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the war room 

BY one estimate, over the past three decades more 
people in the United States have had skin can-
cer than all other cancers combined.1 Accord-
ing to the American Cancer Society, 3.5 mil-

lion cases of basal and squamous cell skin cancer are 
diagnosed each year.2 Rates of melanoma—the deadli-
est form of skin cancer—are on the rise,2 particularly 
among people younger than 40, increasing fourfold 
among men and eightfold among women in this age 
group since 1970.3

 Most skin cancers, including melanoma, are highly 
curable with surgery if detected and treated early. For 
patients in whom skin cancer has progressed, how-
ever, treatment options have been limited. Several new 
drugs—the first generation of “targeted therapies” for 

Treating Advanced Skin Cancer
By Eleanor Mayfield

advanced skin cancer—are starting to change that.
 Unlike conventional chemotherapy drugs that attack 
both normal and cancerous cells, targeted therapies are 
designed to block specific substances or pathways in 
cancer cells that enable tumors to grow.
 “Think of a light switch that’s stuck in the on posi-
tion,” explains Darrell Rigel, MD, clinical professor of 
dermatology at New York University Langone Medical 
Center and a spokesman for the Skin Cancer Foun-
dation. “As long as the switch is on, the cancer keeps 
growing. What these new drugs do is cut the wire or 
turn the switch off.”
 Although none of these new drugs is a cure, Dr. Ri-
gel emphasizes, “they are much, much better than any-
thing we have had before to treat advanced skin cancer.”
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the war room

The rash on Judy Jones’s neck was “about the 
size of a baseball,” itchy, and wouldn’t go 
away no matter how many creams and oint-

ments her dermatologist prescribed for it.
 After about a year of trying various treatments 
that proved ineffective, Judy found a new rash on 
her abdomen. It was then her doctor referred her 
to a specialist at the University of Michigan Medi-
cal Center in Ann Arbor, about 25 miles from her 
home in the Detroit area.
 The specialist quickly recognized the rash as an 
early-stage cutaneous lymphoma, a rare cancer 
of white blood cells that occurs in the skin.
 Judy’s experience—undergoing months of in-
effective treatment before getting an accurate 
diagnosis—is common for patients with cutane-
ous lymphoma, says Lauren Pinter-Brown, MD, 
a hematologist-oncologist and clinical professor 
of medicine at the University of California, Los 
Angeles, Jonsson Comprehensive Cancer Center.
 “Many patients have had a rash for a long time 
and have usually been told it is psoriasis or ec-
zema,” she says. “Patients will say to me, ‘I’ve 
had this rash for years, and now I find out it’s a 
lymphoma?’”
 Cutaneous lymphoma is usually very slow 
growing, and many patients can manage it suc-
cessfully for many years, says Dr. Pinter-Brown. 
Judy Jones is one of those patients: Since the di-
agnosis in 1990, she has had treatment several 
times for recurrences. The cancer has now been 
in remission since 2008.
 Although cutaneous lymphoma occurs in the 
skin, it is not a primary skin cancer like basal cell 
cancer or melanoma. A key difference is that al-

New Treatments 
for Advanced 

Skin Lymphoma

though doctors strongly advise patients with 
melanoma and other primary skin cancers to 
protect themselves against the sun’s ultraviolet 
(UV) rays, those same rays—sometimes in com-
bination with drugs that increase sensitivity to 
sunlight—can be a treatment option for patients 
with cutaneous lymphoma.
 For about one in three patients with cutane-
ous lymphoma, the disease can progress or start 
growing faster. A skin rash covering most of the 
body, tumors that appear as red bumps on the 
skin, and evidence of cancer in lymph nodes—all 
are signs that the disease is progressing.
 Two novel drugs, Zolinza® (vorinostat) and Is-
todax® (romidepsin) have been approved to treat 
cutaneous lymphoma that has progressed or 
stopped responding to other treatments. Both 
drugs “encourage” cancer cells to die or stop 
growing by interfering with DNA (the material 
that carries the genetic instructions for life).
 Another drug, Folotyn® (pralatrexate), al-
though not approved by the FDA to treat cu-
taneous lymphoma, has been shown to shrink 
tumors in patients with cutaneous lymphoma in 
whom cancer has come back after an average of 
four previous chemotherapy treatments.13
 Most patients achieve a partial remission with 
these drugs, says Dr. Pinter-Brown. Common 
side effects of Zolinza and Istodax include fa-
tigue and loss of appetite. Nausea, mouth sores, 
and low blood cell counts are among the most 
common side effects of Folotyn.

