
The CALGB conducted a series of clinical
trials with azacitidine (Vidaza®)
administered subcutaneously or
intravenously in patients with MDS using
the FAB classification (JCO 2002;20:2429).
Since completion of these CALGB studies
(8421, 8921, 9221), a new classification
system was developed by the WHO that
distinguishes MDS from AML (blasts > 20%).
Although studies with azacitidine in
patients with AML had previously shown
activity, the 75 mg/m2/day dose in the

CALGB studies was lower than previously
studied. Using the WHO system, the
diagnosis for CALGB study patients was
redefined and patients with AML were
analyzed separately. Most of the 105
patients were previously considered
refractory anemia with excess blasts in
transformation (RAEB-T). Also, new
treatment response criteria for MDS were
published by the IWG (Blood 2000;
96:3671). Using IWG response criteria,
azacitidine patients with WHO AML in
studies 8421, 8921, or 9221 had an overall
response rate (CR+PR+HI) of 48% (12/25),
32% (9/28), and 37% (10/27), respectively.

Median duration of any response (CR, PR
or HI) in the 33 azacitidine-treated
responders was 279 days (range: 61 to 724
days). The median duration of CR in the 8
azacitidine-treated responders was not
achieved; however, the 25th percentile was
115 days (range: 92 to 274+ days). In Study
9221, the median duration of transfusion
independence (defined as >56 days) in

patients independent at baseline was
significantly longer in the azacitidine group
compared with supportive care for red
blood cells (azacitidine [n=8]: 411 days vs.
supportive care [n=9]: 133 days, p=0.02)
and platelets (azacitidine [n=13]: 363 days
vs. supportive care [n=18]: 125 days,
p=0.004). In the azacitidine group, 22%
(6/27) of patients had a hemoglobin
improvement to >11 g/dL that was
maintained for >56 days compared with
8% (2/25) in the supportive care group
(p=0.2). The proportions of patients with
ANC >1500/m3 and platelets >100,000/mm3

lasting for > 56 days were similar between
the treatment arms. Azacitidine patients
with WHO AML had a longer median
survival (19.3 months) compared with the
supportive care group (12.9 months)
(p=0.2). Further studies investigating
azacitidine in patients with AML with
dysplasia are warranted. Abstract #1848
appears in Blood, Volume 106, issue 11,
November 16, 2005

Introduction: The decision to treat indolent
CLL is often based on progressing bulky
disease, worsening symptoms, and
increasing hematologic derangement.
When treatment is indicated, these
lymphoproliferative disorders are very
sensitive to combination chemotherapies.
Combination therapy with pentostatin (P),
purine analog, cyclophosphamide (C),
alkylator, and rituximab (R), anti-CD20
monoclonal antibody, represents a

promising new approach in the treatment
of patients with low grade CLL. Most
regimens have utilized fludarabine as the
purine analog, but the myelosuppression
and immunosuppression of these
combinations and the disease of CLL
frequently results in severe infections. We
have previously reported our experience
with pentostatin and rituximab in a cohort
of 133 previously treated and untreated
patients with Grade III/IV NHL or CLL (2005
Pan-Pacific Lymphoma Conference).

Methods: Thirty-five patients have been
enrolled in this study through the
Pharmatech Research Network (64 sites).
The expected accrual is 180 patients.
Eligibility criteria allows previously treated
and treatment naïve patients diagnosed
with low-grade stage III/IV CLL (modified Rai
classification).Treatment consisted of

intravenous infusions of P (4 mg/m2), C (600
mg/m2), and R (375 mg/m2) on day 1 of a 
21-day cycle for a total of 8 cycles. Clinical
evaluation (including CT scan) was
performed after even-numbered cycles.
Patients were stratified by disease and by
prior treatment status.

Results: CLL patients (median age 63,
range 35-84) have received 138 cycles
(median 5.5) so far. ECOG status at
enrollment was 0 (80%) and 1 (14%). Overall
response rate (N=29 evaluable) was 65% (CR
14%, CRu 7%, PRu 3%, PR 41%). One grade 4
neutropenia has been documented in this
cohort. Five deaths have been recorded.
One death occurred within 30 days of
receiving chemotherapy. This patient (81
YO) was hospitalized 4 days after cycle 1 and
death was due to sepsis and multi-organ
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