lCHRONIC LYMPHOCYTIC LEUKAEMIA (CLL) 

CLL – disease of older males

Rare under the age of 35

Cause unknown

M: F = 2:1

Pathogenesis:

Increased proliferation of lymphocytes} accumulation of lymphocytes in 

Prolonged survival of lymphocytes      } marrow blood, LN, liver & spleen

95% of CLL – lymphocytes are of B cell orgin (monoclonal)

Lymphocytes carry determinants for IgM or IgD on surface.

May also exhibit depressed T cell function.

Some patients may produce Auto Ab to RBC or platelets.

Normal haematopoiesis is suppressed due to increased lymphocytes in marrow, therefore associated cytopaenias.

Neutropaenia and abnormal Ab production and chemotherapy result in serious infections.

Diagnosis:

Many patients may be asymptomatic at the time of diagnosis.

A. Symptoms:

malaise, fatigue, excessive sweating

abdominal discomfort or distension

infection

enlarged LN

B. Physical Findings:

LN enlargement

Hepatosplenomegaly

Nodular skin infiltration

C. Laboratory Findings:

Hb – N or decreased

WBC – increased with absolute lymphocytosis


(Appears normal morphologically)


B cell markers

Platelet – N or decreased

Marrow:    Not necessary to diagnose CLL

Diffuse infiltrate with small well differentiated lymphocytes (30-90% marrow cells)

Metabolic Disturbances: 
uncommon

Immune Alterations:
Coombs’ positive haemolytic anaemia 





Immune thrombocytopaenia





Paraproteinaemia (3%)

Criteria for diagnosis

· Absolute lymphocytosis sustained for at least 4 weeks

· At least 30% marrow lymphocytosis

· B cell markers + CD5

Staging:

Rai staging classification:

Stage 0:
Blood and marrow lymphocytosis

Stage I:
Lymphocytosis and lymphadenopathy

Stage II:
Lymphocytosis and hepatosplenomegaly + LN

Stage III:
Lymphocytosis and anaemia

Stage IV:
Lymphocytosis and thrombocytopaenia

Differential Diagnosis:
Infections - tuberculosis, infectious mono





PLL





Leukaemic phase of NHL

Histopathology:

B CLL

closely related to well differentiated lymphocytic



lymphoma



LN histology – identical



Cytochemistry may be helpful

T CLL

<5% of CLL



Higher incidence of skin infiltration



Hepatosplenomegaly more frequent

Prolymphocytic leukaemia:
Variant of CLL






Poorer prognosis






Scant lymphadenopathy






Prominent splenomegaly






Prominent nucleoli in larger cells than CLL

Principles of treatment:

Treat patients with enormous LN or splenic or liver enlargement, anaemia, thrombocytopaenia or hypermetabolism.

Chemotherapy:

Alkylating agents
-
chlorambucil/cyclophosphamide

Steroids

-
for Coombs’ positive HA or AIT

Fludarabine

Combination chemotherapy for advanced stage CLL

Monoclonal Ab

Radiotherapy:

Not useful as primary treatment.

May be used if organ function is compromised by localized lymphoid tissue enlargement.

Splenectomy and leukapheresis

1. AIHA or AIT if not controlled by steroids

2. Marked splenomegaly causing pooling of platelets of RBC’s

3. Leukapheresis – not practical

Prognosis:
Richter’s syndrome 3 – 10%

Blast crisis < 1%

Death may also be the result of immunosuppression and sepsis
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