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had a lower probability of DFS than patients with
MRD < 1/103. These data are comparable to those
previously reported.4-6,9,10 In summary, MRD after
induction therapy is a relevant prognostic factor in
children with B-precursor ALL. Our study indicates the
need for MRD evaluation by PCR in all patients at the
end of the induction period.
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Chronic lymphocytic leukemia and Hodgkin’s
disease. Clinicopathologic study of three
cases with good prognosis

Lymphadenopathy during the course of chronic
lymphocytic leukemia is common. However, when
patients develop associated symptoms, a lymph
node biopsy is warranted. We report three patients
with chronic lymphocytic leukemia who subse-
quently developed Hodgkin’s disease and who
achieved complete remission after chemotherapy
and radiotherapy.

Sir,
B-cell chronic lymphocytic leukemia (CLL) is the

most common form of leukemia, affecting older
patients; 10% develop diffuse large cell lymphoma
(Richter’s syndrome)1. Hodgkin’s disease (HD)
sometimes occurs in patients with a longstanding his-
tory of CLL2 and survival is usually short. We report
3 cases of HD in CLL patients. All patients achieved
complete remission (CR) of HD.

Case #1. In 1990 a 62-year old man was diagnosed
as having Binet stage A CLL. Chlorambucil was
administered over 3 years. In 1997 axillary lymph-
adenopathies appeared with anemia and thrombo-
cytopenia. Lymph node biopsy showed Reed Stern-
berg (RS) cells. According to the Ann Arbor classifi-
cation he had stage III disease. Blood lymphocyte
immunophenotyping and bone marrow biopsy are
detailed in Table 1. Three courses of intensive
chemotherapy (Stanford V regimen) produced CR.
When last seen in 1999 he was still in CR from HD.

Case #2. In 1990 a 62-year old woman developed
a Binet stage A CLL (Table 1). In 1996 lymph-
adenopathies and night sweats appeared. Lymph
node biopsy revealed RS cells and CD5+ lymphocytes.
The patient was considered as having stage III dis-
ease according to the Ann Arbor classification. She
received 3 courses of intensive chemotherapy (Stan-
ford V regimen) followed by radiotherapy. She
achieved a CR. In 1999 she was still in CR from HD.

Case #3. In 1991 a 60-year old man was diagnosed
as having a Binet stage C CLL. He received 11 cours-
es of mitoxantrone, etoposide, and steroids. Only a
partial response was achieved (Table 1). In 1995, he
developed a CLL related cytopenia. Six courses of flu-
darabine were delivered. In 1996 submandibular
lymph nodes and splenomegaly appeared. Lym-
phadenopathy biopsy showed RS cells. Three cours-
es of MOPP/ABVD were completed by radiotherapy.
Thirty-six months later he was still in CR from HD.

The occurrence of HD in the course of CLL has
been reported in the literature.3-6 In Fayad’s study,4 7
CLL patients out of 1,374 developed HD (0.6%) with
a mean interval of 45 months. The median age upon
diagnosis of HD was 71 years. They all received
chemotherapy, but only one achieved CR.

In contrast, the prognosis of our patients remained
as good as those of patients with HD without CLL.
This could be because they were younger or because
of the late occurrence of HD and intensive chemo-
therapy. Nevertheless, such an outcome is rare. Butts5

reported two cases of HD in patients with CLL, with-

scientific correspondence



879

Haematologica vol. 85(8):August 2000

out relapse.
In CLL patients, the risk of a secondary neoplasm

is related to an immunologic deficiency and/or treat-
ment such as chlorambucil.7 Recent data show that
RS cells and CLL cells belong to the same clonal pop-
ulation.8,9 RS cells, occurring in CLL or in classical
HD, have the same genetic, morphologic and
immunophenotypic features. 

The good prognosis of HD after CLL distinguishes
it from Richter’s syndrome. Indeed it might be con-
sidered as a complication of CLL and not only as a
coincidental finding. It should be searched for  when
patients develop signs suggestive of progression or
transformation of CLL. Intensive treatment seems to
be useful for obtaining CR.
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CD3– large granular lymphocyte leukemia with
clonal rearrangement of the γ and β genes of
the T-cell receptor

We report the case of a patient with large gran-
ular lymphocyte leukemia with a CD3-phenotype
and evidence of a monoclonal rearrangement of the
TCRγand β genes.This case seems to show that the
proliferation originated from an immature T-thymic
progenitor.

Sir,
Large granular lymphocyte (LGL) proliferation of

CD3+ cells with clonal T-cell receptor (TCR) gene
rearrangements are referred to as T-LGL leukemia; LGL
proliferations of CD3– cells without TCR gene
rearrangements are classified as natural killer (NK)-
LGL leukemia.1-5
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Table 1. Characteristics of the 3 patients.

Blood lymphocyte Blood lymphocyte Bone marrow lymphocytic infiltration Outcome
immunophenotyping immunophenotyping at the diagnosis of HD
at the diagnosis of CLL at the diagnosis of HD

Patient #1 Lymphocytes: 46.44×109/L Lymphocytes: 0.3×109/L Slight lymphocytic infiltration HD complete remission
and no RS cells

96% monoclonal κ light chain 75% monoclonal kappa light chain 
CD5+, CD19+, CD23+ CD5+, CD19+, CD23+

Patient #2 Lymphocytes: 15.4×109/L Lymphocytes: 2.57×109/L Nodular infiltration by mature and HD complete remission
70% monoclonal κ light chain CD5+ 40% monoclonal κ light chain small lymphocytes without RS cells Persisting CLL

CD5+, CD19+, CD23+ (Lymphocytes: 6×109/L with
86% B monoclonal lymphocytes)

Patient #3 Lymphocytes: 7.8×109/L Not done Mild bone marrow infiltration by HD complete remission
91% monoclonal κ light chain lymphocytes without RS cells Persisting CLL
CD5+, CD19+, CD23+ (Lymphocytes: 2×109/L

60% B monoclonal lymphocytes)




