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Abstract: Diagnosis of classic Hodgkin lymphoma (CHL) is quite straightforward with the integrated
clinical, morphological, and immunophenotypic studies. Due to the variation in morphology and im-
munophenotype, CHL diagnosis remains a challenge. Based on their many years of experience in diagnostic
practice, the authors summarized eleven uncommon variants of CHL: 1) CHL with xanthogranulomatous
inflammation, foamy histiocytes and loose granulation tissue-like stroma; 2) epithelioid cell-rich and granu-
lomatous CHL; 3) CHL with prominent keloid-like fibrosis; 4) CHL rich in plump histiocytes arranging in
a fascicular pattern; 5) intrasinusoidal CHL; 6) interfollicular CHL: 7) neutrophil-rich CHL; 8) neoplastic
cell-rich CHL; 9) lymphocyte depleted CHL; 10) CHL with aberrant immunophenotypes; 11) grey-zone
CHL. These variants pose diagnostic pitfalls to the practicing pathologists.
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Introduction

The diagnosis of Hodgkin lymphoma in the mod-
ern era relies on an appropriate clinical setting,
morphological and immunophenotypic assessment.
The 2016 WHO Classification of Hematopoietic
and Lymphoid Neoplasms [1] recognizes two bi-
ologically distinct entities regarding Hodgkin Lym-
phoma: classic Hodgkin lymphoma (CHL) and
nodular lymphocyte-predominant Hodgkin lym-
phoma (NLPHL). Furthermore, CHL is further di-
vided into four subtypes: nodular sclerosis classi-
cal Hodgkin lymphoma (NSCHL), mixed cellularity
classic Hodgkin lymphoma (MCCHL), lymphocyte
rich classic Hodgkin lymphoma (LRCHL) and lym-
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phocyte depleted classic Hodgkin lymphoma (LD-
CHL) [1]. The typical histologic pattern of these
entities had been largely described by the litera-
ture and consolidated by the daily experience of the
clinical pathologist as well. Then, either academic
and practical hematopathologists as well as surgical
pathologists are quite confident with their recogni-
tion under the microscope.

Moreover, CHL occasionally may show some un-
common histologic pattern of growth rendering their
diagnosis difficult, opening several issues around
their challenging differential diagnosis. This review
briefly describes some challenging cases of CHL
with uncommon histopathologic features we have
encountered during our daily practice. As a matter
of fact, the authors report their own experience on
diagnostic pitfalls and conditions which mimic CHL.
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Figure 1: Classic Hodgkin lymphoma with xanthogranulomatous inflammation, foamy histiocytes and loose
granulation tissue-like stroma. A, Prominent xanthogranulomatous features are present admixed with foamy
histiocytes and fibrotic stroma (H&E, x10). B, Edema and granulation tissue inflammatory-like stroma are also
present (H&E, x20); C, scattered neoplastic HRS cells are detected inside this peculiar inflammatory milieu (H&E,
x40). D, CD30 immunostain highlights neoplastic cells (Immunoperoxidase, x40) while CD3 immunostain shows
prominent rosettes around HRS cells (not shown).

Classical Hodgkin lymphoma with
xanthogranulomatous inflammation,
foamy histiocytes and loose granula-
tion tissue-like stroma

Variakojis D. et al in 1972 described the presence
of foamy macrophages in Hodgkin lymphoma [2].
Nevertheless, very rare cases of CHL may have
a prominent xanthogranulomatous inflammatory
reaction with a lot of foamy histiocytes embedded
into a loose edematous granulation-tissue-like

stroma (Figure 1). Neoplastic Hodgkin-Reed-
Sternberg (HRS) cells are quite scanty and express
the typical CHL phenotype: CD30+/CD15+/-
/PAX5+/IRF4/MUM1+/CD45(LCA)-/CD20-
/CD3-/CD68(RPGM1)-. EBV infection evaluated
by in situ hybridization for EBV encoded RNA
(EBER) may be present or absent. This rare pattern
in CHL produces a challenging diagnosis with
xanthogranulomatous lymphadenopathy. Careful
histologic examination and immunohistochemical
work-up are mandatory for correct diagnosis.
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Figure 2: Classic Hodgkin lymphoma with epithelioid granulomas and coagulative necrosis. A, CHL with
microgranulomata composed of epithelioid histiocytes (H&E, x200). Rare multinucleated giant cells are also
present (inset); B, CHL with prominent coagulative necrosis; HRS cells located at the edge of necrosis (inset); C,
Microgranulomata revealed by CD68PGM1 immunostain (Immunoperoxidase, x40); D, CD30+ Hodgkin lymphoma
cells (Immunoperoxidase, x400) in the granulomatous background.

