
Volume 7 Issue 5 • November/December 2012 165

Journal of Clinical Oncology     

Ipilimumab in Advanced Non-Small-Cell
Lung Cancer      
Two hundred and four patients with stage IIIB/IV NSCLC were
randomised to carboplatin/paclitaxel plus ipilimumab or placebo.
Ipilimumab is a monoclonal antibody targeting the CTLA-4
receptor on cytotoxic T lymphocytes (CTL). It was the first drug to
demonstrate a survival advantage in metastatic melanoma in over
40 years and acts by modulating CTL's to attack tumour cells.
Patients received ipilimumab/placebo on two different schedules
and responding patients continued on maintenance
ipilimumab/placebo. Response was assessed by immune-related
response criteria and modified WHO criteria as is usual with
ipilimumab studies. The study met its primary end point for
phased ipilimumab (HR=0.72, p=0.05) but not for concurrent
ipilimumab (HR=0.81, p=0.13). Phased ipilimumab had the most
impressive results with an response rate of 32% (placebo 18%),
median overall survival of 12.2 months (placebo 8.3 months) and
grade 3/4 immune-related toxicity in 15% (placebo 6%). The
authors conclusion was that phased ipilimumab plus
carboplatin/paclitaxel improved PFS, ORR and mOS when
compared to placebo and is worthy of further investigation.
This is a very interesting paper for several reasons.

Immunotherapy has long been thought to be effective in renal cell
cancer and melanoma, but lung cancer has not been thought to
be an immunogenic tumour. This paper provides evidence that a
potent immunotherapy drug (in other tumour types) improves
outcomes in lung cancer. Perhaps immunotherapy does have a
future in lung cancer after all. The paper does, of course, have
limitations. It is a small phase II study and a three way
randomisation impacts on the statistical power adversely. There
appeared to be some patients entered with extensive stage SCLC,
further muddying the waters. The phased ipilimumab arm
performed best, but the concurrent arm also had a HR less than
one and hence may have failed due to small numbers rather than
lack of efficacy.  The toxicities from ipilimumab were similar to
those seen with the drug in melanoma (although possibly less
severe in this smaller study). Overall this study probably raised
more questions than it answers but it may herald a new dawn for
immunotherapy in advanced lung cancer. This seems especially
valid given the tantalising data for the immunotherapy drug PD-1
in lung cancer presented at ASCO this year and published in the
New England Journal of Medicine in July. This paper certainly
supports the idea that further investigation is warranted into the
role of this drug in advanced lung cancer. The questions still
remain over which schedule and which dose? – SG 
Lynch TJ, Bondarenko I, Luft A, et al.
Ipilimumab in Combination with Paclitaxel and
Carboplatin as first-line treatment in stage IIIB/IV Non-
small-cell-lung cancer: Results from a randomized double-
blind, multicenter phase II study.
JCO 2012; June:30(17):2046-54.

Indoor Tanning and Skin Cancer      
This cohort study followed more than 70 000 women in the
Nurses' Health Study 2 (NHSII), a large American cohort with more
than 20 years follow up. The study reported that there was a
dose-response relationship between the use of tanning beds and
the development of basal cell carcinoma (BCC) (HR=1.15,
p<0.001), squamous cell carcinoma (SCC) (HR=1.15, p=0.03)
and malignant melanoma (MM) (HR=1.11, p=0.13). The
association was stronger for the development of BCC if the
tanning bed use was before the age of 25 (HR=1.73, p<0.001).
The associations were robust after controlling for possible
confounding factors.

This paper confirms the findings from several previous smaller
studies and meta-analyses. The use of indoor tanning devices
significantly increases the risks of skin cancer of all types, especially
for those who use them before the age of 25. Basal cell carcinoma
had the strongest association, but the risks of squamous cell
carcinoma and melanoma (the most lethal form of skin cancer)
are also increased. Interestingly, the authors have concluded that
the data suggests that the carcinogenic effects of UVA and UVB
radiation are similar, and hence the assertion from the indoor
tanning industry that newer UVA predominant tanning beds are
safer is untrue. Although the increased risk of melanoma was not
as great in this study, other studies have demonstrated larger
hazard ratios for the development of melanoma associated with
indoor tanning and this is especially noteworthy as the incidence
of melanoma is increasing rapidly, and once metastasised it is a
rapidly lethal cancer in most cases. Tanning devices work by
causing DNA damage leading to melanocyte activation and
transfer of melanin to keratinocytes causing the desired tan.
Endorphins are released during this process, which may explain
the addictive nature of tanning. Radiation exposure from tanning
beds can be greater than that from natural sources and the
International Agency for Research on Cancer (IARC) has described
tanning devices are definitely carcinogenic to humans. This study,
well designed and analysed, confirms that assertion and adds to
the considerable volume of data demonstrating the dangers this
industry poses, especially to young skins. - SG 
Use of Tanning Beds and Incidence of Skin Cancer.
Zhang M, Qureshi A, Geller A, Frazier L, Hunter D & Han J.
J Clin Oncol 2012; May: 30 (14);1588-93.
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