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Some things that can cause lymphoid malignancies are acquired genetic factors, inherited genetic factors and environmental factors.

 Acquired Genetic Factors: Alterations of proto-oncogene's and tumor suppressive genes, example BCL-2.

Inherited Genetic Factors: People with inherited immunodeficiency disorders like Wiskott Aldrich and Ataxia Telangiectasia.

Environmental Factors: Epstein Barr = African Burkitt Lymphoma, HIV = B cell malignant lymphoma, Heliobactor Pylori = Non-Hodgkin Lymphoma.

3





ETIOLOGY AND PATHOGENES

= Acquired Genetic Factors
« Inherted Genetic Factors.
« Environmental Factors





image4.emf
DIAGNOSIS OF LYMPHOID 

MALIGNANCY



Morphological Appearance



Ancillary Studies



Classification



Staging


Microsoft_PowerPoint_Slide4.sldx
DIAGNOSIS OF LYMPHOID MALIGNANCY

Morphological Appearance

Ancillary Studies

Classification

Staging









Diagnosis of the lymphoid malignacies include:

Morphological appearance: peripheral blood, BM, and tissue are tested.  The abnormal cells are usually homogenous due to the clone.

Ancillary Studies: Immunophenotyping, Molecular testing, and cytogenetics are used.



Classification:  The lymphoid malignancies are grouped according to similar clinical course and treatment.  They are usually broken down into low grade (long indolent course) and high grade (clinically aggressive and kill rapidly if not treated).



Staging:  Ann Arbor scheme is used to stage lymphoma 

	I – Single Node region or single extra lymphatic site

	II – Two or more lymph node regions on the same side of diaphragm or with involvement of limited contiguous extra lymphatic site

	III – Lymph node regions on both sides of diaphragm, which include spleen, and/or limited contiguous extra lymphatic site

	IV – Multiple or disseminated foci of involvement of one or more extra lymphatic organs or tissues with or without lymphatic 	Involvement
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The Chronic Leukemic Lymphoid Malignancies are grouped together because the malignant cells are mature lymphs and are primarily located in the blood and bone marrow.  They are listed above.
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B Cell Chronic Lymphocytic Leukemia is also known as CLL or Chronic Lymphocytic Leukemia.  It is found in mostly males over the age of 70 and is usually asymptomatic.  There is lymphocytosis with small lymphocytes with scanty cytoplasma.  The count is usually > 5 X 109/L for the lymphocytes.  You will often see smudge cells.  There are < 10% Prolymphocytes.  The CD markers associated with CLL are  CD5,CD19, CD23, and weak surface Ig.  They are missing FMC-7.  You will see anemia, thrombocytopenia and neutropenia with this disease.  It is considered a low grade disease.  Less the 20% of these cases can develop Richter's Transformation and develop a large cell lymphoma.
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Prolymphocytes Leukemia or PLL is an aggressive leukemic disorder that can either be T or B cell.  

B Cell – About 70 % of PLL are B cell and is usually found in adult males.  There is marked lymphocytosis > 300 X 109 /L and > 55% Prolymphocytes.  The Prolymphocytes are large cells with moderate basophilic cytoplasma and moderately condensed chromatin with a single prominent  nucleolus.  Anemia and decreased platelets are also seen.  The CD markers are CD20  and FMC-7 with strong surface Ig.  This type does not respond to treatment.