Epithelioid cell-rich and granuloma-
tous classic Hodgkin Lymphoma

CHL has long been notorious for granulomatous
appearance [3]. Moreover, on rare cases a prominent
epithelioid cell reaction (granulomatous reaction)
may obscure the neoplastic cells, which makes the
diagnosis more challenging. The histiocytes may be
arranged in three patterns: 1) coalescing small clus-
ters of scattered epithelioid histiocytes representing
a background of microgranulomata; 2) well-formed
non-necrotizing (sarcoid-like) granulomas (Figure 2
A); and 3) necrotizing granulomas with peripheral
palisading histiocytes around large central foci of

coagulative neoplastic necrosis (Figure 2B).

In this setting, lymphoma cells are often detected
at times after a laborious search. Florid prolifera-
tion of histiocytes in the milieu of CHL leads first
to the differential diagnosis of granulomatous dis-
ease. Our best diagnostic weapon is a high degree of
suspicion. In nodal granulomatous lesions, careful
examination for atypical cells located between the
microgranulomata and/or lining the areas of necro-
sis is mandatory; if you have any doubts perform
immunohistochemistry: CD30 as first screen is quite
useful. HRS cells typically form large clusters or
sheets at the edge of necrosis. We usually screen
any case of granulomatous lymphadenopathy with
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Figure 3: Classic Hodgkin lymphoma with prominent keloid-like fibrosis. A, A fibrotic lesion with storiform
pattern of growth (H&E, x40); B, A striking collagenized stroma like a scar or keloid (H&E, x200); histiocyte-rich
background is revealed by CD163 immunostain (C). D, Inside the fibrohistiocytic stroma, scattered atypical large
cells are detected after a laborious search (indicated by red arrows) and HRS cells entrapped in the fibrotic stroma
may appear as atypical spindle-shaped cells; E, Rare typical lacunar HRS cells were also present as revealed by
immunostain for CD30 (inset) and PAX5 (inset).

CD30 immunostain, looking for large atypical HRS
cells, excluding activated immunoblasts and plasma
cells. The surgical pathologists should be aware that
histiocytes may be CD15+ but they are CD30- and
CD68(KP1)+/CD68(RPGM1)+/CD163+.

Classic Hodgkin lymphoma with
prominent keloid-like fibrosis

Rare cases of CHL (usually in the NSCHL category)
can show a background of many fibroblasts admixed
with numerous histiocytes. Delicate interstitial fibro-

sis is quite easy to find but rarely the collagen fibers
may be coarse, large and strongly eosinophilic, dis-
playing a keloid-like reaction. On low power exami-
nation this fibroblastic-histiocytic pattern may have
a spindle and storiform configuration reminiscent
of a mesenchymal proliferation. Furthermore, few
neoplastic cells are embedded in the fibrotic stroma
(Figure 3). Pathologists should be aware that the
HRS cells can assume a spindle configuration as a
result of passive entrapment into the fibrotic stroma.
From a diagnostic point of view these changes may
represent a diagnostic pitfall. Our approach for
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Figure 4: Classic Hodgkin lymphoma rich in plump histiocytes arranged in a fascicular pattern. A, Low mag-
nification show a tumor with a striking storiform pattern of growth; B, The fascicular pattern is well illustrated
where medium sized spindle histiocytes are prevalent as showed by CD163 immunostain (inset); C, The “reactive”
background shows clusters of foamy histiocytes and neutrophils; D & E. Scattered pleomorphic HRS cells (H&E,
x200) are positive for CD30 (F), PAX5 (G) and EBV-LMP1 (H). Other B-cell markers (CD20 and CD79a) were not
expressed (data not shown).

any mediastinal fibroblastic-like lesion with a stori-
form pattern is a careful search for atypical cells on
medium power, followed by a work-up including
CD30 immunostain.

