:1215

™Multiple melanomas, pancreatic cancer,(CDKN2A, p16).
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Back to Case 1

» Histologic type:
Superficial spreading
melanoma
Breslow depth: 1.8
mm
Ulceration: PRESENT

Sentinel Lymph Node
Procedure/Clear the margins

Sentinel Lymph Node Evaluation

Lymph node serially
sectioned while fresh

Alternate sections

0000  parafiin-embedded;
remainder snap frozen

o]@) 00 00 ~
Oo Oo | Oo O

Five H&E-stained sections flanked by two S-100 sections
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Case 1

» The sentinel lymph node procedure maps
to the right groin. There are two sentinels
nodes there. They are sent to pathology
and sectioned. Two of the nodes contains
melanoma cells. One has at least 1mm of
cells.

MSTL Il: Completion Dissection or Observation in Sentinel-Node +
Melanoma

* 1939 patients randomized

» The observation group were monitored
every 4months for the first 2 years and
every 6 months for years 3 through 5.
Ultrasound of the nodal basin occurred at
each visit.

 Follow up of the dissection group followed

the same schedule but the ultrasound was
not done.

Disease-free Survival, Survival without Nodal Recurrence, and Distant Metastasis—free Survival,

According to Trial Group, and the Cumulative Rate of Nonsentinel-Node Metastasis.

Immediate completion lymph-node dissection reduced the rate of
regional nodal recurrence by nearly 70%. Overall survival is
unchanged. Completion dissection completes staging.
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T

N

The surgeon recommends a :
Completion Nodal Dissection

Diagnosis:

Lymph node dissection, Right inquinal
nodes

- Thirteen negative lymph nodes (0/13).

-Total nodes 2/15

AJCC Staging 1/2018

TO: No evidence of primary tumor

Breslow depth

Ulceration

(Mitoses are no longer part of the staging.

T1 category uses 0.8mm as a threshold with T1b of 0.8-1mm w or w/o ulceration

NO

N1 one node is involved

N2 two to three

“c” categories for microsatellites and in-transit metastases

M1a-skin, subcutaneous tissue or distant lymph nodes
M1b-lung

M1c-other site

M1d-CNS

Stage |, Il nega nodes
Stage Il, positive nodes

Lets take a few minutes to go
over some basic biologic
principles
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Neoantigen Prediction
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Innate immunity
(rapid response)

CTLA 4 Ipilimumab---Acts peripherally

T-cell T-cell T-cell
activation inhibition potentiation
CTLA4

Tcelln_ Tcellr%'rceur-\
TCR/\ Ils TCR /\lll“l" CTLA4 TCR/\ Il; \Q

mHc | MHC \ wric
APC APC APC
.
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Differences

phase - Effctor phase

Primeg
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Signal Transduction Pathways in
Melanoma Oncogenesis

D .2 &

Cytoskeleton
inization
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Nucleus:

Anglogenesis <=

<L AN

ProMecaion Apoptosis  Differensiation

Beeram, M. et al. J Clin Oncol; 23:6771-6790 2005

Double block

RAS

v BRAF inhibitor
RAF

J MEK inhibitor
MEK
'

ERK
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The patient has stage Ill melanoma.
Here are his choices:

1. Observation
2. Interferon
3. Nivolumab

L A HEH H remm
ottt i M o F b o

5 Tai yel liles apy

Observation
FOLLOW-UP

- See Common Follow-up Recommendations for All Patients®

+ HEP (with emphasis on nodes and skin)
» every 3-6 mo for 2y, then
+ every 3-12 mo for 3y, then
» annually as clinically indicated

+ Imaging! as indicated to Investigate specific signs or symptoms

Stage 118 - IVNED —= |, . sider imaginglevery 3-12 mo™™(uniess otherwise mandated by clinical

trial i to screen for or disease (category 28|

+ Routine imaging to screen for or disease
I not recommended after 3-5 years

NCCN.org
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Adjuvant Interferon Alfa: ECOG 1684 Trial

* RFS and OS significantly improved with high-dose interferon a (HDI)

* Led to FDA approval of high-dose interferon « for adjuvant treatment of
high-risk melanoma

Overall Survival

P=.0237

HD IFN-a
(n=143)

L

Percentage of Patients

20 Observation
(n=137)
“l e T —p—r T 1
012345678891
Years
l)(:(‘,f
press
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CheckMate 238: Nivolumab or high dose ipilimumab
Recurrence-free Survival, According to Disease Stage.

al. N Engl J Med 2017. DOI: 10.1056/NEJMoa1709030

Case 1

The patient choses Nivolumab and the
authorization is sent to the insurance
company.

Case 2

A 55 year old who was treated for stage I
melanoma three years ago presents for
routine follow up. He points out a lump
under the skin of his right upper arm that
has been growing for three weeks. A
CT/PET shows uptake in multiple nodules in
the lung. A brain MRI and serum laboratory
tests are normal. A lung biopsy is done and
it shows recurrent melanoma. An IHC stain
is + for the BRAF V600 E mutation.
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Stage IV

Median survival is improving---33 months

30% of patients with stage 4 melanoma
may be cured.

Surgery
Radiation

— Palliation of symptomatic sites
— Brain Mets

CheckMate 067 Kaplan—Meier Estimates of Survival.

Ipi/nivo and Nivolumab longer OS than Ipilimumab. In a descriptive analysis ipi/nivo had better OS
than nivolumab. 59% grade 3 or 4 toxicity in Ipi/nivo versus 21% in nivolumab alone.

