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Physical activity and obesity held no 
significant bearings, according to the 
researchers, possibly suggesting that “poor 
adherence is not simply based on a pat-
tern of unhealthy behavior in general, but 
could be related to common sociological,  
psychological, biological or genetic mech-
anisms that impact both substance use and 
medication adherence.”

Land said it is important to note that 
even women who had more favorable 
factors, such as having a support system  
and maintaining a healthy lifestyle, had 
some trouble adhering to the chemo-
preventive regimen. 

“Patients shouldn’t be afraid to ask 
for support from their social network 

and health care community,” she said. 
“Health care providers need to know 
that smokers and drinkers may need 
additional support. This medication 
has been shown to prevent breast 
cancer, but that benefit will only 
translate if women follow the regi-
men and maintain it.” (Source: News 
Release). 

What is the Optimal Duration of Adjuvant Interferon in Metastatic Melanoma?

What is the optimal length of adju-
vant interferon therapy for patients 
with metastatic melanoma, accord-
ing to the existing research? At the 
recent, “HemOnc Today Melanoma 
and Cutaneous Malignancies” meeting 
in New York City Vernon K. Sondak, 
MD, Chair, Department of Cutane-
ous Oncology, Moffit Cancer Center, 
Tampa, FL, reviewed the available data 
and the treatment options.

Dr. Sondak pointed out that in 2011 
ipilimumab and targeted therapy (for 
oncogene mutated tumors) have been 
shown to consistently prolong survival 
in metastatic disease patients. While 
understanding of optimal use of these 
agents is still evolving, it is clear that 
adjuvant therapy is now the “bridge” 
between treatment of the primary and 
stage IV disease. Just a few years 
back, there was no approved therapy 
that consistently prolonged survival 
for metastatic melanoma, and all that 
could be said about adjuvant therapy 
was that it was “the best potential way 
to alter the natural history of high-risk 
(primary tumor >4 mm or positive 
lymph nodes) melanoma patients,” 
Dr. Sondak said.

Importantly, sentinel-node positive 
melanoma patients are outnumbered 

5:1 by those with intermediate risk mel-
anoma (sentinel-node negative; 1.2-3.5 
mm thickness). Attention needs to be 
directed also to this group, whose death 
risk is 15%, Dr. Sondak suggested.

In a review of interferon regimens 
of various durations, Dr. Sondak 
said that 1-year of high-dose inter-
feron (IFN) has been shown in meta-
static melanoma patients to improve 
relapse-free survival (RFS) as com-
pared with observation or ganglio-
side vaccine, and in a meta-analysis 
including 14 studies (Mocelin S,  
et al. J Natl Cancer Inst. 2010; 
102:493-501) IFN improved RFS by 
18% (P < 0.001). An 840 patient trial 
of low-dose IFN (Hauschild A, et 
al. J Clin Oncol. 2010; 28:841-846) 
assessing 18-month versus 60-month 
treatment found virtual equivalence 
(P = 0.72) for the two approaches. 
A trial (E1697; Agarwala S, et al., 
Proceedings of ASCO 2011, abstract 
#8505) of 1 month of IFN versus 
observation among 975 patients 
revealed median RFS of 7.3 and 7.8 
years, respectively (P = 0.690), and 
5-year overall survival (OS) of 0.82 
and 0.85, respectively (P = 0.387).  

Meta-analyses of the impact of 
high-dose IFN on OS at 2-years and  

adjuvant IFN (various doses and dura-
tions) on OS revealed significant 
15% (P = 0.03) and 11% (P = 0.002) 
improvements. 

“The available data suggest that 1 
year of high-dose IFN, several years 
of lower-dose IFN and 5 years of 
peginterferon are all associated with 
significant improvement in RFS,”  
Dr. Sondak said. Data from trials 
directly comparing these options are 
limited and insufficient (although 
E1690 favored 1-year high-dose IFN). 
The only clear indication, he said, is in 
regard to 1 month of intravenous IFN. 
“It cannot be recommended.” Addi-
tional comparative trials are needed, 
he added.

Regarding new adjuvant therapies, he 
said that those that improve OS will 
clearly find a role regardless of tox-
icity. Those that only improve RFS 
will find a role depending on toxic-
ity. Finally, preference will be given to 
those agents for which there are reli-
able pre-treatment predictors of benefit 
or resistance.

“Adjuvant IFN still has a role to 
play, even in an era of new drugs that 
improve survival for stage IV melanoma 
patients,” Dr. Sondak concluded. 

New Agents Stir Interest in Intralesional Therapy for Cutaneous  
Metastatic Melanoma

Initial interest in intralesional therapy 
was stimulated decades ago when Mas-
trangelo et al. reported resolution of 17 
injected and 47 uninjected intracuta-
neous metastatic melanoma tumors in 
a 77-year old male after injections of 

Bacille Calmette-Guérin (BCG) (Can-
cer. 1975 Oct; 36(4):1305-8). Interest 
waned, however, when disseminated 
BCG led to anaphylactic reactions and 
death in a subsequent trial, according to 
Merrick Ross, MD, MD Anderson Cancer  

Center, Houston, TX. Other agents and 
approaches in this population have 
included carbon dioxide lasers, cryo-
therapy, electrochemotherapy (elec-
troporation) and cytokines (interleukin-2 
and interferon-alpha and beta), Dr. Ross 
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A new study shows screening tumor 
samples for cancer-causing genetic 
mutations can help physicians tailor 
treatment to specifically target those 
mutations in patients with advanced 
lung cancer. The results of the multi-
center study are being presented today 
by the study’s lead author, Mark Kris, 
MD, Chief of the Thoracic Oncology 
Service at Memorial-Sloan Kettering,  
at the 2011 annual meeting of the  
American Society of Clinical Oncology.