T cell – You see splenomegally and skin lesions and lymphadenopathy. Marked lymphocytosis but the lymphocytes have a varied appearance.  The markers are listed and you may see the chromosomal abnormality Inv(14).  There is some response to anti CD52 monoclonal antibody therapy but the median survival is 7.5 mo.
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Hairy cell leukemia is an uncommon B cell leukemia found in middle aged people mostly males.  It lymphocytes look like hairy cells with projections off of the cytoplasma.  The nucleus are oval and have fine chromatin.  Pancytopenia with massive splenomegally is seen but no lymphadenopathy.  These hairy cells are Tartrate resistant acid phosphatase positive .  The positive CD markers are listed and there is strong surface Ig.  The bone marrow shows extensive involvement with abnormal lymphocytes that have a small nucleus and abundant cytoplasma looking like a fried egg.  Often you get a dry tap when collecting the marrow.   These cases are treated with 2 Chlorodeoxyadenosine and deoxycoformycin.
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The Large Granular Lymphocytic Leukemia T Cell (T-LGL) was originally called T Cell Leukemia or TCL.  There are two types the T lymphocyte and the NK cell type.  This slide covers the T lymphocyte type.  80 % of the LCL is the T cell type.  Lymphocytosis with anemia, neutropenia and thrombocytopenia is seen.  The lymphocytes have abundant pale staining cytoplasma with azurophilic granules and the nucleus has clumped chromatin.  Many have a positive RF.  The Markers are listed.  The T cell receptor is clonally rearranged.  This disease has a indolent course and about 80% of the people live 10 years.
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The other type of LGL is the natural killer type.  This type is more acute presentation and has an aggressive course.  Leukocytosis and anemia are seen.  The CD markers are listed and in this type the T cell receptor is not changed.  This is rapidly fatal around 2 months.
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Sezary’s Syndrome has Sezary cells that are malignant lymphocytes with irregular convoluted nuclear outline and fine chromatin.  It is a cutaneous T cell Leukemia with erythroderma.  The CD markers are listed.
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Non-Hodgkin lymphomas can result in circulating lymphoma cells.  These lymphoma cells have irregular nuclear outlines and deep indentation.  These are often called Buttock or Butt cells.  Follicular Lymphoma is noted for this. 
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Malignant Lymphoma are broken down into Non-Hodgkin and Hodgkin Lymphomas.  They are listed above. They are differentiated by clinical presentation, morphological difference, phenotype, and treatment.  We will cover the Non-Hodgkin type first.
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Lymphoepithelial lesions are epithelial structures infiltrated with neoplastic lymphocytes.  Preceding inflammatory disorders – Heliobactor Pylori, Sjogrens or Hashimoto’s.  Treatment = treat H Pylori or radiation
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Waldenstrom’s is a lymphoid malignancy that causes an increased production of monoclonal IgM.  Symptoms are listed above and unlike Multiple Myeloma there is no bone lesions.  Treatment is plasmaphoresis to alleviate the symptoms of hyperviscosity.  Patients live about 4 years.
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Burkitt’s Lymphoma is a high grade lymphoma with a high incidence in Africa.  About 1/3 of the pediatric lymphomas are Burkitt’s.  It is found in adults outside Africa in immunocompromised individuals like people with HIV.  Biopsy’s of Burkett’s Lymphoma show a starry sky appearance.  The ski is the blue nuclei of the neoplastic lymphocytes and the stars are the scattered pale-staining tingible body macrophages.   Burkitt’s is hard to distinguish from DLBCL but Burkitt’s has t(8,14).  Aggressive chemotherapy can cure Burkitt’s.
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Peripheral T/NK Cell Lymphoma is either a mature T cell or NK lymphocyte.  It is associated with post Epstein Barr infections.  It is very aggress but chemo can be effective.  ALCL is a subtype of Peripheral T/NK Cell Lymphoma.
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Reed Sternberg cells are tumor cells seen in classic Hodgkin lymphoma.  They have two or more nuclear lobes containing inclusion like nucleoli and an area of nuclear clearing (owl’s eye).
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Plasma cell neoplasms are diverse disorders that rarely involve lymph nodes.  They secrete monoclonal immunoglobulin.  The different types are listed above.
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Multiple Myeloma is a plasma cell neoplasm that can form multiple tumors and bone lesions throughout the body.  It is usually found in males about 65 years of age.  There can be normal or abnormal plasma cells that can contain Dutcher Bodies ( immunoglobulin).  Due to the increased immunoglobulin production you can see roulouex, Bence Jones Protein (free light chains)in the urine, and a M spike on the electrophoresis.

Patients live about 6 months without treatment and 3 years with chemo.  BM or stem cell transplants they can live longer.
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Review:

Lymphoid malignancies include a diverse group that vary in clinical presentation, morphological appearance, immonophenotype, and genotype.
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Lymphoid malignancies include Chronic Leukemic Lymphoid malignancies, lymphomas, and Plasma Cell Neoplasms.  Lymphomas are tumorous masses involving the lymph tissues.  Plasma cell neoplasms can include benign or malignant immunoglobulin secreting cells.  The leukemic lymphoid malignancies include tissue involvement.
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Lymph nodes are a place if antigen recognition, Antigen processing and lymphopoiesis.

Cortex – capsule of fibrous tissue that consists of primary ( Small round B lymphocytes) and secondary follicules ( germinal center start with the presentation of antigens then the small B lymphocytes undergo transformation to plasma cells and memory cells).

Paracortex – area separating the follicules – immunocompetent T cells

Medulla – innermost area of the lymph node and is composed of medullary cords with plasma cells and medullary sinuses.

Sinuses – filtration of lymphatic fluid
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