Wolchok JD et al. N Engl J Med 2017;377:1345-1356.

Interleukin 2 IN METASTATIC MELANOMA
RESPONSE DURATION

Partial responders 10% (26/270)

* In the metastatic melanoma studies:

— Objective response was seen in 43 (16%) patients
— 17 (6%) complete
— 26 (10%) partial responders

Sci Am. 2000;6(suppl 1):11-514.
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Choice of therapy

Immune therapy Target Therapy
» Generally preferred » Hit the Target: BRAF
+ Combination versus V600E, 600K
single? » Generally works faster
+ Combination versus than immune therapy
sequence? « Difficult to stop
* New Immune agents
+ Biomarkers

+ Caution with existing
Autoimmune disease!

Case 2

The patient and his physician select
pembrolizumab for his treatment.

Slide Effects of PD1 (and PDL 1 antibodies)

Other in less than 1%: dermatitis, uveitis, arthritis, myositis, pancreatitis,

hemolytic anemia, partial seizures, adrenal insufficiency.
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Case 2

Three months into treatment the patient is
feeling well and he has not had any side
effects from the therapy but a follow up
cross sectional imaging study shows new
tumors in the liver and right psoas muscle
as well as mild increase in the baseline
disease. His therapy is changed to
ipilimumab.

Sequence of therapy

A retrospective study of patients who had
disease progression after treatment with
PD1 inhibitors

47 patients were treated with ipilimumab
and 37 were treated with ipilimumab and
nivolumab. RR for ipi was 16% and the
combination 21%. One year OS was 54%
for ipi and 55% for ipi/nivo.

Zimmer European Journal of Cancer
75(2017) 47-55

Side effects of Ipilimumab

Pituitary

For use for educational purposes ONLY. 13



UNC Cancer Network Medical and Presented November 15, 2017
Surgical Oncology Lecture

Diarrhea/Colitis

Immune-related colitis in a patient with metastatic melanoma
treated with ipilimumab

Colonoscopic view || Histopathologic analyses show focal active
of bowel edema and || colitis (left) with crypt destruction, loss of
ulceration in the goblet cells, and neutrophilic infiltrates in the
descending colon crypt epithelium (right)

Maker AV, et al. Ann Surg Oncol 2005;12:1005-16

Three months after
ipilimumab started the
patient returns for his
check up. He has been
having increase fatigue
and pain in the right neck.
Serum LDH is three times
upper limit of normal.
ECOG PS is 2.

Case 2

The patient’s oncologist discusses the
BRAF/MEK inhibitors with him and his wife and
they choose this treatment.

-Dabrafenib/Trametinib
-Vemurafenib/Cobimetinib
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BRAF/MEK I's

Dabrafenib/Trametinib Vemurafenib/Cobimetinib
* Fever » Dermatologic

— Tylenol e Cardiac

gy e + Rhabdomyelitis

* Arthralgia - Does not need
» Trametinib is kept cold refrigeration

* Empty Stomach. + No Food interaction

Be wary

» Of the sequence of immune therapy and
target therapy. Cases of Steven’s
Johnson have been reported.

Case 3

* A 72 year old with
myasthenia gravis is
diagnosed with in
transit melanoma. In
three weeks the
disease spread
across his back and
side body.
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T-VEC: An HSV-1-Derived Oncolytic Immunotherapy
Designed to Produce Local and Systemic Effects

Loc ct:
Virally-Induce or Cell Lysis

Death of distant
cancer cells

Administration

mor above Tumor below
K’ skifyec

Baseline After Treatment
was completed

U
; i

o
Baseline 8 months

Loco-regional responses (biopsy
confirmed CR)
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Case 4

A 31 year old engineer was treated with
interferon in the adjuvant setting. Three
months into therapy a routine Chest CT
showed three new pulmonary nodules in the
LLL. Resection was + for metastatic
disease. Molecular cytogenetics were + for
the mutation in V60OE.

Case 4

After recovering from surgery scans
showed further PD in the left and
right lungs. She was placed on
pembrolizumab. Before cycle 2,
she told her MD that when she
leaned down, she had a severe
headache.

Melanoma Brain Mets

» Rapidly evolving
» Cyber knife radiation
» Consider systemic therapy upfront.
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What new in 2017

« Staging
— 1/2018 new AJCC staging
— Refined T stage
— Added “c” for nodal stage
— Added M1d
« Nodal surgery
— Still best option for local control and staging

— If completion nodal section is not done, then ultrasound of the
nodal basin is needed.

What new in 2017

« Stage lll adjuvant therapy

— Nivolumab was recently shown to improve DFS over high dose
ipilimumab in stage I1IB —resected stage IV

— Consider observation, interferon or nivolumab after a balanced
discussion.

- Stage IV paradigms

— Evolving

— Consider response and toxicity
« Treatment of brain metastases

— Challenging and evolving
— Systemic treatment can be considered upfront

Research

Treatment after failure of check point
inhibitors
Triple therapy for Targetable tumors

Brain metastases

Smart combinations and sequences based
on biomarkers and radiographic correlates
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Thank you

* UNC Melanoma Program

* New Patient Referrals:
(by patient’s last name)

— (A-L) Kim Bigelow: 984-974-8468
— (M-Z) Susie Whorley: 984-974-8289
Clinical Trials:

—:919-966-4432
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