Classic Hodgkin lymphoma rich in
plump histiocytes arranging in a fas-
cicular pattern

Rare cases of CHL (usually also in the NSCHL cat-
egory) reveal a background composed of a “sea”

of spindly and plump histiocytes with abundant
amphophilic cytoplasm, arranging in a prominent
fascicular pattern of growth. Large atypical neoplas-
tic cells are scattered between the histiocytes (Fig-
ure 4). This pattern may pose a diagnostic challenge
and mimics several non-neoplastic and neoplastic
lesions with a fascicular pattern of growth, such as
nodal inflammatory pseudotumor, nodal palisad-
ing myofibroblastoma, metastatic spindle cell carci-
noma/melanoma, Kaposi sarcoma, spindle cell sub-
type of diffuse large B-cell lymphoma (DLBCL), and
sarcomatoid anaplastic large cell lymphoma (ALCL).
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Figure 5: Nodular sclerosis classic Hodgkin lymphoma with unusual intrasinusoidal pattern of infiltration. A &
B, The neoplastic cells are located within the subcortical sinus (H&E, x200). Unequivocal expression of CD30 (C),
PAX5 (D), CD15 (E) and CD79a (F) confirms Hodgkin Lymphoma. Granzyme B (G) and CD43 (H) were absent [with
permission of Professor Stefano Ascani MD, Perugia School of Medicine University of Perugia, Italy]

The differential also includes the accessory cell ma-
lignant neoplasms, such as histiocytic sarcoma, fol-
licular dendritic cell sarcoma, interdigitating den-
dritic cell sarcoma, and Langerhans cell sarcoma.
EBV-positive DLBCL polymorphic variant could be
suspected in the case illustrated here, but CD45 and
the B-cell markers such as CD79a and CD20 were
negative in the neoplastic cells. Our approach for
any nodal lesion with a prominent fascicular pat-
tern is a search for atypical cells on medium/high
power followed by a careful workup always in-
cluding immunostains for CD30, B-cell markers,
CD15, EBV(LMP1), EBV encoded RNA(EBER), ALK
or ALKp80, dendritic-cell markers, CD163, CD117,

CD31, CD34, HHV8, S100 and AE1/AE3.

Intrasinusoidal classic Hodgkin lym-
phoma

Occasionally, in some cases of CHL, HRS cells are
peripherally located in the sub-capsular region of the
lymph node around sinus. In this setting it is possi-
ble to find neoplastic cells mainly situated within
sinusoidal spaces (Figure 5). They show unequivocal
expression of CD30/CD15/PAX5/OCT2 and rarely
CD79a and CD20 with no expression of Bob1 and
without aberrant expression to suggest anaplastic
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Figure 6: Interfollicular classic Hodgkin lymphoma. A, Low magnification show prominent follicular hyperplasia
(H&E, x40); B & C, Medium magnification reveals rare scattered HRS cells in the interfollicular region (H&E, x100);
D, CD30 immunostain reveals neoplastic cells with typical paranuclear Golgi pattern of expression. E, Positive EBV
encoded RNA (EBER).

large cell lymphoma (ALCL): EMA-/LCA-/CD43-
/CD2-/CD3-/CD4-/CD5-/CD7-/CD8-/CD56-
/UCHL1-/ALKp80-/ALK1/CD246-/BCL6-/TIA1-
/GranzymeB-/perforin-. EBV expression may be
positive or negative. Furthermore, T-Cell Receptor
gene rearrangement is absent and FISH for DUSP22
and TP63 should be negative.

This rare case suggests that although cases of CHL
with an intrasinusoidal pattern are very rare, never-
theless do exist. However, a striking intrasinusoidal
invasion by CD30+ neoplastic cells is typically seen
in ALCL, then this exceptional finding in CHL mim-
icking ALCL very likely leads to a mistaken diag-
nosis of ALCL. Hematopathologists must be aware

that a wide panel of antibodies should be used to
confirm the diagnosis of CHL with uncommon in-
trasinusoidal pattern of infiltration [4].

Interfollicular classic Hodgkin lym-
phoma

In some cases of CHL the HRS cells may be predom-
inantly located in the interfollicular region. In this
scenario the surrounding florid follicular hyperpla-
sia may be prominent and can mask the scattered
HRS cells. These may be identified at the edge, out-
side or directly adjacent to the reactive follicles or
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Figure 7: Neutrophil-rich classic Hodgkin lymphoma. A, HRS cells located at the edge of a large focus of
suppurative necrosis (H&E, x200); B & C, Rare pleomorphic HRS cells embedded in a neutrophil-rich background
(H&E, x400); D, Small clusters of neoplastic cells may occasionally be detected (H&E, x200).

may involve interfollicular areas between reactive
follicles: this represents the so called “interfollicular
Hodgkin lymphoma” (Figure 6).

Lymphoid follicles usually show hyperplastic ger-
minal centers but occasionally they may show invo-
luted and atrophic changes resembling those seen in
hyaline-vascular Castleman disease. Such cases usu-
ally cannot be subclassified. Interfollicular Hodgkin
lymphoma probably represents an early or partial
lymph node involvement by CHL, MC or NS sub-
type.

