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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)









Classic	Hodgkin	lymphoma	– Reed-Sternberg	Cell	Variants

Classic	RS	Cell Lacunar	Cells Mummified	Cell

Hsi ED	and	Golblum JR.	Foundations	in	Diagnostic	Pathology:	Hematopathology.	2nd Ed.	2012Emily	Glynn



Classical	Hodgkin	Lymphoma	- Immunophenotype	

CD45 CD3 CD20

Pax-5 CD30 CD15



Genetic	and	Immunohistochemical Analyses	of	PDL1 and	PDL2
Loci,	PD-L1	and	PD-L2	Protein	Expression,	and	Epstein–Barr	Virus	

Status	in	Patients	with	Hodgkin	Lymphoma

Ansell SM et al. N Engl J Med 
2015;372:311-319



Deauville	Scoring	System

• Internationally	accepted	and	utilized	five-point	scoring	system	for	the	
fluorodeozyglucose (FDG)	avidity	of	Hodgkin’s	lymphoma	or	NHL	tumor	mass	seen	
on	FDG	PET.

• Scores	of	1	and	2	are	considered	to	be	negative	and	4	and	5	are	considered	to	be	
positive.	"Score	3	should	be	interpreted	according	to	the	clinical	context	but	in	
many	Hodgkin	Lymphoma	patients	indicates	a	good	prognosis	with	standard	
treatment."



Engert A	et	al.	N	Engl J	Med 2010;	363:640-652

Treatment	of	limited	stage	Hodgkin	lymphoma



Treatment	of	advanced	stage	Hodgkin	lymphoma	(1)
• Depends	on	patient	age,	performance	status,	stage	of	disease	(limited/advanced),	and	
patient	preference

First	Line	Therapy	– Advanced	Stage	Disease

• ABVD - Adriamycin,	bleomycin,	vinblastine,	and	dacarbzine

• Standard	treatment	of	HL	in	the	US

• Takes	~6	months

• MOPP – [Nitrogen]	Mustard,	Oncovin,	Prednisone	and	Procarbazine

• Administered	in	four	week	cycles,	often	for	6	cycles.		

• Not	often	used,	but	a	reasonable	option	for	those	with	relapse	or	other	complications.

• Stanford	V	regimen - typically	takes	half as	long	as	ABVD,	but	more	intense	
chemotherapy	schedule,	and	incorporates	radiation.

• BEACOPP - treatment	for		stages	>	II,	mainly	used	in	Europe

• Approximately	10-15%	higher	with	standard	ABVD	in	advanced	stages.

• More	expensive	due	to	use	of	G-CSF,	more	intense	and	more	toxic

• Rituximab	is	not	routinely	used	due	to	lack	of	CD20	surface	expression	on	RS	cells



Second	Line	Therapy	– Advanced	Stage	Disease

• ICE:	Ifosfamide (Ifex),	carboplatin	(Paraplatin),	and	etoposide

• Given	every	2	or	3	weeks	for	2-4	cycles.

• ESHAP	or	DHAP:	Etoposide,	methylprednisolone	(Solu-Medrol),	high-dose	cytarabine,	
(Cytosar-U),	cisplatin (Platinol);

• OR, dexamethasone,	high-dose	cytarabine,	and	cisplatin.

• ESHAP	or	DHAP	regimens	are	given	every	3	weeks	for	2	to	3	months.

• GVD,	Gem-Ox,	or	GDP:	Gemcitabine	(Gemzar),	vinorelbine (Navelbine),	doxorubicin;	
OR	gemcitabine	and	oxaliplatin (Eloxatin);

• OR	gemcitabine,	dexamethasone,	and	cisplatin.

• Gemcitabine-based	regimens	are	either	given	2	weeks	in	a	row,	followed	by	an	off-
week,	or	every	other	week.

• Brentuximab vedotin (Adcetris):	Brentuximab vedotin (Adcetris)	is	an	antibody-drug	
conjugate	– anti-CD30	coupled	to	monomethyl auristatin A

• Brentuximab vedotin is	usually	given	every	3	weeks	for	up	to	16	cycles,	although	
sometimes	it	is	given	every	4	weeks.

Treatment	of	advanced	stage	Hodgkin	lymphoma	(2)





Classification	of	relapsed/refractory	Hodgkin	lymphoma



Treatment	of	relapsed/refractory	Hodgkin	lymphoma	(3)

AJHO.	2016;12(9):8-13



Definition	of	response	to	salvage	chemotherapy:	
recommendations	by	the	LySA HL	committee

Eric	Van	Den	Neste et	al.	Haematologica 2013;98:1185-1195©2013 by Ferrata Storti Foundation



Selected	studies	of	Brentuximab Vedotin informing	treatment	of	
relapsed/refractory	HL	at	different	disease	stages	

Solomon	A.	Graf,	and	Ajay	K.	Gopal	Hematology 2014;2014:151-157©2014 by American Society of Hematology



Response	Characteristics	and	Changes	in	Tumor Burden	in	
Patients	with	Hodgkin	Lymphoma	Receiving	Nivolumab

Ansell SM et al. N Engl J Med 2015;372:311-319



Cumulative incidence of cause-specific mortality 
in long-term HL survivors

Andrea K. Ng Blood 2014;124:3373-3379
©2014 by American Society of Hematology
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