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Abstract
Most treatment regimens for CLL are fludarabine-based regimen, which is highly myelosuppressive and
immunosuppressive that frequently results in severe infections, especially among the elderly. Combination
therapy with pentostatin (P), a purine analog, cyclophosphamide (C), a DNA alkylator, and rituximab (R), an
anti-CD20 monoclonal antibody, based on the single-agent activities, documented synergy, and nonoverlapping toxicity profiles, may represent a promising approach in the treatment of these patients. To further
investigate the efficacy of the PCR regimen for the treatment of CLL, we conducted a phase II study. Patients
diagnosed of stage II, III or IV CLL (modified Rai classification), previously untreated or treated, were
eligible. All patients were treated with 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 at least 8 cycles. 2 additional cycles were given for patients with PR or
SD after cycle 8 or patients with CR/CRu first evident at cycle 8. Clinical evaluation was performed after
cycles 2, 4, 6, 8, and 10 if necessary. Dose modification for hematologic toxicity may be increased to the
previous higher level when a hematologic toxicity returned to normal. Two 25% dose reductions or one 50%
dose reduction were allowed for nonhematologic toxicity. Eighty-five patients with CLL, 61 previously
untreated, 13 previously treated, and 11 with unknown treatment history were enrolled in the study. The
median age was 64 years (range 35–83) and 66.7% were ECOG PS 0, 29.6% PS1, 3.7% PS 2. A total of 446
cycles were given, with a median of 6 cycles per patient. 69 patients received at least two cycles of treatment
and were evaluated for response.16 patients were not evaluated for response due to deaths (n=3), withdrawal of
consent (n=3), unacceptable toxicities (n=3), treatment delay (n=2), screening failure (n=1), missing data
(n=3), administrative reason (n=1). The highest achieved response rate (RR) was 56.5%, with 11 (12.9%) CR,
8 (9.4%) CRu, 29 (34%) PR, 20 (23.5%) SD, 1 (1.1%) progressed. Stratified according to previous treatment
status, patients with previously untreated CLL had an RR of 42.4% (CR, CRu 17.7%) while that of the
previously treated was 4.7% (CR 1.2%). 11 (13.0%) patients discontinued treatment due to toxicities. Grade 3/
4 hematological adverse events documented included 9 grade 4 neutropenia, 16 grade 3 neutropenia, 4 grade 3
anemia, 2 grade 4 anemia, and 5 grade 3 thrombocytopenia. Infectious complications were observed in 8
patients including 5 grade 3 febrile neutropenia, 1 grade 4 febrile neutropenia, and 1 grade 3 and 1 grade 4
infection. A total of 8 deaths, of which 6 were in elderly patients (>70 years old) were recorded, including 1
acute respiratory failure, 1 cholangiocarcinoma, 1 pulmonary edema, 2 sepsis, and 3 unknown causes. The
PCR regimen is active patients with stage II, III, and IV CLL. The study is currently on-going and updated
results will be presented.
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