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A phase I study involving study subjects with  stage III and IV melanoma will be 
conducted in two cohorts (group s) of subject s, each subject receiv ing a single injection 
(into a melanoma tumor) of adenoviral (a group of viruses from the Adenoviridae family) 
transduced autologous (reinserted into the same subject that they cam e from) dendritic 
cells (DCs)  engineered  to express h uman interleukin-12 (hIL-12)  in combination with 
14 once daily oral doses of Activator Drug.  The study will use injections of dendritic 
cells transduced (after the cells are removed from the subjects) with adenoviral vector for 
inducible expression of hum an IL-12. The IL-12 production is “turned on” from the  
injected DCs through the act ivation of the RheoSwitch ® Therapeu tic System (RTS) by  
the oral administration of the Activator Drug (RG-115932).  Safety and tolerance is to be  
assessed by physical exam inations (includi ng ECOG perform ance status), vital signs, 
serum chemistry, urinalysis, hem atology, adve rse events “side-eff ects”, and antibodies 
and cellular immune response to the adenoviru s and the Activator Dr ug.  In addition, the 
study will analyze hIL-12 levels and cellular immune response (T cells) in biopsies of the 
target tum ors, draining lym ph nodes, and peripheral circulation, as w ell as a serum  
cytokine profile. 
 
Forty subjects with stage II I and IV m elanoma in two co horts (cohort 1: 12 patients, 
cohort 2: 28 subjects). All su bjects will receive a single in jection into a melanoma tumor 
of adenoviral transduced auto logous dendritic cells; within cohort 1, subjects will be 
divided into four groups each  group containing three subjects who will receive a single 
daily oral dose of Activator Drug (Group A: 0.01 mg/kg, Group B:  0.1 mg/kg, Group C: 
1.0 mg/kg or Group D: 10 m g/kg) for 14 consecutive days; with in cohort 2, 28 subjects  
will receive a single maximum tolerated oral dose of Activator Drug (as determined from 
cohort 1 ) for 14 consecutive d ays. Additional injection(s) of adenovirally transd uced 
autologous dendritic cells in com bination w ith 14 single (once) da ily oral doses of 
Activator D rug m ay be adm inistered to  elig ible sub jects who m eet the criteria for 
retreatment.   
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