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Abstract
Skin involvement in Chronic Lymphocytic Leukemia (CLL) is rare and can present with very different lesions. Our case 
was a 51-year-old woman who had been followed without medication for 2 years with the diagnosis of CLL in an external 
center. Papillomatous lesions have developed in different parts of her face for about 1 year. Skin biopsy was performed 
1 month ago and chronic lymphocytic leukemia infiltration was detected; so she was referred to our clinic. The patient 
with Rai stage II CLL refused to take chemotherapy for these lesions and was followed up regularly. In this case report, 
we emphasized that skin lesions which can present with very different forms should be kept in mind in terms of skin 
involvement in CLL patients, and also the alternative treatments were reviewed.
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Introduction
Chronic Lymphocytic Leukemia (CLL) is the most com-

mon form of leukemia with an incidence of 4.2/100,000/year. 
The median age at diagnosis is between 67-72 years. 10% of 
CLL patients are younger than 55 years [1]. Skin involvement 
is seen in 4-20% of patients, and there is limited information in 
the literature on CLL patients with skin involvement [2]. The 
reported lesions are usually nodule, papule, plaque, ulcer, and 
exfoliative erythroderma in the head and neck region [3].

In this article, we reported a 51-year-old woman who 
was diagnosed with CLL for 2 years and who had papil-
lomatous skin lesions (the largest one was 1.5 cm in di-
ameter) on the nose and cheeks.

Case Presentation
A 51-year-old woman was admitted to the hospital due to 

papillomatous lesions on her face for a year. Her past medical 
history was unremarkable except for that she was diagnosed 
with Chronic Lymphocytic Leukemia (CLL) in October 2014 
(which was 2 years before our admission) and imaging tests for 
staging at the time of diagnosis showed as Rai stage 0. About 1 
year after diagnosis; in September 2015, milimetric nodular le-

sions developed on the cheeks and nose of the patient. Lymph 
nodes in the neck and abdomen developed 8 months after skin 
findings. Radiological examinations have been reperformed in 
May 2016 and showed as Rai stage II. Biopsy was performed 
from the lesion on the left cheek in October 2016 due to the 
progression of skin lesions. Upon that the result of biopsy was 
consistent with chronic lymphocytic leukemia infiltration, she 
was referred to our clinic (Figure 1).

In physical examination which was made in admis-
sion to the hospital in December 2016, there were multi-
ple papillomatous lesions (the largest one was 1.5 cm in 
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diameter) on the nose and cheeks (clustered on the nose 
ridge) (Picture 1), a 1.5 cm right submental lymph node, 
a 2.5 cm right supraclavicular lymph node and bilateral 
cervical lymph nodes (the largest one was 2 cm in diam-
eter). Moreover, the liver was palpable 2-3 cm below the 
costal margin and the traube’s space was closed. In labo-
ratory examination, hemoglobin level was 15.5 g/dL, leu-
kocyte count was 36.1 × 109/L, absolute neutrophil count 
was 3.9 × 109/L, absolute lymphocyte count was 27.9 × 
109/L, absolute monocyte count was 3.4 × 109/L, platelet 
count was 190 × 109/L, LDH level was 353 U/L and other 
biochemical parameters were normal. The patient’s bone 
marrow biopsy made in 2014 revealed that CD20, PAX-
5, CD5, CD23 and Bcl2 were diffusely positive, CD3-pos-
itive T cells were rare, and Cyclin D1 showed staining 
in the vascular endothelium. It was reported as “B cell 
lymphocytic infiltration ; consistent with small lympho-
cytic lymphoma/chronic lymphocytic leukemia”. The 
classic cytogenetic results of bone marrow made in 2014 
were found as 46, XX. Computerized Tomography (CT) 

of neck, thorax, abdomen and pelvis was performed for 
staging. In the neck CT scan,there were multiple patho-
logical lymph nodes (the largest one was 2.5 cm in diam-
eter on the right side) in the cervical region that showed 
occasionally conglomerate, and soft-tissue masses (the 
largest one was 1.5 cm in diameter on the right side) at 
both buccal levels that were localized in skin-subcutane-
ous tissue and exhibited an exophytic growth pattern. In 
the thoracic CT scan, there were multiple mediastinal 
lymph nodes (the largest one was 13.5 mm in diameter) 
and lymph nodes (the largest one was 3 cm in diameter 
on the left side) in both axillary areas. In the abdominal 
CT scan, the liver measured 17 cm, the spleen measured 
13 cm, and there were multiple pathological paraaortic 
lymph nodes (the largest one was 25 mm in diameter). In 
the pelvic CT scan, there were bilateral inguinal lymph 
nodes (the largest one was 18 mm diameter). Chemo-
therapy was planned due to skin involvement in the pa-
tient with Rai stage II CLL, but the patient was followed 
up clinically because she did not accept chemotherapy.

