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Phase 1 Study of Infusional or Bolus Deflexifol (a novel formulation of 5FU, folinic acid, and cyclodextrin) after failure of standard treatment.
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KEY INCLUSION

5-fluorouracil (5FU) is a commonly used anticancer agent first synthesized in 1957, and is now most commonly used with FA, which enhances its clinical activity. Physical _ N (%) N (%)
incompatibilities between 5FU and LV necessitate the infusion of each component separately, often through a central line due to high pH; resulting in adverse event which leads _ Men 7 (36) T Men 11 (55)
to poor outcomes due to treatment delays. A novel all in one reformulation of 5FU/LV at physiological pH has been developed as an alternative to serial administration of 5FU _
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» Chemotherapy 4 weeks DPD Deficiency (known untreated)

e Nitrosoureas or
Mitomycin C 6 weeks

SUMMARY

Primary Objectives:

¢ To Assess Response Rate (RR per RESCIST) in subject with relapsed refractory malignancy

Concurrent
treatment

e To determine the Pharmacokinetic profile of Deflexifol. e An Open Label Phase | dose escalation study is underway in 2 schedules Bolus and Infusional to assess safety and tolerability in patients with advanced

malignancy

Allergic Reactions

Aspirin

Secondary Objectives: e Cohorts 1-4 have been completed without DLT

o To determine the maximum tolerated dose (MTD) of Deflexifol by continuous intravenous infusion and by bolus e Limited sampling PK of 5-FU and dihydoFU is being conducted : (3 at each of the 5 dose level, doses 1 and 6) to assess PK variability, adequacy of dosing in
comparison to reports.

e Determine safety and tolerability in patients with relapsed or refractory malignancy Uncontrolled inter-

current Illness Pregnancy HIV e Incidence of AEs and SAEs (CTAC 4.03) will be summarized by severity and relationship to study treatment

Exploratory Objectives:

e To determine progression free survival

e To determine overall survival STUDY ASSESMENTS
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Dose-limiting toxicity (DLT) is defined as:
. Any Grade 3 or 4 non-haematologic toxicity (CTACE criteria).

. Patients developing Grade 3 or 4 diarrhoea, failing maximal anti-diarrheal medications. INFUSIONAL DOSE ESCALATION BOLUS DOSE ESCALATION ACKNOWLEDGEMENTS
. Febrile neutropenia, Grade 4 neutropenia > 7 days,
. Grade 4 thrombocytopenia > 7 days Any grade of thrombocytopenia associated with bleeding. Dose Level Infusional Dose of Deflexifol Dose Level Bolus Dose of Deflexifol
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