6.3 Haematological Malignancies

Recognise the possibility of and haem malign from clinical feats and FBC.

Recognise level of urgency of referral (dealt with together)
Haematological Malignancies:

There are four groups:

· Leukaemias

· Lymphomas

· Myelodysplasias

· Myeloproliferative disorders

Leukaemias

· Acute myeloid leukaemia (AML)

· Acute lymphoblastic leukaemia (ALL) – Note ‘blastic’

· Chronic myeloid leukaemia (CML)

· Chronic lymphocytic leukaemia (CLL) – Note ‘cytic’

Acute leukamias: Proliferation of immature ‘blast’ cells in the bone marrow.

Chronic leukaemias: Proliferation of relatively mature looking cells in the bone marrow.

AML

Clinical Features

· Any age - Adults usually and most common in the elderly

· Usually present with constitutional upset

· Bone marrow failure (Bone marrow failure) leads to bleeding, infection

· Infiltration may lead to: gum hypertrophy, bone pain and spinal cord compression

· AML does NOT involve the CNS (it may cause spinal cord compression due to bone involvement, but NOT CNS involvement)

· Lymphadenopathy and hepatosplenomegaly are RARE at presentation

FBC and other tests

· Decreased Hb, Plts, neutrophils

· Variable WCC, blasts sparse in the peripheral blood therefore need and bone marrow biopsy

· Bone marrow biopsy: blast cells with granules, auer rods are diagnostic of AML

Referral (and outline of treatment – not on objectives)

Urgent, die in 2/12 without treatment.  With treatment prognosis is 20% 3 yr survival.

Rx: 

Supportive (blood products if required – Hb, plts, barrier nursing, iv abx, good hydration)
Chemo: Combination chemo (Chemo leads to tumor lysis which leads to increase urate.  Therefore give allopurinol alongside chemo)

Bm Tx:  first irradiate and give high dose cyclophosphamide to kill all cells, then salvage with a bm Tx.

ALL

Clinical Feats
· Children usually – can occur in adulthood.

· Bone marrow failure leads to bleeding / infection – both can be catastrophic

· Bone pain Infiltration may lead to: gum hypertrophy, bone pain and spinal cord compression

· Hepatosplenomegaly

· Testicular enlargement – ALWAYS examine – also a common recurrence site

· CNS involvement – cranial nerve palsys

FBC and Other Tests
· Decreased Hb, Plt,

· WCC variable, but has lymphocytosis

· Always check clotting

· Blood film: leukaemic blast cells

· Bm asp: increased cellularity and increased blast cells

· PCR: used after treatment to detect v.small amts of leukaemic cells.

Referral and Rx outline

Urgent – urgent blood prods may be needed at diagnosis and during treatment

Good prognosis if <1>10.

Rx

Supportive as before

Chemo in 4 stages:

Induction

CNS prophylaxis

Consolidation

Maintenance – these kids are on maintenance chemo for 2 yrs (huge implications for quality of life and future secondary cancers).

Bone marrow transplant may be used.

CML

Clinical Feats

· Any age – peak 25-45

· Constitutional or hypercatabolic symptoms: wt loss, fever, night sweats, gout

· Bone marrow failure: bleeding, bruising

· abdo pain due to: MASSIVE SPLENOMEGALY OCCURS IN CML.

· LN are NOT enlarged

· 10% discovered on routine FBC

FBC and Other Tests

· Decreased Hb 

· Plts variable

· Massive leucocytosis often > 50 x 109 (can be >100 x 109) mainly neutrophils / myelocytes

· Urate, B12 and alk phos increased

Referral and Rx Outline

If WCC >100 leucostasis is a risk – this is v.bad and help in needed quick.

Median survival 3-5 years

Imatinib has revolutionised treatment.

Others are: interferon, hydroycarbamide (hydroxyurea) and bmTx.

Important to know about CML:

· Most patients present in chronic phase – death is usually via transformation to AML (~80%) or ALL (~20%)

· 95% of patients with CML have the Philadelphia Chromosome: this is a translocations between the long arms of chroms 9 and 22 and is written as:    t(9;22).

· CML can also be classed as a myeloproliferative disorder.

CLL

Clinical Feats

· Older age (peak 72), M:F 2:1

· Commonest overall leukaemia in West.

· Patient may outlive disease

· Usually incidental finding on FBC

· Constitutional or hypercatabolic symptoms: wt loss, fever, night sweats,

· Bone marrow failure: bleeding infection

· A cancer of B-Cells - Patients get hypogammaglobulinaemia which makes them at risk of infection from encapsulated bacteria – partic strep pneumonia.

· Patients may also have an autoimmune problem particularly: autoimmune haemolytic anaemia (AIHA), idiopathic thrombocytopenic purpura (ITP) and Sjorgrens

· Hepatosplenomegaly and widespread LN enlargement occurs late.

FBC and other tests

· Decreased Hb and plts

· Blood film: lymphocytosis, smear cells (artefactual damage to fragile cells), polchromasia and spherocytes if patients also has AIHA.

· Almost always B cell.

Referral Rx outline

Non-urgent usually

Rx:

Watch and wait

Treat with chlorambucil or fludarabin if rapidly increasing WCC, annoyingly large LN or significant organomegaly.

Lymphomas

‘Malignant proliferation of lymphoid tissue commonly causing lymphadenopathy and spreading to other organs such as the bone marrow and the blood.’