Judy Jones
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ADVANCED MELANOMA
Since 2011 the US Food and Drug 
Administration (FDA) has approved 
four new drugs to treat advanced 
melanoma.
•	 Yervoy® (ipilimumab) targets a 
protein that prevents the body’s 
immune system from recogniz-
ing and killing melanoma cells. It 
is the first drug shown to extend 
the lives of patients with advanced 
melanoma. In the trial that led to 
the approval of Yervoy in 2011, the 
drug added about four months to 
life on average.4 When research-
ers combined data from multiple 
studies of Yervoy, average survival 
was about 11 months, and some 
patients were still alive after seven 
years.5 The most common side 
effects included diarrhea, itching, 
skin rash, and colitis (inflamma-
tion of the lining of the colon).
•	 Zelboraf ® (vemurafenib) was the 
first to be approved in a new class 
of drugs known as BRAF inhibi-
tors. It turns off a genetic muta-
tion called BRAF V600, found 
in about half of patients with 
advanced melanoma, which allows 
melanoma cells to grow uncon-
trollably. Patients taking Zelbo-
raf lived for nearly 16 months on 
average, compared with about six 
months for patients who took the 
drug dacarbazine.6 Nearly one in 
four patients treated with Zelbo-
raf developed squamous cell can-
cer, a type of nonmelanoma skin 
cancer. Other common side effects 
included joint pain, skin rash, hair 
loss, and sun sensitivity.
•	 Tafinlar® (dabrafenib) also tar-
gets the BRAF V600 mutation. 
Tumor growth was delayed by 
about five months in patients tak-
ing Tafinlar, compared with two to 
three months for patients taking 
dacarbazine.7 Serious side effects 
included new skin cancers (both 
squamous cell and melanoma), 
high fever, high blood glucose, 
and eye inflammation. Other, 

NEW RULES 
FOR  
SUNSCREEN
Major changes have 
taken place in the sun-
screen aisle thanks to 
new, stricter FDA regula-
tions. You will no longer 
see products labeled “sun-
block” or claiming to be 
“sweatproof.” And products 
can be labeled “broad spec-
trum”—meaning they protect 
against both ultraviolet B 
(UVB) radiation from the sun, 
which causes sunburn, and ultraviolet 
A (UVA) radiation, which causes skin aging and other  
damage—only if they have passed an FDA test.

Here are some other changes:
•	 Those sunscreens labeled SPF 70 or higher? 
Gone. The highest SPF number you will now see 
is 50+. The FDA decided that the highest SPF 
numbers were misleading because those products 
blocked barely any more UV rays than those with 
lower numbers.
•	 Sunscreens with an SPF of 15 or lower now carry 
a warning that they protect against sunburn but 
not skin cancer or premature skin aging.
•	No sunscreen can be labeled “waterproof”—only 
“water resistant” for either 40 or 80 minutes.
•	 Like over-the-counter medications, sunscreens 
now carry labels that list active ingredients, di-
rections for use, and warnings about any possible 
dangers or interactions.

Major changes have taken place 
in the sunscreen aisle thanks to 
new, stricter FDA regulations.
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more common side effects included 
headache, joint pain, hair loss, and 
redness, swelling, and pain in the 
hands and the feet.
•	 Mekinist® (trametinib) is a BRAF 
inhibitor that targets the BRAF 
mutation in a different way than 
Zelboraf or Tafinlar does. Tumor 
growth was delayed for about five 
months in patients taking Me-
kinist, compared with about six 
weeks for patients taking either 

RESOURCES
SKIN CANCER
•	American Academy of 
Dermatology, aad.org/for-the-
public or (866) 503-SKIN [7546]
•	Skin Cancer Foundation, 
skincancer.org or (212) 725-5176
•	National Cancer Institute,  
cancer.gov or (800) 4-CANCER 
[800-422-6237]
•	What You Need to Know 
About Melanoma and Other 
Skin Cancers, cancer.gov/
cancertopics/wyntk/skin

SKIN CANCER PREVENTION
•	cancer.gov/cancertopics/pdq/
prevention/skin/Patient
•	American Cancer Society: 
Lymphoma of the Skin, cancer.
org/cancer/lymphomaoftheskin/
index or (800) 227-2345
•	Cutaneous Lymphoma 
Foundation, clfoundation.org or 
(248) 644-9014
•	Lymphoma Research 
Foundation, lymphoma.org or 
(800) 500-9976

“Melanoma rates 
are rising four to 
five times more 
rapidly in young 
women than 
in young men, 
The one thing 
young women do 
differently than 
young men is they 
are about seven 
times as likely to 
go to a tanning 
salon.”

—  Dr. Rigel

Lauren Beloff

dacarbazine or another chemo-
therapy drug, Taxol® (paclitaxel).8 
Serious side effects included heart 
disease, lung diseases, and skin 
and eye complications. Other, 
more common side effects includ-
ed rash, diarrhea, and swelling in 
the arms or legs.

