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Etiology



• Nodular	sclerosing HL
• Most	common	subtype
• Composed	of	large	tumor	nodules
• Nodules	show	scattered	lacunar	classical	Reed	Sternberg	(RS)	cells	that	are	

reactive
• Mixed-cellularity	subtype

• Common	subtype
• Composed	of	numerous	classic	RS	cells	with	inflammatory	cells
• Frequently	associated	with	EBV	infection
• Can	be	confused	with	“cellular”	phase	of	nodular	sclerosing CHL.

• Lymphocyte-rich
• Rare	subtype
• Has	most	favorable	prognosis

• Lymphocyte-depleted
• Rare	subtype
• Composed	of	large	numbers	of	pleomorphic	RS	cells	with	intermixed	with	

reactive	lymphocytes,	which	can	be	confused	with	DLBCL
• *~5%	of	patients	have	“nodular	lymphocyte	predominant	Hodgkin	lymphoma”

Subtypes	of	Classical Hodgkin	Lymphoma	(cHL)*



• Stage	I
• Involvement	of	single	lymph	node	region
• Typically,	cervical	nodes	or	single	extralymphatic site	(stage	IE)

• Stage	II
• Involvement	of	two	or	more	lymph	node	regions	on	same side	of	diaphragm
• One	lymph	node	region	and	a	contiguous	extralymphatic site	(IIE)

• Stage	III
• Involvement	of	two	or	more	lymph	node	regions	on	both	sides	of	the	diaphragm
• Can	include	spleen	(IIIS)	and/or	limited	contiguous	extralymphatic organ	sites	

(IIIE,	IIIES)
• Stage	IV

• Disseminated	involvement	of	one	or	more	extralymphatic organs

Staging	of	Hodgkin	Lymphoma	(HL)



Nodular	lymphocyte	predominant	Hodgkin	lymphoma	
(NLPHL)

• Uncommon	entity	in	contrast	to	classical	Hodgkin	lymphoma	(cHL)
• Considered	indolent

• Represent	~5%	of	Hodgkin	lymphoma
• Universally	expresses	CD20	which	is	a	hallmark	of	the	disease

• Does	not	express	CD15	or	CD30
• BCL6 gene	rearrangements	have	been	frequently	observed
• Majority	present	with	early-stage	disease
• Unlike	cHL,	late	relapses	may	occur,	as	well	as	propensity	to	
transform	to	an	aggressive	B-cell	NHL

• Deaths	caused	by	NLPHL	are	rare	
• Morbidity	is	caused	by	secondary	malignancies



(NLPHL)	– Pathology	

• The	term	“Popcorn	cells”	has	been	used	due	to	the	number	of	
increased	nucleoli	and	and	microscopic	appearance

• One	mixture	of	LP	cells	and	small	B	cells	is	required	for	a	diagnosis	
of	NLPHL

• LP	cells	are	usually	seen	in	the	background	of	B-cell-rich	lymphoid	
follicles	associated	with	follicular	dendritic	cell	meshworks

• Unlike	Reed-Sternberg	cells	in	classical	HL	(cHL),	LP	cells	lack	
expression	of	CD15,	CD30,	and	EBV

• Typical	B-cell	phenotype	is	seen	– cells	express	CD20,	CD45,	CD75	
and	often	J-chain

• Epithelial	membrane	antigen	is	present	in	~50%	of	cases
• Progressive	transformation	of	germinal	centers	(PTGCs)	can	be	
mistaken	for	NLPHL

https://doi.org/10.1182/blood-2013-07-453241.	
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Risk	factors	for	transformation	and	recurrent	NLPHL	in
advanced-stage	NLPHL





TTP	in	NLPHL	vs	CHL



Overall	Survival	in	NLPHL	vs	CHL





TTP	in	patients	treated	with	ABVD	by	splenic	
involvement	at	diagnosis	of	NLPHL



Kaplan-Meier	estimates	for	progression-free	survival

Julien	Lazarovici et	al.	Haematologica 2015;100:1579-1586
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Progression-free	survival	by	management	at	diagnosis

Julien	Lazarovici et	al.	Haematologica 2015;100:1579-1586
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Progression-free	survival	of	58	patients	after	complete	
surgical	resection

Julien	Lazarovici et	al.	Haematologica 2015;100:1579-1586
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Management	of	patients	at	diagnosis



Risk	of	progression	in	NLPHL	patients
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