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Merkel Cell Carcinoma: Call for Wide
Surgical Margins Plus Adjuvant Radiation

BY MARK FUERST

‘In cases where
postoperative
radiotherapy is
planned, surgical
mMargins should
be minimized to
reduce morbidity
and avoid delays
in initiating
radiation due to
postoperative
wound healing’”

AN FRANCISCO—Wider
surgical margins reduce lo-
cal recurrence in Merkel cell
carcinoma primary lesions
that are not treated with radiation ther-
apy, according to a new study presented
here at the American Academy of
Dermatology (AAD) Annual Meeting.
Merkel cell carcinoma is a rare and
aggressive cutaneous neuroendocrine
cancer with local recurrence rates
up to 62 percent. Current National
Comprehensive Cancer Network
(NCCN) guidelines recommend excis-
ing primary Merkel cell carcinomas
with margins of one to two centime-
ters. For the new study, researchers
from the Department of Dermatology
at Stanford University investigated the

Clinical Management

In another presentation, Christopher
Bichakjian, MD, Clinical Associate
Professor in the Division of Cutaneous
Surgery and Oncology and Director
of the Multidisciplinary Merkel Cell
Carcinoma Program at the University
of Michigan, said that clinical man-
agement of patients with Merkel cell
carcinoma should focus on local con-
trol “without excessively wide surgical
margins and selective use of adjuvant
radiation therapy.”

“Even small primary tumors may
have nodal metastases,” he noted.
“Microscopic metastasis can be a pre-
cursor of disease progression and poor
outcome.”

The NCCN recommends obtaining

ANNUAL MEETING

~| San Francisco, Calif, * March 20-24, 2015
e The Moscone Center °
AMERICAN ACADEMY OF DERMATOLOGY

effect of surgical margin size on lo-
cal recurrence rates in 148 patients
with stages I, II, or IIIA Merkel cell
carcinoma.

Teresa Fu, MD, a resident in the
Stanford Department of Dermatology,
who presented the study, explained
that patients were categorized by sur-
gical margin size (whether less than
or more than one centimeter) and
by whether they received radiation
therapy to the primary site. Among
the 42 patients who did not receive
radiation therapy to the primary site,
30 percent (9 of 30) with surgical
margins smaller than one centimeter
had a local recurrence, while none of
the 12 patients with surgical margins
larger than that did.

Among patients who did receive ra-
diation therapy to the primary site, sur-
gical margin size was not significantly
associated with risk of local recurrence:
Only four percent of patients (2/48)
with less than a one centimeter margin
and 12 percent of patients (7/58) with
more than a one centimeter margin
recurred locally.

“These findings suggest that in the
treatment of cutaneous Merkel cell
carcinoma, radiation therapy may
nullify the impact of surgical margin
size on local recurrence rates,” she
concluded. In cases where postopera-
tive radiotherapy is planned, surgi-
cal margins should be minimized to
reduce morbidity and avoid delays in
initiating radiation due to postopera-
tive wound healing.”

histologically negative margins when
clinically feasible. “Surgical margins
should be balanced with morbidity
of surgery. If appropriate, one should
avoid undue delay in proceeding to ra-
diation therapy.”

He recommended attempting a
wide excision with margins of one to
two centimeters, is feasible, and when
tissue sparing is of critical importance,
techniques for more

CHRISTOPHER BICHAKJIAN,

MD: “Merkel cell carcinoma is a
very radiosensitive tumor. When
reasonable excision margins reveal
microscopically positive margins,
strongly consider deferring more
surgery and pursuing adjuvant
radiation therapy.”

improved overall survival. “However,
incomplete information in these da-
tasets limits the ability to draw mean-
ingful conclusions about clinical
management.

Examples of critically important
missing information from NCDB
data include the location of the radia-
tion field—primary site versus nodal
basin—and sentinel lymph node [SLN]
status. Moreover, overall survival is a
highly inadequate outcomes measure
in elderly patients with Merkel cell
carcinoma, whose mortality is heav-
ily influenced by their

exhaustive histologic
margin assessment
may be considered, he
added.

“Try to get com-
fortably clear surgi-
cal margins, generally
ranging from one to
two centimeters based
on location. Tissue
sparing should not
be a primary goal.
Merkel cell carcinoma
is a very radiosensitive
tumor. When reason-
able excision margins
reveal microscopically positive mar-
gins, strongly consider deferring more
surgery and pursuing adjuvant radia-
tion therapy.”

The available literature on the adju-
vant use of radiation therapy is “very
confusing,” he said. Several large stud-
ies based on National Cancer Data
Base (NCDB) or NCI Surveillance
Epidemiology and End Results (SEER)
data have reported a correlation be-
tween adjuvant radiation therapy and

comorbidities.”

Bichakjian presented
data on the use of SLN
biopsy for Merkel
| cell carcinoma at the
University of Michigan,
reporting successful
y identification of the
*| sentinel lymph node in
o 93 of 97 cases (96%),
# including primary tu-
mors of the head and
neck.

