Two Promising agents in ASCO 2009

m P1.X4032 (Plexxikon/Roche) :
B-RAF point targeting inhibitors
specific for VOOOE, oral 960mg bid
9/16 PR, 5/16 SD, 2/16 PD
Progression Free survival: 6-7 months
-ESMO in Sep 2009: 1/27 +18/27+6/27
m Gleevec (Imatinib) in mucosal melanoma
-3/7 PR in exon 11,13 mut
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BRAF V600E mutation

Down regulate tumor suppressor genes

Up regulate tumor promoting molecules
- VEGE, NFkB (nuclear transcription
factor kB), c-Met




BRAF V600E mutation

Thyroid cancer — 40-50 %o
Melanoma — 60-70 %

Lung adenocarcinoma — 5%



P1.X 4032: Phase 111

dacarbazine
Metastatic /

Melanoma
1%t line

, Progressive

" disease

P1.X 4032

Cross Over not allowed



http://topics.nytimes.com/top/news/health/series/target_cancer/index.html



Available clinical trials at Hollings

Compassionate Use Trial for Unresectable
Melanoma With Ipilimumab



Available clinical trials at Hollings

A Randomized Phase 3 Study

Tasisulam wv.s Paclitaxel
as Second-lLine
in Patients with Metastatic Melanoma



Tasisulam ?

m [nduces apoptosis via a mitochondrial-
dependent mechanism

m Suppresses VEGTE-driven cell
proliferation

m Given IV for 2 hours every 28 days



m Primary Objective: OS

m Secondary : PFS, RR

m Translational: B-RAF, C-Kit mutation



Available clinical trials at Hollings

A Randomized Phase 3 Study
OncoVex v.s GM-CSF
as Second-Line
in Patients with Metastatic Melanoma



OncoVex ?

m rHSV-1"OMF

m Genetically engineered HSV based drug.
m GM-CSF i1s encoded.

m Preferentially proliferate in melanoma cells

Oncolytic vaccine

m [njected to tumor every 2 weeks for at
least 24 weeks (6 months)



Available clinical trials at Hollings

Adjuvant
MAGE A3 vaccination
2:1 randomization

3 weeks x 5 then 3 months x 8



Other options at Hollings

Gamma Kanife: Jan 2010

Phase I: MEK inhibitor

Cell therapy: utilize level 4 cell therapy facility



