Reactive Lymphadenopathy and Hodgkin Lymphoma
In a normal lymph node, the follicles have B cells, the parafollicular zone has T cells, the sinuses 
have histiocytes, and the medulla is full of plasma cells and lymphocytes.
Reactive Lymphadenopathy:  This is a non-neoplastic enlargement in response to antigenic 
stimuli.  It can be caused by proliferation of normal lymph node follicles (lymphoid 
hyperplasia), or distortion of lymph node architecture by inflammatory response 
(lymphadenitis).  Reactive lymph nodes are tender and mobile.
Lymphoid Hyperplasia
1.  Follicular hyperplasia.  There will be preferential stimulation of follicular B cells, with lots of 
new germinal centers that vary in size and shape.  Follicles are polymorphous and 
surrounded by mantle zones (basically, these follicles look normal).  Does not broach the 
lymph node capsule.

Differential diagnosis for follicular hyperplasia includes:


--Rheumatoid arthritis


--Sjogren’s syndrome


--Toxoplasmosis (large irregular follicles with unique “monocytoid B cells” that look like 

monocytes, and epithelioid histiocytes)


--Angiofollicular hyperplasia/“Castleman’s Disease” (follicles are invaded by new 


vasculature and have an onion-skin concentric ring appearance)

Follicular hyperplasia is distinguished from follicular lymphoma by its histological 
features (practically opposites), and the absence of bcl2 in non-neoplastic follicles.
2.  Paracortical hyperplasia.  There will be preferential stimulation of the parafollicular T cells, 
with expansion of the cortex around follicles.  This paracortex is polymorphous and may 
be accompanied by vascular proliferation.  Hyperplasia is diffuse and poorly defined.  
Does not broach the lymph node capsule.

Differential diagnosis for paracortical hyperplasia includes:

--infectious mononucleosis or other viral infections


--dermatopathic lymphadenopathy (hyperplasia of the dendritic cells, sinuses not involved)

--drug-induced lymphadenopathy (with Dilantin)

Paracortical hyperplasia is distinguished from a monomorphous T cell lymphoma by the 
cellular heterogeneity.

3.  Sinus hyperplasia.  There will be preferential distention of the sinuses (histiocytic tracts) by 
benign histiocytes.  Histiocytes may be hemophagocytic and accompanied by lymphocytes.


Differential diagnosis for sinus hyperplasia includes:


--hemophagocytic syndrome


--sinus histiocytosis (histiocytes phagocytose lymphocytes) with massice splenomegaly

Lymphadenitis
1.  Necrotizing lymphadenitis.  There will be focal distortion of lymph node architecture by 
necrotic inflammation.  Necrosis is seen as non-viable proteinaceous material.

Differential diagnosis for necrotizing lymphadenitis includes:


--Kukuchi’s lymphadenitis (characterized by histiocytosis)


--SLE lymphadenitis


--Kawasaki’s lymphadenitis

2.  Granulomatous lymphadenitis.  There will be focal or diffuse distortion of lymph node 
architecture by granulomatous inflammation.  Focal granulomas will have central 
necrosis walled-off by histiocytes.  Diffuse granulomas will have giant cells, histiocytes, 
and no necrosis.

Differential diagnosis for granulomatous lymphadenitis includes:


a.  Suppurative focal granulomatous lymphadenitis



--cat-scratch disease (stellate granulomas with scalloped edges and lots of polys)


b.  Non-necrotic diffuse granulomatous lymphadenitis


--sacoidosis (distinctive asteroid-body giant cells)

(Raymond removed images showing normal lymph node, and reactive follicular hyperplasia, paracortical hyperplasia, and sinus hyperplasia.)
Hodgkin Lymphoma
Hodgkin lymphoma is characterized by dissemination along contiguous lymph node groups, and 
the presence of Reed-Sternberg (RS) cells.
This lymphoma accounts for 30% of all lymphomas, with a bimodal distribution and higher 
incidence in whites.  It is an indolent disease that shows dramatic improvement with therapy.
A distinctive feature is the nodal-based disease that spreads orderly from one lymph node group 
to the adjacent group.

Hodgkin cells are large cells with specific nuclear features.  Classic RS cells have a binucleus 
with two bright red nucleoli.  RS cells are B cells, but they lack many normal B cell 
markers so this lymphoma is not considered a B cell lymphoma.  RS cells or their 
variants are required for diagnosis of Hodgkin lymphoma.  
Staging influences therapy.


--Stage I Hodgkin lymphoma is limited to a single lymph node region.


--Stage II has involvement of two or more regions but hasn’t crossed the diaphragm


--Stage III has involvement of regions on both sides of the diaphragm

--Stage IV has disseminated disease involving extralymphatic sites (marrow, liver, etc)

It is classified as an “A” disease if there are no other systemic symptoms.

It is classified as a “B” disease if there are systemic symptoms (“B symptoms”) such as fever, 
weight loss, and night sweats.

It is classified as an “E” disease if there is direct extension to extralymphatic sites, but this does 
not convert the disease to Stage IV.
There are two types of Hodgkin lymphoma – classical type and nodular lymphocyte type.

Classical Hodgkin lymphoma
Accounts for 95% of all Hodgkin lymphomas.  Frequently has “B symptoms.”  EBV may play a 
role in its pathogenesis.  All have excellent prognoses except LDHL.
There are four histologic subtypes:

--Nodular Sclerosis (NSHL)


--Mixed Cellularity (MCHL)


--Lymphocyte-rich classical (LRCHL)


--Lymphocyted-depleted (LDHL – has poor prognosis)
In all cases of classical Hodgkin lymphoma, the RS cells have lost their B cell markers:

	Positive markers
	Negative markers

	CD30+     CD15+
	CD20-     CD3-     CD45-


Nodular Lymphocyte Predominant Hodgkin Lymphoma
Accounts for 5% of all Hodgkin lymphomas.  Rarely has “B symptoms.”  Typically affects 
middle-age males.  This is a very slow disease.
There is occassionally a transformation into a diffuse large cell lymphoma.
These RS cells are much closer to normal B cells:
	Positive markers
	Negative markers

	CD20+     CD45+
	CD30-    CD15-
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