FRACP 2002  Haematology
Question 14
22yo man presents with lethargy, SOBOE and easy bruising.  Hb 69, WCC 3.9, platelets 20.  Coags normal.  Bone marrow shown – acellular.  What is the best treatment?

(a) G-CSF

(b) EPO
(c) Allogeneic bone marrow transplant

(d) Autologous bone marrow transplant

Differential Diagnosis of Pancytopenia

· Aplastic anaemia

· Marrow replacement – Leukaemia, Lymphoma, Cancer, Fibrosis

· Megaloblastic haematopoiesis – B12 or Folate deficiency

· Paroxysmal nocturnal haemoglobinuria

· Myelodysplastic syndrome

· Overwhelming infection – HIV, Viral haemophagocytic syndrome

Given that the BMT was acellular, diagnosis of Aplastic Anaemia

Aplastic Anaemia
· Inherited vs acquired

· Triphasic incidence, 2-5yo, 20-25yo, >55yo

Aetiology

1. Direct stem cell destruction - radiation, cytotoxic drugs, chemicals

2. Viral infection - parvovirus B19, Hepatitis/HIV

3. Idiopathic - no cause found in approx 70%

Presentation

Symptoms and signs relating to cytopenia



Haemorrhage due to thrombocytopenia



Fatigue and pallor due to anaemia



Fever, mucosal ulcers, infection due to neutropenia

Investigations


Pancytopenia, normocytic anaemia

Absolute reticulocytosis


Periphearal blood smear normal except reduced numbers


BMT – profoundly hypocellular



Marrow complsed of fat cells and marrow stroma



Residual haematopoietic cells normal



Malignant infiltrates absent

Treatment


Withdraw any offending agents


Very careful with transfusions to avoid sensitization


Irradiate all blood products

Definitive treatment

<20yo

Allogeneic BMTx ASAP if fully HLA matched sibling donor




60-70% cure rate



Immunosuppressive treatment if no donor

20-45yo
Allogeneic BMTx




can use immunosuppressives preTx to decrease GvHD



Immunosuppressive treatment if no donor

>45yo

immunosuppressive treatment as GvHD is too difficult to control
· large retrospective study 1997

· 395 patients with severe AA (mean patient age 22 to 25 years)

· BMTx (168 patients) vs immunosuppressive drugs (227 patients)

· 15 year survival: 69% BMTx vs 38% immunosuppressive therapy
UTD 11.1

Ages 20 to 45 – The approach to these patients is changing, probably because current transplantation programs appear to be capable of reducing the incidence and severity of GvHD. Preliminary studies suggest an improved outcome with cyclophosphamide/antithymocyte globulin conditioning prior to marrow transplantation to prevent rejection and cyclosporine plus methotrexate to reduce the incidence of acute or chronic GvHD. Therefore, if a patient in this age group is in otherwise excellent health and has a fully HLA-matched sibling donor, allogeneic  transplantation could be the first choice
Answer:
(c)
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Question 13

Leukocyte filters for transfusion reduce which of the following?

(a) CMV

(b) Malaria

(c) Hepatitis C

(d) Citrate toxicity

(e) Anaphylaxis

Leukocytes can cause a number of adverse reactions to blood transfusion

· Immunologically mediated effects (most common)

· Allosensitization to human leukocyte antigens

Eg.  
Febrile nonhaemolytic transfusion reaction


Platelet refractoriness


Transplant rejection

· Graft versus host disease

· Immunosuppression

· Reactivation of viral illnesses

· Infectious disease transmission

· CMV

· Human T Cell lymphocytic viruses

· EBV

· Bacteria

· Reperfusion injury

*  Leukocytes are involved in transmission, reactivation and dissemination of viral infections

HTCV I/II, EBV, CMV

*  CMV is the only one of clinical significance, esp in


Immunocompromised oncology patients


Patients awaiting transplant


Low birth weight CMV – neonates

*  Screening of blood cannot detect all seronegative donors as some donors will be in the window period

*  Leukoreduction with 3rd generation filters is effective in preventing CMV transmission

HCV:  eliminated by screening for viral particles in serum, thus reducing leks will not decrease transmission of disease

Malaria:  infects red cells, not leukocytes

Citrate:  used to anticoagulate donated blood, not attached to leukocytes

Anaphylaxis to transfusion:  nearly always due to immunoglubulins in transfused serum
Answer:
(a)

