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Study Objectives
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The objectives of this study were to: 001-007

e Determine the maximum tolerated dose
(MTD) and dose-limiting toxicities (DLTs) of
ATI-1123 administered every 3 weeks in
patients with advanced solid tumors
Establish the Phase Il dose of ATI-1123
Establish the pharmacokinetics of
intravenously administered ATI-1123
Observe patients for any evidence of anti-
tumor activity

ATI-1123 dosing began at 15 mg/m? and was advanced to 110
mg/m?. At 110 mg/m? two DLTs were observed (Grade 3 febrile
neutropenia and Grade 3 stomatitis).

The ATI-1123 dose was decreased to 90 mg/m? and the dosing
cohort was expanded. Three patients developed Grade 4
neutropenia at the 90 mg/m?, but recovered.

An intermediate dose of 75 mg/m? was added for further study.

Toxicities
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Encapsulated docetaxel concentrations, C_,, and AUC were up
to 4-fold higher, while CL values were up to 4-fold lower than
corresponding values for free docetaxel. The estimated T, ,, CL,
C.., AUC, V. for free docetaxel are in reasonable agreement
with corresponding values reported in literature for Taxotere
(docetaxel). (1Clarke et, al., 1999, ’Bruno et, al, 1998, 3Bruno et,

Analvte Concentration, ng/mL

Treatment Related Adverse Events

Study Methods

Eligible patients for this initial study with ATI-
1123 had progressive disease following
standard therapy, ECOG performance status of
< 2, adequate organ function and anticipated
survival 2 3 months.

Dosing (1 hr infusion) began at 15 mg/m2
using an accelerated titration design, followed
by a modified Fibonacci schema to MTD.
Dosing was continued until patients had
progressive disease or unacceptable toxicities.
Patients were not to be pre-medicated prior to
Cycle 1
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Summary and Conclusions

ATI-1123 had an acceptable safety profile in this heavily pretreated population of patients.

MTD at 90 mg/m?2.

One (3.4%) partial response (PR) in NSCLC and 22 (75.9%) stable disease (SD) were observed.
DLTs observed were expected based on the known profile of Taxotere (docetaxel).
PK exposure appeared to be linear through most doses (data not shown). ATI-1123 appears to
enhance the exposure of docetaxel as compared to standard docetaxel.
ATI-1123 may represent an alternative therapy for patients with advanced solid tumors. Additional

clinical trials are required to assess tumor response in a broad cancer population.
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