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A randomized, internatio.nal Phase Il trial showeq that vemurafenil? (also known as PL?(4032), which [News 09]
targets the V60OE mutations in the BRAF gene, is the first drug to improve overall survival when BRAFREZSSEIIZEFEMEA 5/ — < DETFR &

compared to standard chemotherapy in patients with advanced melanoma. It is also the first drug to 4 3
improve progression-free survival (PFS) and response proportion in these patients. If approved by the =
U.S. Food and Drug Administration, vemurafenib could become a new standard treatment for patients
with melanoma who have this gene mutation. The drug has received extensive attention as a result of
striking results from earlier-stage trials. This study is the first to demonstrate conclusively that the drug
significantly improves survival better than the current standard.
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"This is really a huge step toward personalized care in melanoma," said lead author Paul Chapman, M.D., '7(_ 7 /=3B 7‘7’ —ZA LSS EEELT
attending physician in the melanoma/sarcoma service at Memorial Sloan-Kettering Cancer Center in ipiimumab (& B3 T & %

New York. "This is the first successful melanoma treatment tailored to patients who carry a specific gene

mutation in their tumor, and could eventually become one of only two drugs available that improves [News 12]

overall survival in advanced cancers." The other drug, ipilumumab, is an immune therapy also featured in IXEARE L IEETEDIN AR &8
ASCO's 2011 Annual Meeting plenary session. WIS

Approximately half of all melanomas harbor a VE00OE mutation in the BRAF gene. The trial compared the [News 13]

effectiveness - overall survival and progression-free survival - of treatment with vemurafenib to the FREE A A LZ B 1T B bevacizumabDBEN LR 7 1
chemotherapy drug dacarbazine in 675 patients with previously untreated, inoperable stage IIIC or stage v b

IV metastatic melanoma and a V600E mutation in the BRAF gene.

At the planned interim analysis at median three months, patients receiving vemurafenib had a 63 percent [News 14]

interi ysi i r , pati iving vemurafeni TR A A TE IR A H

reduction in risk of death compared to those receiving dacarbazine. Those who received vemurafenib RIZER TRERIB R L 17 A CARRD T 2
also had a 74 percent reduction in the risk of progression (or death) compared to dacarbazine. In addition, N 15

the researchers found that those receiving vemurafenib had a 48.4 percent response rate compared to [I ) e\V\:s\WJ\ DOIEHETBE (L SHILH A DT B
5.5 percent for the dacarbazine group. At the first trial interim analysis, it was recommended that those ; Bl WozdisEaR aici f
patients receiving dacarbazine switch to vemurafenib. WETS

The most common side effects of vemurafenib were skin rashes, photosensitivity, elevated liver enzymes, [Ne\{vs 1_6] s -

and joint pain. Fewer than 10 percent of these side effects were grade three or worse. In addition, 18 Fih® AT T B AR E | I TR A 17 HARS % &
percent of patients developed a low-grade non-melanoma skin tumor. =93

Dr. Chapman said that because the study findings showed improvements in PFS and response rate [News 17]

along with greater overall survival, PFS may now become a validated study endpoint for future trials with T 2Ny MEEEEEZELFRIAT 2D D miE
similarly targeted therapies in melanoma. EEOTH?

The researchers plan to next test vemurafenib in combination with other agents in patients with advanced NEERE

melanoma. A Phase | trial has already begun with vemurafenib and ipilimumab, which received approval ) &) BEESMEDERINET S

from the U.S. Food and Drug Administration earlier this year.
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The study was sponsored by Hoffman-La Roche. HASIE ALLICK LA T B
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