 Malignant Lymphomas

Two types:
Hodgkin’s



Non Hodgkin’s

History:
Thomas Hodgkin (1832)



‘On some morbid appearances of the absorbent glands and spleen’



Recognition that LN can be involved as primary disorder.

Phases in study
1832 – 1900 – Clinical features

of lymphomas
1900 – 1972 – Histopathology




1972 – present – Immunopathology




1982 – present – molecular genetics

‘Malignant lymphoma’-Billroth in 1871

Aetiology:

· Environmental agents (herbicides, wood dust, glues, fertilizers)

· Genetic abnormalities

· Immunodeficiency states (congenital and acquired)

· Viral infections

HTLVI

EBV

· Bacterial Infections

Helicobacter pylori

Epidemiology:

NHL
-  increases with increasing age


    M > F


    B > T worldwide


    T > B in Jamaica

NHL

Classification:

1950’s - Rappaport classification based on growth pattern (diffuse vs nodular) and                    

cytology of  lymphocytes (well differentiated vs undifferentiated, poorly differentiated).

1970’s -  Lukes, Collins and Lennert – classified based on lymphocyte lineage – B, T cell

1980’s - Working formulation – attempts to relate morphology to prognosis

1990’s -  REAL classification – Immunology, morphology, genetics


-  WHO classification

Clinical Features

Painless LN enlargement

Hepato-splenomegaly

GI symptoms

Features related to disease at extra nodal sites

Constitutional symptoms – fever, night sweats, weight loss.

Cytopaenias - 
RARE

· 40% - 50% low grade lymphomas have PB involvement – does not 

affect prognosis                                                    

· <10% high grade NHL have leukaemia and if present is associated with 

        poor prognosis             

Metabolic derangements – hyperuricemia, hypercalcaemia, renal failure

Prognostic factors

(a)
Clinical

Stage

Age

Performance status

B symptoms

Mass size

Number of extra nodal sites

BM involvement

Time to CR

(b)
Laboratory

LDH 

B2 microglobulin

(c)
Biology

Histology

B vs T cell

Proliferative rate

Investigations

History and physical exam

CBC

Serum chemistry - LDH, ALP, UA, U+E, Ca  

Radiology - CT chest, abdomen, pelvis, neck

BM aspirate and biopsy

LP in selected cases

GI endoscopy in selected cases

Cytology of third space fluids

Selected additional radiology

LN Biopsy – H & E + Immunohistochemistry 

Principles of treatment

(a) Low grade lymphomas

· small lymphocytic lymphoma

· follicular small cleaved cell

· follicular mixed lymphoma

Usually advanced stage at presentation

May transform to more aggressive lymphoma

Early stage disease - RT

Late stage disease  - chemotherapy ( monoclonal Ab

(b) Intermediate grade lymphomas

· chemotherapy

· combined modality therapy

(c) High grade lymphomas

· combination chemotherapy ( monoclonal Ab

Special Lymphomas

A. ATLL – Adult T cell Leukaemia/Lymphoma

HTLVI associated

Peripheral T cell NHL

Lymphadenopathy

Hepatosplenomegaly

Lytic bone lesions

Leukaemia

Cutaneous lymphoma

Hypercalcaemia

Poor prognosis


Treatment – chemotherapy (CHOP)


Monoclonal Ab therapy


Biologic therapy (interferon)

B. Lymphoblastic Lymphoma 

· Often T cell

· Often involves mediastinum

· Needs prophylactic CNS treatment

· Treat as ALL

· Needs maintenance treatment

C. HIV associated NHL

· B cell

· Extra nodal lymphoma 

· EBV related 

· Treatment complicated by sepsis

· Improved outcomes using antiretroviral treatment

D. Extra-nodal lymphomas

· Often involve GIT stomach >SI, Waldeyer’s ring, nasal cavities and sinuses, orbit, CNS, bone, skin

· MALTOMAS (low grade) – antibiotic (H. Pylori associated)

· Surgery – limited to making diagnosis

Hodgkin’s Disease

US reports bimodal peak

Mid to late 20’s and late adulthood

Early peak in underdeveloped countries

Some clustering of cases but no conclusive evidence of communicability

Increased incidence of elevated titres to EBV

Aetiology

Pathogenesis unknown

Untreated HD patients, defective cellular but intact humoral immunity.