This study detected one of ten such 
mutations in 54% of the 516 lung cancer 
patients tested at diagnosis. The results 
enabled doctors to select the most  

appropriate drug designed to block the 
identified mutation and choose other 
treatment options for those patients 
whose tumors did not have a mutation.

“The key to treating men and women 
with lung cancer lies in understanding 
the genetic makeup of each person’s 
tumor,” said Dr. Kris. “Pinpointing spe-
cific mutations known to play a role in 
one-third of lung cancers can help max-
imize the chance of treatment success 
with personalized medicine.”

Memorial Sloan-Kettering is one of 14 
institutions participating in this ongo-
ing study, which has collaboratively 
tested a total of 1,000 patients who 

have been newly diagnosed with stage 
IV lung cancer that has returned after 
initial treatment with surgery, chemo-
therapy, and/or radiation. All 14 hospi-
tals are members of the National Cancer 
Institute’s Lung Cancer Mutation Con-
sortium (LCMC), an initiative created 
to identify the frequencies and char-
acteristics of genetic mutations found 
specifically in lung cancer and research  
treatments that target them.

The sophisticated technology needed 
for such extensive testing of cancer-
causing, or “driver,” mutations is  
currently available at only a handful  
of centers in the world, including  

Lung Cancers with Specific Mutations can be Treated with Targeted Therapies

said at the HemOnc Today Melanoma 
and Cutaneous Malignancies meeting 
in New York City. IL-2, he noted, pro-
duced 70%-80% overall response rates 
and 62.5%-69% complete responses, 
but was time-intensive, costly and did 
not demonstrate regression of non- 
injected lesions.

Recently, interest in intralesional thera-
pies has been aroused by three prom-
ising agents that are locally ablative 
and systemically active: Allovectin, 
ONcoVEX, PV-10 (Rose Bengal),  
Dr. Ross said. 

Candidates for intralesional therapy 
include patients with unresectable, 
multiple or advanced locally/region-
ally metastatic Stage IIIb/c or Stage IV 
M1a melanoma, regardless of distant 
disease. Tumors must be accessible for 
direct injection. The population repre-
sents 2.3-6.5% of patients with primary 
melanomas, and includes high-risk 
groups with thick or ulcerated lesions, 
positive sentinel lymph nodes, and 
lower extremity tumors. These patients 
have significant morbidity, and risk for 
distant disease and death is >50%.

“These agents,” Dr. Ross said in an inter-
view, “have heightened interest into a 
field that people have become kind of 
‘ho-hum’ about. Some of the data are 
relatively compelling and there’s special  

interest with regard to patients with 
comorbidities who can’t tolerate other 
aggressive therapies –for example elderly 
patients who can’t tolerate any level of 
toxicity, which these drugs rarely have.”

Allovectin-7 is an HLA-B7/beta2micro-
globulin plasmid formulated with cat-
ionic lipids. Potential mechanisms of 
action include induction of allogeneic 
responses against HLA-B-27, upregula-
tion/restoration of major histocompati-
bility complex molecules and induction 
of proinflamatory response by pDNA/
lipid complex. In a Phase II trial of 133 
patients, the overall response rate was 
12% with no grade 3 or higher toxici-
ties. A Phase III trial is ongoing.

OncoVEXGM-CSF, an oncolytic Herpes 
simplex virus encoding GM-CSF, is 
thought to work by replicating only in 
tumor cells and lysing injected tumors. 
Lysed cells are then taken up by  
antigen presenting cells. An adaptive 
antimelanoma response enhanced by 
local expression of GM-CSF may also 
occur. In a phase II trial, the objective 
response rate was 28%, with regression 
of injected and non-injected lesions. A 
Phase III trial is ongoing.

PV-10, a sterile, non-pyrogenic solution 
of Rose Bengal (RB) disodium (10%), 
is a small molecule fluorescein deriva-
tive that has been used as a hepatic  

(131I radiolabeled RB, Robengatope) and 
topical ophthalmic diagnostic (Rosettes 
and Minims). PV-10 accumulates only 
in lysosomes of cancer cells, elicting 
acute autophagy within 30-60 minutes. 
The bystander effect is thought to occur 
when antigenic tumor fragments are 
exposed acutely to antigen-presenting 
cells. 

In Phase II testing among 80 subjects 
with Stage III/IV melanoma at 7 Aus-
tralian and US centers, locoregional 
control (complete response + partial 
response + stable disease) was reported in 
71% of patients and in 55% of bystander 
lesions. Complete response rates were 
24% in both target and bystander lesions. 
Bystander responses correlated highly 
with positive objective responses in the 
target lesions. No grade 4 or 5 adverse 
events were reported. A Phase III trial of 
PV-10 is being designed. 

Dr. Ross commented that trials of novel 
combinations, for example of PV-10 
injections for bulky disease followed 
by external beam radiotherapy (Foote  
et al., Mel Res 2009), or high-dose 
intralesional IL-2 with topical imiqui-
mod and retinoid cream (Shirakawa  
et al., Mel Res 2011) may be followed by 
combinations with new targeted BRAF 
agents or with anti-CTLA-4 agents or 
PD (programmed death)-1. 
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