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Abstract

Background: Older patients with AML have inferior treatment outcomes including high treatment related mortality rates,
lower CR rates and short remission duration due to increase in both patient- and disease-related adverse risk factors. AML
patientswith unfavorable prognostic factors such as advanced age, poor performance status (PS), presence of an antecedent
hematologic disorder (AHD), or an unfavorable risk karyotype have inadequate treatment outcomes with cytarabine and an
anthracycline ("7+3") induction therapy.

Methods: Thiswas asingle arm, Phase |1, open-label, 2-stage study with a planned enrollment of 109 patients. Eligible
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patientsincluded adults with untreated AML who were =60 years old with at |east one adverse prognostic factor: age =70
years, AHD, PS=2, and/or intermediate/unfavorable risk karyotype. Clofarabine (CLO) was given on days 1-5 asa 1-hr IV
infusion at dosages of 30 mg/m?2 during induction and 20 mg/m? during re-induction/consolidation. Patients could receive a
maximum of 6 cycles. The primary endpoint was the overall remission rate (ORR = CR + CRp), confirmed by an
Independent Response Review Panel (IRRP).

Results: 112 patients with AML confirmed by independent review enrolled between Oct 2006-Nov 2007 comprised the full
analysisset. Median age was 71 years and 48% were classified asM1 or M2 by FAB classification. The % of patients with
each baseline adverse prognostic factor was as follows. 62% with age =70 years, 36% with AHD, 96% with intermediate/
unfavorable risk karyotype (55% unfavorable, 41% intermediate and 4% unreported); 22% with PS 2, and 78% with 2 or
more of these risk factors. As of database lock (27 June 2008), 11 patients were still receiving study drug. Seven (6%)
patients discontinued treatment due to adverse events. The median number of cycles was 2. 66 patients initiated a second
cycle of clofarabine (38 as re-induction; 28 as consolidation). The median time between cycles 1 and 2 was 41 days. The
IRRP confirmed ORR was 46 % (51/112), including 42 (38%) CR and 9 (8%) CRp. The ORR was 42% in patients with
unfavorable cytogenetics, 50% with AHD, 32% with ECOG PS 2, and 39% with age 70 years. ORR for patients with 1, 2 or
3 risk factors was 48%, 52% and 36%, respectively. ORR among patients with del 5, del 7 and complex karyotype (= 3
abnormalities) was 21% (3/14, 3 CR), 33% (6/18, 2 CR, 4 CRp) and 32% (8/25, 5 CR, 3 CRp) respectively. Median time to
peripheral blood blast clearance was 5 days. The median duration of follow-up was 16.6 weeks. The median duration of
remission has not yet been reached (95% CI, 33 weeksto not yet evaluable). Thirty day all-cause mortality was 9.8%. Drug-
related adverse events occurring in >20% patients were nausea (62%), febrile neutropenia (39%), vomiting (38%), diarrhea
(33%) and rash (30%). Most treatment-related events were Grades 1-2. Febrile neutropenia was reported in 63% patients
(regardless of causality). Treatment-emergent Grade 4 neutropeniaand thrombocytopenia were reported in 46% and 67%
patients, respectively. Median time to ANC recovery for patients who achieved CR/CRp and platelet recovery for patients
with CR was 30 and 26 days, respectively. Grade 3 or higher elevations of bilirubin occurred 12 patients (11%), AST 26
(23%), ALT 21 (19%), creatinine 7 (6%)

Summar y/conclusions: These data indicate single-agent CLO isactive and well-tolerated in treatment-naive, older AML
patients with 1 or more adverse prognostic factors, especially with unfavorable risk karyotype, age =70 years or AHD. The
safety data are consistent with previously reported studies of CLO in older patients. The preliminary DOR and 30 day
mortality data are encouraging. Patients remain in long term follow- up and updated data will be presented at the meeting.
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