“SLN positivity is
significantly associated
with clinical tumor
size, tumor thickness, mitotic rate,
and infiltrating tumor growth pat-
tern,” he said. Overall SLN positivity
in the entire cohort was 45 percent.
Importantly, among patients with the
lowest-risk tumors measuring less
than one centimeter in size, up to two
millimeters in thickness, and with a
mitotic rate of less than 10/mm?, the
SLN positivity rate ranges from 23.1 to
36.4 percent.

continued on page 8
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MERKEL CELL

Continued from page 6

‘All patients

with Merkel cell
carcinoma must
be considered
candidates for
SLN biopsy’”

“Therefore, all patients with Merkel
cell carcinoma must be considered can-
didates for SLN biopsy.”

Bichakjian defined optimal manage-
ment of primary Merkel cell carcinoma
as excision of the primary tumor with
negative margins with or without ad-
juvant radiation therapy, as indicated,
and SLN biopsy followed by appro-
priate treatment of nodal basin, as
indicated.

Emerging Therapies for

Merkel Cell Carcinoma

Also at the meeting, Isaac Brownell,
MD, PhD, an investigator in the
Dermatology Branch at the National
Cancer Institute, discussed emerging
therapies for Merkel cell carcinoma,
noting that the neuroendocrine tumor
is associated with advanced age, im-
munosuppression, ultraviolet radia-
tion, and fair skin, and that Merkel cell
polyomavirus is found in 80 percent of
tumors.

Standard treatment consists of
surgical excision, which is curative for
local disease; SLN biopsy and complete
lymph node dissection, which is prog-
nostic; radiotherapy, which improves
relapse-free survival; and chemotherapy,
which is palliative, but lacks durable re-
sponse. “There is no effective treatment
for advanced Merkel cell carcinoma,”
he stated. “There is a need for novel
treatments.”

The rare status of Merkel cell
carcinoma and unclear molecular
mechanisms have impeded drug devel-
opment. “The targeted therapies that
have been tried are largely unsuccess-
ful. Immunotherapy remains hopeful,”
Brownell said.

Targeted molecular therapies for
Merkel cell carcinoma include kinase
inhibitors. Trials of the tyrosine ki-
nase inhibitor imatinib show KIT ex-
pression, but not activation, he said.
Pazopanib, a multikinase inhibitor,
shows mixed case reports, and con-
trolled trials are ongoing. Trials are also
active with cabozantinib, a c-Met, and

ISAAC BROWNELL, MD, PHD:
“Merkel cell carcinoma is a good
candidate for immunotherapy,
which is being tested in multiple
ongoing and upcoming trials.”

vascular endothelial growth factor re-
ceptor (VEGFR)-2 inhibitor.

Because Merkel cell carcinoma ex-
presses somatostatin receptor 2, there
have been multiple trials of soma-
tostatin analogues, Brownell noted.
Combinations are also in the works
with cixutumumab (insulin-like growth
factor-1R inhibitor), everolimus (mTor
inhibitor), and octreotide acetate,
as well as everolimus and vatalanib
(VEGER, platelet-derived growth factor
receptor, and c-Kit inhibitor).

Apoptotic pathways have been
with oblimersen, a B-cell lymphoma-
2 antisense oligonucleotide, as well as
neural cell adhesion molecule, the im-
munotoxin BB-10901, and the DM1
conjugated antibody tubulin cytotoxin,
which shows some complete responses
in a small trial, he added.

Immunotherapy for Merkel cell
carcinoma is rational, Brownell said.
“It should respond to immunotherapy.
There is a higher incidence and worse
prognosis in immunocompromised
populations, improved prognosis
with CD8-positive tumor-infiltrating
lymphocytes, spontaneous regression,
and responses to dinitrochloroben-
zene, tumor-necrosis factor alpha, and

interferon. Similar observations pre-
dicted the immune responsiveness of
melanoma.”

Reversing T-cell inhibition with im-
mune checkpoint modulators is under
investigation. Active immunotherapy
trials for Merkel cell carcinoma in-
clude those with anti-PD-L1, anti-PD-
1, adoptive T cells, interleukin (IL)-12
DNA vaccine, GLA-SE (a synthetic
toll-like receptor 4 agonist), F16-1L2
antibody-cytokine, and adjuvant ipili-
mumab (anti-cytotoxic T-lymphocyte-
associated protein-4).

“The findings
suggest that in
the treatment of
cutaneous Merkel
cell carcinoma,
radiation therapy
may nullify the
impact of surgical
margin size on
local recurrence
rates’

Upcoming immunotherapy trials
for Merkel cell carcinoma will include
an anti-4-1BB agonist and a combina-
tion of ipilimumab and nivolumab,
which binds to the PD-1 receptor and
blocks its interaction with PD-L1 and
PD-L2.

In conclusion, Brownell empha-
sized that effective treatment for ad-
vanced Merkel cell carcinoma is
needed: “Targeted molecular ap-
proaches have been largely ineffective
in small trials. Merkel cell carcinoma is
a good candidate for immunotherapy.
Multiple ongoing and upcoming trials
will test immunotherapy for Merkel
cell carcinoma.”
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