1. Defect is secondary to increased sensitivity of  effector T cells to suppressor

monocytes and T suppressor cells  ?Consequence of neoplasm or genetic defect

predisposing to neoplasm.

2. EBV Ab greater in some patients with Hodgkin’s disease

?Activation of EBV infection results in development of Hodgkin’s disease

or observed EBV activity may be a marker of a factor which causes diminished immunologic control of latent infections in people who develop Hodgkin’s disease.

Likely unifocal in origin with contiguous spread to lymphatics

Bone marrow involvement – relatively uncommon

Biopsy

Malignant cell is Reed-Sternberg cell.  Normal counterpart of RS cell is unknown but B cell lineage.

Clinical Presentation:

Painless LN enlargement usually

Fever, sweats, weight loss

Pruritus

Contiguous spread to adjacent organ (lung)

Haematogenous spread – to spleen, liver, bone, BM

Diagnostic Procedures:

1. LN biopsy – demonstrate the RS cell – large binucleate with a large nucleolus in each nucleus.

2.
Haematologic


Leucocytosis



Eosinophilia



Lymphopaenia



ITP like picture



Haemolytic anaemia


BM – usually normal but may show RS cells if involved


Elevated ESR and serum ferritin


Hypergammaglobulinaemia

3. Blood Chemistry

4. Imaging studies   -  CXR, chest CT

     - Abd CT/ultrasound/MRI




     - Lymphangiogram




     - Gallium scan

5. Staging laparotomy done only if the therapeutic decision will be influenced – very uncommon to do this.

*what is done at staging laparotomy

Histopathology

1. Nodular sclerosis

2. Lymphocyte predominance

3. Mixed cellularity

4. Lymphocyte depleted

Staging

1.
Ann Arbor Staging classification} Higher stage – worse prognosis

2. Cotswolds staging classification}

Ann Arbor Staging Classification

Stage




Extent of Disease
I

One lymph node region or one extralymphatic site (IE)

II

Two or more lymph node regions on the same side of the diaphragm 

one or more lymph node regions plus one extralymphatic site, same side of diaphragm (IIE)

III
Lymph node regions on both sides of the diaphragm possibly with involvement of  spleen (IIIs), an extralymphatic site (IIIE), or both (IIISE)

IV
Disseminated disease involving one or more extralymphatic sites (e.g.,      bone marrow,
liver, noncontiguous lung involvement) usually with lymph node involvement

Systemic symptoms

A

Asymptomatic

B
Temperature ≥ 380 C, night sweats, or unexplained weight loss of more than 10% body weight in the prior 6 months

Principles of treatment

1. Surgery – only useful to obtain tissue for histology

2. Radiation – primary treatment for early stage HD – (mantle/involved field/inverted Y)

3. Chemotherapy - 
MOPP


} Used in stage III + IV disease

ABVD


} usually but can also be used in 

MOP/ABV hybrid
} early stage disease

4. Combined modality

5. Bone marrow transplantation -  for relapsed disease

Prognosis

Stage 1V – 75% 5 YSR

Stage 1 + 11 – 95% 5 YSR

Poorer prognosis seen with:

1. Large mediastinal mass

2. Extensive splenic involvement

3. Multiple organ involvement

4. B symptoms

5. Older age?

6. Mixed cellularity histology

Paediatric Hodgkin’s disease – Limit RT to avoid skeletal deformities

Complications of Treatment

1.
Early – nausea, vomiting, hair loss, infections

3. Delayed – Musculoskeletal

   Cardiac

   Hypothyroidism



   Second malignancies



   Sterility

Comparison of Hodgkin’s and Non-Hodgkin’s Lymphomas

Hodgkin’s Disease




Non-Hodgkin’s Lymphomas
Orderly spread by contiguity



More random spread, probably via blood

Extranodal presentation rare

           

Extranodal sites in unfavorable lesions

Systemic symptoms, prognostic importance

Systemic symptoms less common

Involves central and axial lymph nodes, but

More frequent involvement of


rarely mesenteric lymph nodes, blood, 

Peripheral and mesenteric lymph


or lymphoid tissue of Waldeyer’s ring


nodes, blood, Waldeyer’s ring


(oronasopharynx)



Single disease in terms of clinical treatment;

Multiple disease (at least two) 


Cure possible for all types and stages


clinically; cure rare in low-









grade tumors 
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