There is possible diagnostic confusion with the
so called “interfollicular Hodgkinoid lymphadenitis”
[5], a reactive lymphadenopathy showing interfollic-
ular proliferation of activated immunoblasts which

may mimic HRS cells. These cells show a variable
expression of CD30 (from weak to strong), but CD15
is usually negative. In this setting lymphadenopa-
thy related to viral infections, autoimmune diseases
and drug-induced hypersensitivity reactions may
produce examples of lymphadenitis with “interfol-
licular hodgkinoid” background. Scrutiny of the
interfollicular areas in any cases of unexplained
florid follicular and paracortical hyperplasia is in-
dicated. In addition, a large panel of phenotypic
work-up including CD30, CD15 and EBER should
be performed in any cases of otherwise unexplained
lymphadenopathy with prominent reactive changes.
Furthermore, clinical correlation is imperative.
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Figure 8: Neoplastic cell-rich classic Hodgkin lym-
phoma. A, Sheets of large atypical neoplastic cells with
pleomorphic morphology surround a remnant lymphoid
follicle (H&E, x200); B, Immunostain reveals that these
cells are CD30+ (x100). PAX5, IRF4/MUM1 and CD15
were also expressed, while CD20, CD43, ALK1, EMA as
well as T-cell antigens were absent (data not shown).

Neutrophil-rich classic Hodgkin lym-
phoma

In some cases of nodular sclerosis CHL the cen-
ter of the nodules may show extensive suppurated
necrosis [neutrophil-rich necrosis], then scattered
HRS cells may be obscured by the number of neu-
trophils, leading to an erroneous diagnosis of sup-
purated lymphadenitis, likewise cat-scratch disease
(Figure 7). Best place to search for HRS cells is
around the necrotic foci. In fact, HRS cells typically
form large clusters or sheets at the edge of necrosis.
CD30 immunostaining will highlight the neoplastic
cells.

Neoplastic cell-rich classic Hodgkin
lymphoma

Occasionally, rare cases of classic Hodgkin lym-
phoma are composed of a great number of neoplastic

cells forming cohesive aggregates and sheets (Fig-
ure 8). The HRS cells often lack the typical lacu-
nar or Reed-Sternberg cell features but may show
bizarre appearance resembling immunoblasts, like-
wise a large cell non-Hodgkin lymphoma, ALCL,
germ cell tumor, carcinoma, epithelioid-sarcoma,
and melanoma. Careful immunohistochemical work-
up is often required to reveal the nature of HRS cells.

Lymphocyte depleted classic Hodgkin
lymphoma

Lymphocyte depletion variant of classic Hodgkin
lymphoma (LDCHL) is now considered a neglected
entity. This rare subtype of CHL is often associ-
ated with an aggressive clinical course, widespread
involvement including bone marrow at diagnosis
and more common B symptoms [6]. The cellular
composition is represented by a great abundance of
histiocytes and a lot of pleomorphic HRS cells (also
known as “sarcomatous” Hodgkin lymphoma). EBV-
encoded RNA EBER is positive in 80% of LDCHL
(Figure 9).

Aberrant immunophenotypic finding
in classic Hodgkin lymphoma

The classical phenotype of HRS cells is well known
to pathologists all around the world. Nevertheless,
Hodgkin lymphoma cells may show aberrant or un-
usual phenotypic findings as well. Illustrated here
(Figure 10) is a neoplastic cell-rich CHL with aber-
rant expression of CD4, Perforin, EMA and cytoker-
atin AE1/AE3. T-cell receptor gene rearrangement
was not detected in this case.

Typical HRS cells are usually negative for B-cell
markers such as CD22, CD79a, CD19 and CD20, but
one of these antigens may be expressed in about
20% of the CHL cases [7]. Sporadically, diffuse and
bright CD20 membranous staining may occur in
some CHL cases. Thus, bright CD20 expression
does not exclude CHL if other clinicopathologic and
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Figure 9: Lymphocyte-depleted classic Hodgkin lymphoma. A, Medium magnification reveals sheets of pleomor-
phic bizarre and/or multinucleated HRS cells (H&E, x200). Immunostains for CD30 (B), CD15 (C) and PAX5 (D)
reveal the typical phenotype of classic Hodgkin lymphoma. E, EBV encoded RNA (EBER) is strongly positive.

phenotypic findings fit with CHL. On the other hand,
strong positivity for CD20 in a neoplasm otherwise
compatible with CHL should not lead to classifying
the tumor as a lymphoma with features intermediate
between classic Hodgkin lymphoma and DLBCL
(grey zone lymphomas).

