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Clinical Presentation
 • 33 yo man with PMH of HTN and 1 month h/o headaches and 20 lb weight loss
 • 3 day h/o worsening headache, dizziness, nausea, vomiting, anorexia, DOE
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Laboratory Data
 2.0 264.1
 12.2
 MCV 85.2
 RDW 21.1
 Auto Diff
 Neut 0.5
 Lymph 1.3
 Mono 0.1
 Eos 0.0
 Baso 0.0
 BP 129/65, P 85, T 37.1, RR 16, 100% on RA
 Haptoglobin 55
 Tbili 1.0
 LDH 114
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Lymphocytes 73.0
 Neutrophils 18.0
 Metamyelocytes 0.0
 Myelocytes 0.0
 Promyelocytes 0.0
 Blasts 0.0
 Monocytes 9.0
 Eosinophils 0.0
 Basophils 0.0
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Blasts 0.0
 Promyelocytes 1.0 L
 Gran Precursors 21.5 L
 Eryth Precursors 27.5 H
 Lymphocytes 45.5 H
 Eosinophils 0.5 L Basophils 0.0
 Monocytes 0.5
 Plasma cells 3.5 H
 M:E Ratio 0.8 L
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Ancillary Studies
 Cytogenetics•46, XY
 Flow Cytometry•Protocol: Acute Leukemia Profile•Markers: CD2, CD3, CD5, CD7, CD10, CD11c, CD13, CD14, CD19, CD20, CD22, CD33, CD34, CD38, CD45, CD56, CD117•Interpretation: No increased/aberrant blasts or acute leukemia.
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Differential Diagnosis
 • Aplastic anemia• Hypoplastic myelodysplastic syndrome• Paroxysmal nocturnal hemoglobinuria• Hypocellular leukemia
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Clinical History
 • Aplastic anemia with normal genetics at OSH 10/2001.
 • Treated with ATG and cyclosporine partial response. Cellcept added.
 • Refuses bone marrow transplant.• Multiple rounds of immunosuppression and
 weaning followed by relapse.
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Hypoplastic MDS
 • Clonal hematopoietic stem cell disorder characterized by ineffective hematopoiesis with bone marrow cellularity <30%
 • Manifestations– Cytopenias– Dysplastic morphology (>10%)– Increase in myeloid-lineage blasts
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Hypocellular AML
 • 5-12% of all AML cases• AML with bone marrow cellularity of <20%• Tend to be in older individuals with more
 profound cytopenias• No difference in overall survival, remission
 duration or event-free survival
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Paroxysmal Nocturnal Hemoglobinuria
 • Acquired somatic mutation in PIG-A gene• Loss of GPI-anchored cell membrane proteins
 (e.g. – CD55, CD59)• Hemolytic anemia, thrombosis, and/or bone
 marrow failure• Peripheral blood and bone marrow findings
 variable• Flow cytometry: CD55 and CD59 neg
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Aplastic Anemia (AA)
 • Pancytopenia due to marrow hypoplasia• Two new cases per million people• <1000 new cases per year in U.S.• No gender or racial predilection• Bimodal peaks: 15-25 yrs, >60 yrs
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Biopsy findings in AAPeripheral blood•Pancytopenia•Granulocytes and platelets morphologically unremarkable•No immature myeloid cells•Erythrocytes macrocytic/normocytic•Reticulocytopenia
 Bone Marrow•Hypocellular •Spicules consist of fatty tissue•Scant cellularity consists of lymphocytes, plasma cells, histiocytes, other stromal elements•“Hot pockets” of hematopoiesis•No dysplasia
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Ancillary studies in AA
 Immunohistochemistry•CD34+ mononuclear cells very rare and scatteredFlow cytometry•Normal phenotypeCytogenetics•Normal karyotype

Page 18
						

AA Pathophysiology
 Autoimmune • Inverted CD4/CD8• Oligoclonal expansion
 of cytotoxic T cells • Direct cell-mediated
 killing of stem cells or cytokine-transduced inhibition/apoptosis
 Short Telomeres
 Sekeres et al. (2007) Clinical Malignant Hematology
 Environmental precipitant + Host genetic background + Immune response = AA
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Follow-up
 • Viral w/u negative • RBC & platelet transfusions• Antimicrobial prophylaxis • Exjade for iron overload• ATG & cyclosporine• G-CSF• Discharged after 12-day stay
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