
Dual-Hit in Pleural Effusion-Metastatic Melanoma 
and CLL/SLL, a Rare Occurrence
Clinical Presentation
An 83 year old female presented with 
unilateral pleural effusion. She had a 
past history of chronic lymphocytic 
leukaemia/small lymphocytic lymphoma 
(CLL/SLL), invasive melanoma of the back 
and cutaneous squamous carcinoma of 
the forearm. 200ml bloodstained pleural 
fluid was aspirated.

Cytologic Findings
Two slides were prepared and stained; 
one air-dried slide with Diff-Quick 
and one fixed slide with Papanicolaou 
stain. The specimen was highly 
cellular showing two cell populations: 
Large single cells with high nuclear-
cytoplasmic ratio and pleomorphic 
nuclei (Fig. 1), and a monotonous 
population of small lymphocytes with 
coarsely granular chromatin (Fig. 2). 

A cell block was prepared and showed 
similar features. Some material was sent 
for flow cytometry.

Follow up studies
Immunocytochemistry showed that the 
large malignant cells were positive for 
Sox-10 (Fig. 3) and negative for Calretinin, 
BerEP4, LCA and TTF-1. Based on these 
findings, a diagnosis of malignant 
melanoma was made. Flow Cytometry 
identified an elevated percentage 
of B cell lymphocytes (75% of total 
lymphocytes ) that expressed lambda 
light chains as well as B cell phenotype, 
CD19+, CD5+, CD20+, CD23+, CD43+, 
CD200+, and CD38+ (Figs. 4 and 5). 
Approximately, 32% of cells are 
monoclonal B-cells with the phenotype 
seen in CLL/SLL. 

Discussion 
Chronic lymphocytic leukaemia/Small 
lymphocytic lymphoma (CLL/SLL) is a 
low grade lymphoproliferative disorder. 
It is the most common adult type 
of leukaemia diagnosed in Australia. 
Each year in Australia, approximately 
1400 people are diagnosed with CLL/
SLL which occurs more frequently in 
men than in women¹. CLL/SLL patients 
are known to have increased risk of 
developing a second cancer, melanoma 
being the most common. Other cancers 
include non-melanoma skin cancer, lung, 
respiratory tract, oral cavity and pharynx, 
prostate, kidney and lymphoma¹. 
An association between malignant 
melanoma and lymphoma was first 
reported in 1973. Many studies have 
confirmed patients with CLL/SLL have an 
increased risk of developing malignant 
melanoma². In several retrospective 
studies the risk of melanoma was found 
to be 7.74 times that of the general 
population. Chronic immunosuppression 
in CLL/SLL patients increases the risk 
for the development of secondary 
malignancies³. 

The collision of two malignancies in a 
pleural effusion is very rare. There are few 
cases reported of malignant melanoma 
in pleural effusion, and occurrence of 
pleural effusions in patients with B-CLL/
SLL is even more exceptional⁴. This 
case report is interesting because both 
melanoma and CLL/SLL collide in pleural 
effusion.

The diagnosis of lymphomas (especially 
CLL/SLL) in serous effusions is 
challenging. The differential diagnosis 
includes reactive lymphoid cells, small 

round-cell tumours, and other small 
cell lymphoma subtypes⁵. The CLL/SLL 
lymphocyte in (Fig 6A) is same size of a 
normal lymphocyte (arrowed in Fig 6B). 
By way of comparison, the larger sized 
lymphocytes of a high grade lymphoma 
are also shown in Fig 6B.  
Thus, the morphologic similarities make 
the distinction between benign/ reactive 
and low grade lymphoma cells difficult 
on cytology. Therefore, various ancillary 
studies including immunocytochemistry, 
flow cytometry and cytogenetics/
molecular genetics have been 
performed on effusion specimens for 
definite diagnosis. The combination 
of CLL/SLL and metastatic melanoma 
present together in a pleural effusion is 
very rare phenomena. Only a handful of 
cases have been reported.

References
1. J A Royle, P D Baade, and L Fritschi: Second cancer 

incidence and cancer mortality among chronic 
lymphocytic leukaemia patients: a population-based 
study. British Journal of Cancer 2011; 27:1076-1081.

2. Jerry D. B et al: Increased incidence of malignant 
melanoma and other rare cutaneous cancers in 
the settings of chronic lymphocytic leukaemia. 
International journal of dermatology 2015; 54:287-293. 

3. Kartik A, Shashank C, Prakash P: Recurrent Malignant 
Melanoma Presenting as Isolated Pleural Metastases 
in a Patient With Chronic Lymphocytic Leukaemia. 
Case report in Oncology 2017; 10:86-90.

4. Atanackovic D, Brettner S, Hegewisch-Becker S: 
Pleural effusion of a second neoplasm in a patient 
with B-CLL: two compartments. American Journal of 
Hematology 2003;73:184-189.

5. Dilip K Das:Serous effusions in Malignant 
lymphomas: A review Diagnostic Cytopathology 
2006; 34:335-347.

Acknowledgements
Dr. Jason Stone, Terese Boost and Dr Erin Simleit.

Specialist Diagnostic Services Pty Ltd (ABN 84 007 190 043) t/a QML Pathology 

Rajashri Koduri, Cytopathology Department, QML Pathology, 11 Riverview Place, Murarrie, QLD 4172.

Fig 3:  Immunocytochemistry on cell block showing large malignant cells 
positive for  Sox-10 (x400) 

Fig 4:  Flow Cytometry: The upper left quadrant shows CD19 positive B-cells 
expressing lambda light chains.

Fig 1:  Diff-Quick stain slide from pleural effusion showing large malignant 
cells (x400).

Fig 5:  Flow Cytometry expresses CD19 and CD5 positive B-cell population 
in the right upper quadrant.

Fig 6:  A: Diff-Quick stain slide from this case showing small, round  
lymphocytes-CLL/SLL(x600). B: Diff-Quick stain slide from pleural 
effusion showing a normal lymphocyte (arrow) compared to the 
larger cells of high grade lymphoma. (x600).

Fig 2:   Pap stain slide from pleural effusion showing small, round 
lymphocytes (x400)
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