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ABSTRACT

Monoclonal B-cell lymphocytosis is accepted as an important risk factor for developing lymphocytosis familial chronic lymphocytic leu-
kemia (CLL) but does not meet the criteria for B-cell lymphoproliferative disease, and patients with <5,000 (but not 0) CLL-phenotype 
B-cell lymphocytes per mm³. Individuals with lymphocytosis who have relatives diagnosed with CLL should undergo flow cytometry 
for early diagnosis. In our study, a 56-year-old patient’s brother had been early diagnosed with CLL and with lymphocytosis, and the 
patient was diagnosed with class 1-2 CLL after 2 years. We emphasize that individuals having a family history of CLL should be closely 
monitored.
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Introduction 

Chronic lymphocytic leukemia (CLL) is a lymphoproliferative disorder of monoclonal origin, and it is characterized by 
increased number of lymphocytes with insufficient function. It is considered among indolent non-Hodgkin lymphomas 
with mature B-cell small lymphocytic lymphoma (1). While CLL constitutes approximately 30% of all leukemia cases 
in the Western countries, its incidence has been reported to be about 4/100,000 in the United States and 5/100,000 in 
Europe. On the other hand, CLL is seen less commonly in Asian countries and Japan. The ratio of females to males with 
CLL is 1:2. Similar rates have been found in the retrospective studies conducted in our country, and the mean age has been 
reported to be 63±2 years. However, analyses of patients show that CLL is also seen in young population (<45 years) (2).

Although the etiology of CLL is not known exactly, it is suggested that CLL is associated with environmental factors such 
as radiation, infectious factors, and exposure to toxic drugs and chemicals. However, indifference in the incidence of the 
disease among Asian immigrants who live in America shows that genetic factors and/or lifestyle can also be effective in the 
development of the disease as well as environmental factors (3). Genetic susceptibility in CLL has been supported by the 
presence of many CLL cases in some families (4).

Lymphoid, hematological, and solid tumor malignancies are seen more commonly than expected among the relatives 
of patients followed due to the diagnosis of CLL (5). Moreover, in comparison with the relatives of a healthy group, a 
significant increase has been found in the risk for the development of CLL. In addition to these malignancies, another 
clinical condition that is more common among the first-degree relatives of CLL patients and characterized by a lower 
rate of B-cell growth despite its clinical similarity to CLL is monoclonal B-cell lymphocytosis (MBL) (5). However, it is 
thought that the presence of MBL with an asymptomatic course among relatives of CLL patients is also an important risk 
factor for the development of CLL (6).

There are insufficient documents on the clinical features of familial CLL. However, no prominent difference has been 
reported between the clinical features and prognostic markers of familial CLL and sporadic CLL (7). In a study on the 



familial histories of 1449 patients with the diagnosis of CLL, 
there was no apparent difference except that familial CLL was 
observed to be more common in women (7).

In this study, we present a newly diagnosed CLL patient who 
presented to our clinic with lymphadenopathy (LAP) and 
whose brother was being followed up for CLL.

Case Presentation 

The patient signed a written informed consent form for his 
medical data to be used in medical articles and journals. 