 As promising as all of these new 
drugs are, says Dr. Rigel, they often 
stop working within six months 
to a year as melanoma cells find 

THE TRUTH ABOUT TANNING
New Jersey native Lauren Beloff grew up spend-
ing summer vacations at the shore, lying in the 
sun for hours every day, coating her skin with 
baby oil to promote tanning. In college she won a 
contest that offered a free month of indoor tan-
ning, tried it, and was hooked.
 “I would go two or three times a week,” she 
says. “They told me it was safer than going out 
in the sun, and I believed them. I loved hearing 
people say how great my tan looked.”
 Then, in the summer of 2006, when she was 
25, she noticed a “weird-looking” blemish on the 
right side of her chest. She went to a dermatolo-
gist, who diagnosed the spot as an early-stage 
melanoma.
 Lauren is not alone. Among white women ages 
15 to 39 in the United States, annual diagnoses of 
melanoma increased by 50 percent between 1980 and 2004.15 Moreover, 
indoor tanning before age 35 increases melanoma risk by 75 percent, ac-
cording to a large international study.16
 “Melanoma rates are rising four to five times more rapidly in young 
women than in young men,” says Dr. Rigel. “The one thing young women 
do differently than young men is they are about seven times as likely to 
go to a tanning salon.”
 There is no such thing as a “safe” tan, says Dr. Rigel. “You tan because 
your body senses it’s being injured by ultraviolet radiation, and it produc-
es melanin—the pigment in the tan—to protect itself. UV radiation from a 
tanning bed is 10 to 15 times more powerful than from natural sunlight, 
so of course you tan faster—but you are damaging your body 10 to 15 
times more quickly.”
 A week after her melanoma surgery, Lauren canceled her tanning sa-
lon membership. Now 32, she sees her dermatologist every six months 
and never lays out in the sun without wearing sunglasses and a hat and 
reapplying an SPF 50+ sunscreen every couple of hours. In 2013 she un-
derwent Mohs micrographic surgery to remove a basal cell skin cancer 
from her face.
 To other young women who covet the “glamorous” look of a tan, her 
message is: “the damage to your body and the scarring that will never go 
away should not make anyone want to tan.”
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SUNSCREEN AND SKIN CANCER: NEW EVIDENCE
Although sunscreen has long been recommended to prevent sun-
burn, whether it also prevented skin cancer, especially melanoma, 
was not clear. A recent study in Australia showed for the first time 
that regular use of a broad-spectrum sunscreen can reduce the 
number of new cases of melanoma.
 One group of white Australian adults ages 20 to 69 received 
free, unlimited supplies of a broad-spectrum SPF 16 sunscreen; 
they were carefully trained in how to apply it and were asked to 
use it daily as instructed for five years. A second, comparison 
group was asked to continue using, or not using, sunscreen as 
they always had. After 15 years of follow-up, twice as many people 
in the comparison group (22) had been diagnosed with melanoma 
as in the sunscreen group (11).14
 “Although relatively small, this is the first well-designed study to 
show a reduction in melanoma with daily use of a broad-spectrum 
sunscreen,” says Dr. Rigel.

another pathway that lets them 
start growing again. Researchers 
are now testing combinations 
of two or more of these new 
drugs, which they believe may 
produce better results than any 
one drug by itself. For example, in 
patients treated with a high dose 
of Mekinist plus Tafinlar, tumors 
stopped growing for more than 
nine months on average, compared 
with just under six months for 
patients who took Tafinlar alone. 
Nearly eight in 10 patients who 
received the combined regimen 
were still alive after one year.9

 A drug called talimogene laher-
parepvec (TVEC) that is not yet 
FDA approved is showing promise 
in clinical studies. Patients treated 
with TVEC survived for nearly two 
years on average, compared with 19 
months for patients who received an 
immune-system-stimulating drug.10 
TVEC is a virus modified to grow 
inside tumor cells.

ADVANCED BASAL CELL  
CANCER
Advanced basal cell cancer is a rare 
disease for which there was no ef-
fective treatment until the approval 
of Erivedge® (vismodegib) in 2012. 

The drug blocks cellular signals that 
tell the cancer cells to grow. Tumors 
stopped growing for 9.5 months on 
average.11 After a further two years 
of follow-up, patients with meta-
static basal cell cancer (tumors had 
spread to other organs) had lived for 
just under three years on average.12

 A few patients have been taking 
the drug for as long as five years, says 
Aleksandar Sekulic, MD, PhD, assis-
tant professor of dermatology at the 
Mayo Clinic in Scottsdale, Arizona, 
who led the trial that resulted in the 
approval of Erivedge. The most com-
mon side effects of treatment have 
included hair loss, muscle cramps, 
and the loss of taste sensation.  ✿
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