Furthermore, peripheral T-cell lymphoma and
ALCL infrequently express CD15 and very rarely ex-
press PAX5 as well, including ALK-negative ALCL
[8–12]. Aberrant expression of PAX5 in ALCL is
around 3% [13]. Epithelial membrane antigen (EMA)
is usually not expressed in Hodgkin lymphoma, but
based on my personal observation, EMA can be
positive in certain neoplastic cells in some cases of
CHL.

Although dendritic cell markers such as clusterin
and fascin may be expressed by HRS cells, expres-
sion of other antigens such as D2-40/CD35/CD21
is nearly absent in all studied cases [15], although
occasional expression of CD23 may be detected on
HRS cells [16, 17]. Finally, expression of cytokeratin
by HRS cells is an exceptional and rare phenomenon
[18]; I have seen only two sporadic CHLs which ex-
pressed pancytokeratin AE1/AE3 with a “dot-like”
pattern.

The T-cell antigen CD43 is usually absent in CHL.
A diffuse and strong expression of CD43 in an ALK-
negative large cell tumor with “Hodgkin-like” fea-
tures should promptly suggest the possibility of an
ALK-negative ALCL. Cytotoxic molecules such as
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Figure 10: Neoplastic cell-rich CHL with aberrant phenotype mimicking ALK-negative ALCL. A, Medium mag-
nification shows perifollicular large sheets of large pleomorphic cells (H&E, x100); some clusters of tumor cells show
prominent multinucleation (B) and hallmark cell-like morphology (C) (H&E, x400); D, perinuclear expression of
cytokeratin AE1/AE3 in the majority of the tumor cells; E, positive for CD15; F, positive for CD30; G, positive for
PAX5; H, positive for EMA; I & J, Aberrant expression of T-cell markers CD4 and perforin was also detected in a
subset of neoplastic cells.

perforin, granzyme B and TIA1 are expressed by
HRS cells in 10-20% of the cases [8]; in addiction,
HRS cells may also express one or more T-cell mark-
ers in 10-15% of the CHL cases; they are more often
CD2, CD3, CD4, and CD7. In these cases, expression
of the T markers is aberrant and a clear-cut relation-
ship with the outcome of the disease is suspected
[9]. Routine testing of a T-cell antigen panel (at least
CD3, CD2 and CD4) in CHL could be recommended
because this testing may indicate those patients have
a poor prognosis.

Nevertheless, these CHLs with aberrant T-cell anti-

gen expression often have some histological features
of ALCL: numerous tumor cells, high cohesiveness,
more pleomorphism with a horseshoe-shaped nu-
cleus, sinusoidal infiltrating pattern, multiple tu-
mor necrosis and occasionally PAX5 negativity [12].
Vice versa, rare ALCL cases show “Hodgkin-like”
features such as a prominent nodular-sclerosis pat-
tern of growth as well as tumor cells with striking
“Hodgkin-Reed-Sternberg” morphology.

Therefore, a careful immunohistochemical and
molecular work-up should be performed to avoid a
misdiagnosis because CHL and ALK-negative ALCL
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Figure 11: Grey zone lymphoma. A & B, This lymphoma is composed of large immunoblast-like cells admixed
with pleomorphic cells with multilobated nuclei and striking Hodgkin-like morphology; background eosinophils
are present (H&E, x200); C, CD45RB (LCA) was absent on tumor cells; D, heterogeneous CD20 expression: some
areas showing a strong and diffuse while other areas showing expression only in a minority of the tumor cells; E,
Hodgkin-like cells were CD20 negative. Expression of transcription factors PAX5 (F), OCT2 (G), CD30 (H), CD15 (I).
CD79a, BCL6, IRF4/MUM1 were also expressed by the tumor cells (data not shown) [with permission of Professor
Stefano Ascani MD, Perugia School of Medicine University of Perugia, Italy]

have distinct prognosis and treatment options; CHL
can be cured with ABVD (doxorubicin, bleomycin,
vinblastine, dacarbazine) therapy in more than 80%
of patients [19, 20], whereas ALK-negative ALCL
often shows poor outcome and requires a different
type of treatment. Because of this it is very important
to distinguish these two entities.