A 56-year-old male patient was admitted to our outpatient 
clinic due to the complaint of swelling in his neck. The 
patient had no history of any chronic disease, but it was 
learned that his brother had been diagnosed with stage 0–1 
CLL 5 years ago and was being followed up without any 
medication. The patient’s physical examination revealed 
multiple LAPs, the largest of which was 20×10 mm, in his 
neck and dullness in the Traube’s space. Other systemic 
examination results were found to be normal. Lymphocyte 
dominance was observed in his peripheral smear, and no 
atypical cells were found. The results of the laboratory 
analyses were as follows: Hb: 13.5 g/dL; Plts: 164,000/μL; 
WBCs: 58150/μL; lymphocytes: 53070/μL; BUN: 16.8 mg/
dL; creatinine: 0.7 mg/dL; Na: 137 mmol/L; K: 4 mmol/L; 
Ca: 8.8 mg/dL; T. Protein: 7.1 g/dL; albumin: 4.1 g/dL; 
AST: 19 U/L; ALT: 11 U/L; GGT: 10 U/L; ALP: 98 U/L; T. 
Bilirubin: 0.4 mg/dL; D. Bilirubin: 0.09 mg/dL; ESR: 8 mm/
sa; CRP: 0.1 mg/L; INR: 1.2; viral serology: negative; serum 
IgA, IgG, and IgM levels: normal. In his peripheral blood 
flow cytometry, proliferation of monotypic B lymphocytes, 
which constitute 94% of lymphocytes and display CD19++, 
CD 20+, CD22+, CD5+, CD23+, CD43+, DR+, sIg+, and 
Kappa+ immunophenotypes, was detected. Bone marrow 
aspirate smear revealed lymphocyte dominance at the rate 
of 60% without increased prolymphocytes. The karyotype 
analysis revealed 46XY karyotype, and chromosome analysis 
revealed no chromosomal anomaly. Bone marrow biopsy 
was consistent with CLL considering immunophenotypic 
and morphologic findings. Computed tomography showed 
multiple LAPs, the largest of which was 24×15 mm, in 
the neck, thorax, and abdomen and splenomegaly (size of 
spleen, 163 mm). The patient, who had shown lymphocyte 
dominance in the examinations performed 2 years ago, was 
considered as having stage 2 CLL according to the RAI staging 
system. Based on the present findings and clinical condition, 
it was decided to follow-up the patient without any treatment 
at 3-month intervals in the outpatient clinic of hematology. 
In his control examination performed at the end of the first 
year, it was found that his laboratory values were stable.

Discussion

CLL is a disorder that is the most common one among 
leukemia forms and affects approximately 2% of the 
population. Its familial subtype is seen in at least one of the 

family members, which differentiates it from sporadic cases 
(4). Epidemiological studies showing that the risk of CLL 
is three to seven times higher in the families of affected 
individuals have helped well recognize the familial form of the 
disease and have revealed that the familial form constitutes 
5% of the CLL patient group (8).

Although genetic factors are responsible for the development 
of the familial form, environmental factors have also been 
demonstrated to be effective. In studies examining genetic 
structures of families with CLL, it was found that the members 
of these families had many other lymphoproliferative disorders 
(Hodgkin and non-Hodgkin lymphoma, Waldenström 
macroglobulinemia, MBL) in addition to CLL (4). Pedigree 
analyses showing the heritability in distant relatives suggest 
that shared genes account for variant B-cell malignancies. 
However, these analyses cannot be explained just with a genetic 
transition (9). In a study in the area of genetic epidemiology, 
it was found that affected regions were in chromosomes 1q, 
3q, 6q, 12q, and 13q in one of the family members and in 
chromosomes 11p11, 5q22–23, 6p22, 10q25, and 14q32 in 
another member. However, no prominent germline mutation 
was detected in these regions (4).

Despite all these unknown sides in its etiology, frequent use 
of flow cytometry in practice has revealed that the presence 
of a CLL-phenotype B-cell population in peripheral blood 
is encountered more commonly in individuals with two or 
more CLL diagnoses in their families compared with healthy 
individuals (7). MBL, which is characterized by a monoclonal 
B-cell count of <5000/mL in peripheral blood without clinical 
signs and findings related to B-cell lymphoproliferative 
disorders, is also accepted to be an important risk factor for 
the development of familial CLL. It requires a close follow-up 
because it is seen in <1% of adults and 4%–5% of individuals 
aged 40 years and above, but it is more common (10%) in 
the relatives of CLL patients (1). Considering non-CLL cases 
(CD5- and CLL-phenotype B-cell populations) evaluated in 
MBL classification, it is important to follow-up the patients 
with lymphocytosis and familial histories of CLL using flow 
cytometry (10).

Our presented case was considered to be that of familial CLL 
because of the presence of CLL in his brother. The examination 
of this patient, whose brother had been diagnosed with CLL 
5 years ago, had revealed lymphocytosis without any clinical 
signs and findings 2 years ago, and this was accepted to be 
significant in terms of MBL. In this study, the importance 
of follow-up with regard to MBL and familial CLL was 
emphasized for patients who had no active complaint but 
were incidentally found to have lymphocyte dominance and 
had a familial history of CLL.
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