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T. Hodgkin identifie's |
a new disease 42 Samuel Wilks
by describing its macroscopy




WHO-classification
Hodgkin lymphomas comprise two different entities

Nodular lymphocyte predominant Hodgkin lymphoma (5%)
Classical Hodgkin lymphoma (95%)

Subtypes:
A Nodular sclerosis (~70%)
- at least one nodule fully surrounded by collagen bands
A Mixed cellularity (~20-25%)
A Lymphocyte-rich (~5%)
- absence of neutrophils and eosinophils in the nodules
A Lymphocyte-depleted (<1%)
- rich in HRS cells and/or depleted in non-neoplastic lymphocytes
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Lymphocyte predominant
Hodgkin lymphoma

A Nodular +/- diffuse pattern
A Scattered L&H cells

A Background
I FDC networks
I non-neoplastic lymphocytes
A Purely diffuse LPHL?
I Lymphocyte rich classical HL
I T-cell rich large B-cell
lymphoma
A Overlap between LPHL
and TCRBCL?




Immunophenotypes of Hodgkin
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Nodular lymphocyte predominant Hodgkin Lymphoma

switched on

B-Cell-Programme

OCT, BOB etc.

Switched off

Classical Hodgkin Lymphoma




Secondary response
Germinal center reaction

Germinal cent Plasma cell
. erminal center
Naive B-cell B Memory B-cell

cHL
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NLPHL vs Classical HL: Clinical Features
Classical HL NLPHL

Occurrence
Frequency 95%(NS70%, MC20%, LR 5%) 5%
Age Bimodal (NS) Unimodal, young
Older adult (MC, LR)
% male 40% (NS) 70% (MC/LR) 70%
Presentation

Sites Mediastinum (NS) Peripheral nodes
abdomen, spleen (MC)
peripheral nodes (MC,LR)

Stage NS/MC [I-1ll, LR I-II -1l (80%)
B symptoms NS/MC 40%, LR 10% <20%
Qutcome

Course Aggressive, curable Indolent, late
relapses

DLBCL <1% 2-3%




Classical vs NLP Hodgkin Lymphoma:
Pathology
Classical HL NLPHL

Immunophenotype

HRS cells CD15+ CD30+ CD20-/+ CD15- CD30- CD20+ Oct2+
BCLG6+/CD10- J-chain+ CD75+

Background CD3+ CD20+ FDC+ CD57+T

Morphology
Pattern Nodular or diffuse Nodular (at least one nodule)
HRS cells Classical, lacunar “‘Popcorn”, L&H cells = LP cells

Background Lymph, histioc, eos, Lymph, histioc, pdC
neutroph

Genetics B cell, clonal, GC B cell, clonal, GC

|g not produced |g produced
EBV+ (40%) EBV-




NLPHL vs. Classical Hodgkin lymphoma

P NLPHL cHL
?@ lymphocyte rich
\'Q‘ s Tumor cells LP (L&H) cells HRS-cells
NLPHD&{ \ .@ CD30 0% 98%
. il Ce"sﬂcV CD15 0% 74%
', \““‘r 5’}"% CD20 98% 32%
: CD79a 80% 13%
J-chain 92% 0%
¢ Oct2 100% 15%
Bob.1 100% 15%
Oct2 & Bob.1 100% 1,3%
Classical HD’ L & 2 EMA 54% 6%
f-‘j{ B 55,5 o d‘l EBV-association 0% A7%
& "j 2t H‘I':S c.:eIIS| Background CD20 rich CD20 rich
3 *‘1“ G, "E} m CD3* CD57* CD3*CD57-
rosettes rosettes

Distinction by morphology alone almost impossible!



Europe/US
Africa

Mexico
Hong Kong
China
Korea

Geographic differences




The diagnostic approach
What is Hodgkin lymphoma and what is not

A The entities of Hodgkin lymphomas
I Lymphocyte predominant Hodgkin lymphoma vs.
lymphocyte rich subtype cHL
A Non-Hodgkin lymphomas

I Interface to anaplastic large cell ymphoma

I Interface to T cell/histiocyte rich large B cell lymphoma
ADiffuse lymphocyte predominant Hodgkin lymphoma
AClassical Hodgkin lymphoma (Mixed cellularity)

A Reactive lesions
i Hodgkinds | i ke |l ymphadeni t |



Diagnostic strategies

ALCL cHL NLPHL THRLBCL

CD30 + + I I
CD15 T /+ + I I
CD20 I (+) + +

CD3/CD5 -/(+) I I |
EMA + | + |

Perforin + T [+ I I



Problem areas in the diagnosis of
Hodgkin lymphoma (HL)

Data from the review of HL cases of the German Hodgkin Study Group
by the German Lymphoma Expert Panel: >2500 cases per year

Incorrect categorization™ of a hyperplasia of CD30+ cells as cHL ~ 2% (=50
patients per year); Dd: small cell variant of or focal involvement by cHL;

Incorrect categorization of nLPHL ~ 40%; Dd: LRCHL, FL, follicular hyperplasia
with progressively transformed germinal centers;

Incorrect categorization of LRCHL ~ 40%; Dd: nLPHL, MCHL, no ML,
Incorrect categorization of MCHL ~ 15%;
Incorrect categorization of NSHL ~ 5%;

Little agreement in the categorizaton of LDHL,;

Confusion of cHL with NHL ~ 10 to 15 %: Dd: e.g. ALCL, AITCL, DLBCL,;

* When compared with the diagnosis of the primary pathologists
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Development of Chemotherapy (Disease control)

FFTF
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Disease control (FFTF) by subtypes (COPP/ABVD)

Probability

o
o

p=0.24

= = = = = =
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Workshop Case # 12 (H6207/10)

A 75 years old man, consultation case.
Axillary and cervical lymphadenopathies.
Rapid manifestation of B symptoms (
Weight loss, night sweats, reduction of
general health status).

A Diagnosis at primary pathological
l nvestigation: Hodgki r
nodular sclerosing type.
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