Haematology 2002 question 1:
Least concern with which two thalasaemia genotypes?

Answer is A- alpha and beta thalasaemia.

Upto date

Effect of concomitant alpha thalassemia – Alpha thalassemia is common in the same populations in which beta thalassemia is prevalent. Coinheritance of alpha thalassemia trait clearly ameliorates the severity of beta thalassemia, since the reduction in alpha globin synthesis reduces the burden of alpha globin inclusions without greatly affecting the amount of actual hemoglobin made (show table 1). Fetal hemoglobin synthesis also persists to some degree in most patients with symptomatic beta thalasaemia.

The others all have the potential for disaster.

Haematology 2002 question 2

Patient presents for elective hernia repair and noted lymphocytosis.

Blood film shown whish shows smudge cells and lymphocytes.

The answer is likely to be peripheral blood immunophenotyping which will show CD19, CD20, CD 21 , CD24  and importantly CD 5. Will also show either kappa or lambda.

The differential includes hairy cell leukaemia (different film and would then answer BMAT), mantle cell lymphoma (also CD5 + and need to check cycli D1), large granular lymphocytic leukaemia and mycosis fungoides.

EBV causes atypical lymphocytes and is usually symptomatic.

B12/folate cause a megaloblastic anaemia (subacute combined degeneration of the cord in B12).

CLL, unlike CML, does not have any particular cytogenetic abnormality.

Haematology question 3

30yo day 28 post stem cell transplant for CML. Persistent fevers despite amphoterecin and candida from his hickmans.
Answer would likely be removal of hickmans.

Fluconazole would not add much to amphoterecin treatment. There is acquired resistance to candida species krusei, glabrata and lusitaniae (intrinsic). Fluconazole has similar resistance.

Liposomal amphoterecin provides protection against side effects but is not more effective. Only indicated if amphoterecin not tolerated.

Patient is already on GCSF. 

Therefore answer D.

Haematology question 4

30yo female with pancytopenia, coagulopathy and a BMAT showing APML.

Best treatment is in fact ATRA and chemotherapy. The abnormality is the PML RAR fusion protein and this is corrected by ATRA. Immunophenotyping shows CD 13 + CD33+ , CD34- and CD56-.
ATRA treatment will provide remission in most but to prevent the ATRA syndrome and provide a longer and possibly cytogenic remission it is usually combined with cytarabine and daunorubicin.

Answer ATRA

Haematology question 5 

66yo with CLL, lymphadenopathy and hypogammaglobulinaemia. Recuurent episodes of Strep pneumonia.

Answer is IV IG

Upto date

MANAGEMENT OF COMPLICATIONS – The major complications of CLL arise from the cytopenias and immune dysfunction which are an inherent part of CLL and/or its treatment. These include infection, anemia, and thrombocytopenia.

Infection – Episodes of infection are major complications which occur during the management of CLL [52,53]. The immune deficiency of chronic lymphocytic leukemia, which includes factors such as hypogammaglobulinemia, impaired T-cell function, and impaired opsonization, has led to the concept that these patients are immunologic cripples [54,55]. The incidence of significant hypogammaglobulinemia increases with time and with repeated treatments. Neutropenia is not common in the early phases of the illness, occurring later, often as a consequence of treatment.

Patients who receive high dose intravenous immune globulin (IVIG) have a decrease in the incidence of major bacterial infections [56]. Considering the high cost of this therapy, a reasonable clinical recommendation is that patients who have demonstrated a pattern of repeated infections, particularly major infections such as pneumonia or septicemia, should be treated with prophylactic IVIG. The usual dose is 200 to 400 mg/kg by IV infusion, given at three to four week intervals. As a general guideline, the trough serum IgG in treated patients should be above 500 mg/dL. (See "Medical therapy of immune deficiency", section on Intravenous immune globulin). If there is a substantial decrease in the incidence of infections, treatment at gradually extended intervals may be considered.

Haematology question 6:

60yo man with lethargy and SOB. Looks anaemic with splenomegaly 12cm.

Blood film looks leukoerythroblastic and blood count shows WCC 5.4, Hb 87 and Plt 55.

Not likely to be CLL as WCC not raised and no smudge cells or lymphocytes on film. Large splenomegaly possible but unlikely in CLL.
Myeloma presents differently with pancytopenia, bone pain. No splenomegaly and ?plasma cells on film.

CML would be expected to produce a higher WCC and the massice splenomegaly really does suggest myelofibrosis. The leukoerythroblastic film is not of great assistance, whilst it does suggest myelofibrosis it can also be present in myeloma, leukaemia, metastatic carcinoma, lymphoma and severe megaloblastic anaemia. Therfore the history and exam findings are critical.
Haematology question 7

69yo with polycythaemia. Exsmoker, Hb 213 with a raised WCC and platelets.

Test  most likely to differentiate the aetiolgy?

I think the answer is EPO level but the other possibility is red cell and plasma volume studies (Dr Brightons choice).

However I have seen a variation on the question where they are a dead certainty for PRV, neurological abnormalities, erythromelalgia and splenomegaly with other indices up also. In this incidence it would seem more likely that the Hb value is likely to be real and therefore I would answer EPO.

