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Chronic lymphocytic leukemia in 2003
During the last decade, there has been a resurgence

of interest in research about chronic lymphocytic
leukemia (CLL). An understanding of the molecular
basis of this hematologic malignancy has led to the
appreciation that several different B-cell diseases are
represented under this name.

Several lines of data now suggest that B-cell chron-
ic lymphocytic leukemia may actually be two diseases,
reflecting the mutated and unmutated state of the
immunoglobulin heavy-chain gene. The current use of
fluorescent in situ hybridization permits a more accu-
rate evaluation of the cytogenetics of the malignant
cells, identifying distinct subsets of patients with
strong correlations between the chromosome abnor-

Figure 1 (above). FACS profile in a B-CLL case with a typ-
ical immunophenotype (CD5+/CD19+/CD23+/CD22±/
CD11c–. Reprinted from: Liso V. et al. Haematologica 2003;
88(Suppl 17):2-5.

Figure 2 (left). Survival curve of mutated vs. unmutated
cases of CLL (n = 274). Reprinted from: Hamblin T. Haema-
tologica 2003; 88(Suppl 17):14-7.



mality, clinical course, response to therapy and out-
come. There have also been important therapeutic
advances in the last years. Several recently reported
trials have helped to transform our paradigms for the
treatment of CLL. A clear example of this is that flu-
darabine is now used as the preferred initial treatment
for the disease. Nevertheless, the failure to cure
patients has led to new strategies being explored and
to the development of new drugs. 

An increasing number of new biological agents are
being evaluated, including Campath-1H, recently
approved for the treatment of fludarabine-resistant
CLL. There has been a marked increase in the use of
submyeloablative transplants, offering a more immu-
nology-based therapy than does standard bone mar-
row transplantation, potentially with less toxicity.

A meeting on recent advances in chronic lympho-
cytic anemia took place in Milan, Italy, on November
14, 2003. The papers presented have been published in
a supplement of this journal;1-11 the supplement is
downloadable free of charge from http://www.haema-
tologica.org/free/cll2003.pdf.

Enrica Morra, Marco Montillo
Division of Hematology

Niguarda Cà Granda Hospital
Milan, Italy
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Table 1. Infection prophylaxis in CLL patients treated with innovative therapies.

RISK FACTORS

Binet stage B and C
Previous chemotherapy

Neutropenia
Renal dysfunction

Minor or no response to fludarabine
CD4 count <200 cells/mL

Age> 65
Ig titer < 400 mg /dL

PROPHYLAXIS

Pneumocystis carinii:  Trimethoprim- sulfamethoxazole (particularly in steroid therapy)
One tablet 3 times a week

Fungi: Fluconazole or itraconazole 400 mg daily (if colonized)
Herpes: acyclovir 400 mg twice daily (800 mg twice daily if previous severe infection) 

Ig replacement: only patients with recurrent and severe bacterial infections caused
by Staphylococcus, Streptococcus pneumoniae and Haemophilus influenzae
250 mg/kg every four weeksR
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