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During the third and subsequent cycles the 3-vial kit was used. Antitumor activity was assessed by CT scan every four (4) * Open label, single center, single dose level, randomized, 2-arm crossover study [
cycles. Blood samples for PK analysis were collected at pre-treatment, during infusion, end-of-infusion, and at various time * Margibo 2.0 mg/m? intravenous infusion over 1 hour once every 2 weeks (equals 1 cycle). Patients were randomized 10
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concentration were measured using HPLC-MS/MS method. + During the third and subsequent cycles the 3-vial kit was used
§ +  Blood samples were collected for analysis of total and released vincristine levels at pre-treatment, during infusion, 1 ! ! ! ! ' . y . .
Results. Fifteen (15) patients were enrolled and treated; eleven (11) were evaluable for the PK analysis. Median number of 0 20 40 60 80 100 A 45 year-old man with a history of choroidal melanoma of the right eye diagnosed in 1997. Patient
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5-vial kits was within the interval of 0.80-1.25 confirming the bioequivalence of the two kits. Objective response was observed in ) o o P tumor height of approximately 6.1 mm. On July 11, 2000 he underwent enucleation of the right eye Numbness Paresthesia Pain Weakness Constipation
) ; ) . were y WinNonLin
13% (1 CR, 1PR) or stable disease in 20% (3 SD) as their best response. ty-three percent (73%) treatment i ericti " ; ibo Ki firmed with choroidal mel . The patient did well until h found to have bilateral
( ) or sta 20% (3.SD) 4 P (73%) - Objective tumor response was evaluated by computed tomography using WHO response criteria following every Table 2. Plasma PK Parameters of Total Vincristine for 3-vial and 5-vial Margibo Kits confirmed with choroldal melanoma. The patent did well untll he was found to have bilatera WBL OMild (Post BL) [Moderate (Post BL) H Severe (Post BL) M Total Post BL
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Conclusions. The 3- and 5-vial kits produced bioequivalent PK profiles. Single agent Margibo demonstrated moderate activity 2""3' Kit C°’"p’3"e”isv B He was initiated on Marqibo on March 8, 2004. On August 25, 2004 a CT scan of the chest showed
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Active 2 Vincristine Sulfate Injection, USP (1 mg/mL, 2 mL) poremcker (ngim) M h n (hengin) m (mLh) metastases. Patient received 24 courses of Marqibo. The treatment was discontinued on O n C u S | O n S
L 1 phi in/Cholesterol Li Injection (100 mg/mL, 1 mL) Vean £SD | 02 £28 | 2600 | 144 £73 | 21 £ 127 | 14557 £ 8547 | %026 £ 1220 | %2 ¢ 2% February 27, 2005, two (2) months post CR. At last follow-up date of October 4, 2006, the patient
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Margibo is a novel formulation of vincristine encapsulated in the aqueous interior of proprietary liposomes composed of Active 1 Vincristine Sulfate Injection, USP (1 mg/mL, 5 mL) i 5 % B 105 i 4 6 « Marqibo was generally well tolerated in metastatic melanoma patients with an adverse event profile similar to
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nanoparticle delivery technology to be applied to cell cycle specific drugs. The Optisomes unique (SCL) composition results in long Buffer 1 Sodium Phosphate Injection (14.2 mg/mL, 25 mL) - Margibo showed promising single agent activity against Stage IV metastatic melanoma
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SCL encapsulation prolonged the plasma distribution half-life of the drug, increased the accumulation of drug at the tumor site and + Adequate hematologic, renal and hepatic function =hop y state;
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