         

 
a b c

Figure 1: a) Intense small cell lymphocytic infiltration in dermis (HE x 100); b) Diffuse CD5 positivity in lymphocytic cells (SP19 
x 100); c) Neoplastic cells expressing CD23 (SP23 x 100).

         

Picture 1: Papillomatous lesions on the nose 1a) and cheeks; 1b) in the patient with a diagnosis of CLL.
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As a result, skin lesions that occur in different forms 
in CLL patients should be considered in terms of skin in-
volvement of CLL, and skin biopsy should be performed. 
The need for surgery, chemotherapy, radiotherapy or 
follow-up in skin involvement of CLL should be assessed 
on a patient-by-patient basis. More research is needed to 
determine the impact of skin involvement on CLL prog-
nosis and to improve follow-up standards.
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Discussion
CLL is a low grade monoclonal disorder characterized 

by B cell lymphoproliferation. Leukemic skin involvement 
is seen in 4-20% of patients [2]. Although the mean disease 
duration until detection of skin lesions has been reported 
up to 39 months, skin lesions may also present as the first 
symptom of CLL in 16.7% of patients [4]. In our patient, 
the skin lesions developed 23 months after CLL was diag-
nosed. While Fullen, et al. reported that the patient had 
advanced-stage CLL (Rai stage IV) when skin lesions were 
detected [5], Sokumbi, et al. reported that the two patients 
had early-stage CLL (Rai stages I and II) when skin lesions 
were detected [6]. Our patient had Rai stage 0 CLL when 
skin lesions occured but skin biopsies were made about 1 
year after lesions were developed. When the lesions were 
confirmed to be CLL skin involvement by biopsy, re-stag-
ing was performed and evaluated as Rai stage II.

Although the mechanism of skin involvement in CLL is 
unclear, it is considered to be associated with upregulation 
of Intracellular Adhesion Molecule-1 (ICAM-1) and Lym-
phocyte Function-Associated Antigen-1 (LFA-1) [7]. There 
is conflicting information in the literature on the prognostic 
effect of skin involvement. It has been reported that when 
skin involvement is detected, it is usually identified as Rich-
ter’s syndrome or T-CLL and also indicates a poor prog-
nosis [8,9]. However, in a retrospective study evaluating 42 
CLL patients with skin infiltration, it was found that skin 
lesions did not affect the prognosis, and the 5-year survival 
rate was reported as 66.6% [4]. In a study of Kaddu, et al. 
which included 27 patients, it was indicated that skin find-
ings in CLL were associated with a favorable prognosis and 
did not require specific treatment [10].

As treatment is recommended to be planned according to 
hematologic findings, it has been reported that surgical exci-
sion can be performed for small solitary or clustered lesions 
and radiotherapy can be used for larger lesions [11]. In a study 
of Dimeo, et al., the involved area was irradiated at a dose of 
36 Gy in 18 fractions, and it was reported that complete re-
gression was observed in the lesion [2]. Systemic chemother-
apy has also been offered as an option in cases with aesthetic 
anxiety due to common, large lesions and it was reported that 
prednisone and chlorambucil or rituximab gave good results 
[12]. Although alkylating agents are generally used to treat 
disseminated leukemia cutis in B-CLL [13,14], the current 
data shows that skin involvement is controlled by nucleoside 
analogues such as fludarabine and cladribine [13,15]. In our 
patient, skin lesions were not suitable for radiotherapy be-
cause they were in different parts of the face. Despite the aes-
thetic problems, the patient refused chemotherapy because 
she hesitated the side effects of systemic chemotherapy, and 
therefore the follow-up was planned.
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