· Hodgkins

· Non-Hodgkins: Low grade or High Grade

· Almost always B lymphocytes.

Hodgkins

Clinical Feats

· Young adults, second peak in middle age

· High socio-economic class, small family size!!!!!!

· Nodular sclerosing classically causes medistinal mass in young adults.

· Enlarged painless LN partic in neck (rarely can be painful with alcohol)

· 25% have constitutional symptoms: fever, weight loss, pruritis, lethargy, night sweats (NB: There are only 3 B symptoms: fever, wt loss, night sweats)

· Hepatosplenomegaly

· Cachexia

· Anaemia

Tests

· FBC: variable

· ESR, urate raised

· LN biopsy for diagnosis: Reed Sternberg cells: ‘giant transformed B-lymphocytes containing 2 mirror image nuclei with prominent owls eye nucleoli’

· CXR – medistinal nodes

· CT/MRI chest, pelvis, abdo – searching for nodes.

· High ESR and low Hb indicates worse prognosis.

Staging (not mentioned on objectives but surely important), Ann Arbor.

I – single LN group

II – 2 or more LN groups on 1 side of diaphragm

III – LN on both sides of diaphragm (spleen considered a LN!)

IV – extra nodal spread – eg bm, lung

A: No systemic sympts other than pruritis

B: fever, wt loss, night sweats

B sympts suggest more extensive disease and indicate worse prognosis.

Rx

Urgent referral – prognosis better with quick treatment.

SVC obstruction (due to large nodes) is an emergency presentation – high dose steroids and localised radioT may be needed.

Radiotherapy for IA-IIA

Chemo for IIA upwards: ABVD regime 

Stem cell transplant an option

Non-Hodgkins

Nodal (usually) or extranodal (eg MALT which is assoc with H.pylori and usually regressed with its eradication).

Clinical Feats

· Often no sympts

· Lymphadenopathy

· Extranodal spread at presentation common

· Pancytopenia occurs due to Bone marrow failure  - infection common

· Systemic symptoms

Tests

· FBC – pancytopenia common

· Diagnosed by LN biopsy

· May need Gi invest

· CSF cytology is CNS signs

· Staging less important because diffuse LN groups often involved at presentation

High Grade lymphoma

· Aggressive, some curable – 50% cure rate, or die quick so refer quick.

· Comb chemo – CHOP

· Monoclonal antibodies eg rituximab may be used

Low Grade Lymphoma

· Majority are follicular lymphomas

· Usually incurable – if young may try bmTx to attempt to cure

· Usually disease of elderly who outlive the disease – median survival is 10-15 years.

Myelodysplasias

Random group of diseases, cant think we need to know much if anything:

· Dysplastic changes in blood and marrow

· Cytopenias

· Predispostion to transform to AML

· Classified by numbers of blast cells in marrow

· Elderly

· Supportive treatment – transfusions etc

Myeloproliferative Disorders

‘An overproduction of relatively normal relatively mature cells in the blood and marrow.’

Types:

· Polycythemia rubra vera – 6.4

· Primary Thrombocythemia – 6.5

· Myelofibrosis – see below

· CML - earlier in this obj

In all get:

· Over prod of relatively normal blood prods

· Marrow hypertrophy and hyperplasia

· Extramedullary haemopoeisis – eg spleen starts to make blood cells

· Plt dysfunction

· Increased basophil count

· Increase urate – gout

· They overlap and transform

Myelofibrosis

· Increase in reticulin and collagen in marrow

· Systemic upset

· MASSIVE SPLENOMEGALY

· Bone marrow failure  bleeding, infection decrease Hb +/- decreased plts and neutophils

· Treat with transfusions, folic acid spullements (can be low), splenectomy (bit care as high operative risk)

Undertake Investigations to confirm myeloma as a cause of raised plasma viscosity

Myeloma: ‘Clonal B-cell malignancy characterised by proliferation of plasma cells which accumulate mainly in the bm and usually secrete a paraprotein.  Associated with lytic bone lesions, diffuse osteoporosis and decrease normal Ig production (hypogammaglobulinaemia (leading to infections with encapsulated bacteria).

Clinical Feats:

· Asymt

· Back pain, path fracture, kyphosis, loss of height

· Large tumours – spinal cord compression

· Weakness and fatigue

· Renal sympts if light chain – polyuria, nocturia, thirst, oedema

· Hypercalcaemia – anorexia. Nausea, coma

Tests

· Raised ESR

· Raised Ca

· M band on electrophoresis (corresponds to the specific Ig secreted from the malignant cells – this is called the paraprotein)

· Raised total protein

· Raised urate

· Raised Cr

· Light chains in urine

· X-rays will show osteolytic lesions

Treatment not asked for in obj – but is mainly supportive unless young – then try comb chemo (VAD) and bmTx.  Median survival 2-3 yrs.

Describe to patients the  potential benefits and side-effects of chemo and radio therapy for lymphoma

Radiotherapy

Potential benefits: Cure

S/e:

Early: tiredness, skin reactions, mucositis, Nausea

Late: hypothyroid, lung pneumonitis, secondary cancers

Chemo

Potential benefits: Cure

S/E: nausea and vom (often avoidable now), alopecia, neutropenia, infertility, secondary malignancies particularly AML.