In conclusion, classic Hodgkin lymphoma and
ALK-negative ALCL share many morphological and
immunohistochemical features, causing difficulties
in making diagnosis. A better genetic definition of
the CHL with aberrant expression of T-cell antigens

and ALK-negative ALCL will allow us to identify
aberrant genes differentially expressed in CHL and
ALCL to improve our comprehension of pathways
altered in these two diseases. Whole exome sequenc-
ing (WES) of these cases with aberrant gene expres-
sion revealed similar genetic features between CHL
and ALCL. The genetic findings show that when
HRS cells aberrantly expressed T-cell antigen(s), they
seemed to lose some of their CHL features and gain
some ALCL features. On the other hand, when
ALCL cells aberrantly expressed B-cell antigen(s),
they also lost some of the ALCL features and ac-

20 Hematopath 2019;4(1):9-23



Uncommon Classic Hodgkin lymphomas Hematopathology - March 2019

quired some of the CHL features. This outcome is
consistent with the morphological findings [12].

Grey-zone lymphomas

Illustrated in this paragraph is a rare example of ma-
lignant lymphoma with morphologic features sug-
gestive of either CHL or DLBCL with HRS-like cells.
It has a discordant immunophenotype between CHL
and DLBCL (Figure 11). The concept of grey zone
lymphomas encompasses a B-cell lineage lymphoma
with overlapping morphologic and phenotypic find-
ings between primary mediastinal large B-cell lym-
phoma (PMLBCL) and nodular sclerosis CHL. This
was confirmed by gene expression profiling analysis
that revealed an overlapping molecular signature be-
tween nodular sclerosis CHL and PMLBCL [21, 22].
In our opinion, this issue does not constitute one
biologic entity but rather represents a pool of rare
single cases that exhibit a phenotype with transi-
tional findings between CHL and DLBCL [23]. Cur-
rently, there are no uniform diagnostic criteria by
which these lymphomas should be classified. These
lymphomas usually occur in the mediastinum, thus
called mediastinal grey zone lymphomas (MGZL),
but peripheral lymph nodes may be primarily in-
volved as well [24]. These lymphomas are composed
of confluent sheets of pleomorphic cells, resembling
centroblasts and/or lacunar/HRS-like cells, encom-
passing a broad spectrum of cytological morphology.
Discordance between cytological features and im-
munohistochemical findings represents the key fea-
ture of this type of tumors [25]. Furthermore, EBV
expression has been reported in 15% of the cases by
EBER [1].

Practically, these tumors are cell-rich neoplasm
where neoplastic cells have centroblastic or im-
munoblastic morphology, not infrequently with pleo-
morphic Hodgkin-like features, sometimes with true
binucleate HRS-like cells. Morphologically, it is
quite difficult or impossible to differentiate a cell-rich
CHL from a PMLBCL. Thus, immunohistochemistry
(IHC) is helpful to make this differential easy in

routine practice. If the IHC results are inconclusive,
aberrant or conflicting for either CHL or PMLBCL,
we likely have a grey-zone lymphoma. We believe in
this setting that a diagnosis of grey-zone lymphomas
may be right.

Rarely, cases of composite DLBCL and CHL in
the same lymph node as well as in sequential tu-
mors may also occur. These lymphomas are related
to the special entity of grey zone lymphomas and
lineage plasticity likely explains for the transition
between CHL and DLBCL and vice versa. Due to
the tumor heterogeneity in different areas of a neo-
plasm, practicing pathologists, hematopathologists,
and clinicians should be aware that making diag-
nosis from core-needle biopsied specimens is not
recommended. Moreover, diagnosis of grey zone
lymphoma has important clinical indication as it has
been recommended that these patients be treated
with dose-intensive regimens [26, 27].

Conclusions

This brief review reminds us that classic Hodgkin
lymphoma may occasionally acquire uncommon
histopathologic and immunophenotypic features
and a variety of lymphoid proliferations may resem-
ble classic Hodgkin lymphoma. This article empha-
sizes the importance of a careful clinical history and
an adequate surgical excisional biopsy for proper
diagnosis. In challenging cases, appropriate im-
munophenotypic and molecular studies are manda-
tory to obtain the correct diagnosis. The initial diag-
nosis should be made on an adequate tissue biopsy.
A fine needle aspiration or even a needle core biopsy
is inadequate, as the assessment of architecture is
important for an accurate diagnosis. Expert consulta-
tion should be performed as a tool for good medical
practice in difficult cases. Furthermore, right com-
munication between the treating clinicians and the
surgical pathologist/hematopathologist is critical for
establishing an initial diagnosis as well as for patient
management.
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