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INCREASED ACTIVITY OF THE ENDOCANNABINOID
SYSTEM (ECS) IS ASSOCIATED WITH INCREASED
WAIST CIRCUMFERENCE1,2

INCREASED WAIST CIRCUMFERENCE, A MARKER FOR IAA,
IS AN ESTABLISHED CARDIOMETABOLIC RISK FACTOR3

•  Significantly increases the risk of myocardial infarction, death from cardiovascular
disease, and all-cause mortality4 

•  Has been found to be an independent predictor of type 2 diabetes5

ADIPOSE TISSUE IS A HIGHLY ACTIVE ENDOCRINE ORGAN6

•  Fat cells (adipocytes) produce adiponectin6

 — In type 2 diabetes and obesity, adiponectin levels are reduced6

TARGETING THE ECS MAY PLAY A POTENTIAL ROLE IN THE CONTROL OF MAJOR 
CARDIOMETABOLIC RISK FACTORS SUCH AS IAA*

IF YOU ARE INTERESTED IN LEARNING MORE ABOUT THE ECS,
PLEASE CALL 1-800-815-0298 TO RECEIVE A MONOGRAPH.
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New Melanoma Metastases Risk Factors Identified
B Y  N A N C Y  WA L S H

Ne w York Bureau

N O O R D W I J K ,  N E T H E R L A N D S —
The list of risk factors associated with the
development of metastases in melanoma
should be expanded by two, Jeremy
Brauer wrote in a prizewinning poster
presented at a conference on melanoma
sponsored by Imedex Inc.

In a nested case-control study of
melanoma patients presenting with only

local disease between 1972 and 2005, the
investigators found an odds ratio of 1.95
for the development of metastases in pa-
tients with a past history of non-
melanoma skin cancer and an odds ratio
of 2.51 for cancer other than skin, said
Mr. Brauer, a fellow in the department of
dermatology at the University of Penn-
sylvania, Philadelphia.

Previously identified risk factors for
metastatic disease include male gender,
body site, Breslow thickness, Clark’s level,

vertical growth phase, microscopic satel-
lites, and ulceration.

The study included 549 patients who de-
veloped metastases at least 6 months after
definitive excision. For each case, there
was a control patient with melanoma who
did not develop metastases. Aside from the
two new factors, multivariate analyses
confirmed that patients who developed
metastases were more likely to be male, to
have lesions of greater thickness, and to
have lesions characterized by ulceration.

The study also revealed that differences
may exist in risk factors for early versus
late metastases. “Although previous inves-
tigations have found that between 65%
and 81% of melanoma metastases will oc-
cur within 3 years, metastases may occur
at any time, even 10 or more years later,”
Mr. Brauer wrote.

Various time intervals following diag-
nosis have been seen in other cancers, such
as gastric carcinoma (Cancer 2000;89:255-
61). “However, to the best of our knowl-
edge no prior study of early versus late
metastases has been performed that ex-
amined a large number of clinical and tu-
mor characteristics,” wrote Mr. Brauer.

A total of 320 patients developed their
first metastasis within 3 years after
surgery; these were classified as early
metastases. In 70 patients, metastases did
not develop until after 8 years; these were
termed late metastases. Patients with ear-
ly metastasis were more likely to have le-
sions of greater thickness, with an odds ra-
tio of 2.35, and to have ulcerated lesions,
with an odds ratio of 3.58.

The early metastasis patients also were
more likely to have a past medical history
of nonmelanoma skin cancer, compared
with late metastasis patients. The odds ra-
tio associated with this last factor was 4.83.

“Identification of these risk factors is
important in gaining a better understand-
ing of disease progression for the purpos-
es of risk stratification in clinical trials and
for patient management and treatment,”
Mr. Bauer explained. ■

Partial Regression
Seen in 10%-35% 
Of Melanomas
N E W Y O R K — The incidence of regres-
sion is higher in malignant melanoma
than in other neoplasms, Dr. Hideko
Kamino said at a dermatology conference
sponsored by New York University.

Regression is more common in men, in
thin melanomas less than 1.5 mm, and in
lesions on the trunk, said Dr. Kamino of
the departments of dermatology and
pathology at New York University.

Regressing melanomas present with a
history of a changing lesion that is typical-
ly a patch of plaque of variegated brown,
black, red, blue, gray, or white. Blue, black,
or gray areas usually mean a proliferation
of small blood vessels, a histopathologic
sign of late regression. An inflammatory in-
filtrate is generally seen early in regression.

“The incidence of regression in
melanoma depends on whether it is partial,
focal, or complex,” she said. Partial re-
gression is seen in 10%-35% of melanomas,
complete regression in about 5%. Histo-
logic regression of less than 1.5 mm is
most common, seen in 46% of mela-
nomas. Regression of 1.5 to 3 mm occurs
in about 32% of lesions.

Regression may be induced by treat-
ment with interleukin-2, interferon-α, vac-
cines, and imiquimod, she pointed out.

—Karen Dente


