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Abstract

Controversy surrounds the recent 2007 WHO Classification of Tumours of the Nervous

System. A number of nosologic issues remain to be resolved, some a reflection of conceptual
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disagreement, others the result of inadequate data to permit their definitive resolution.
Among these and discussed herein are (i) the nosologic place of highly anaplastic oligoas-
trocytic tumors, (ii) the forms and significance of microvascular changes in high-grade
gliomas, (iii) the makeup of the glioneuronal tumors category, (iv) the subclassification of
pineal parenchymal tumors of intermediate type, and (v) the classification of principle forms

of mesenchymal neoplasms, specifically hemangiopericytoma and solitary fibrous tumor.
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INTRODUCTION

The last four decades have seen the formulation of four editions of
the World Health Organization Classification of Tumours of the
Central Nervous System (25, 24, 33, 76), three in rapid succession
over the past 14 years alone. Each brought with it revisions reflect-
ing changes of concept, some fundamental, as well as minor or
subtle alterations. Not all changes met with overall, unanimous
approval by members of the working group. Although each edition
represented a marked improvement over prior efforts, knotty prob-
lems remained. This and a companion article will address contro-
versies surrounding the 2007 WHO classification, leaving readers
to draw their own conclusions.

GRADE IV OLIGOASTROCYTOMA
VS. “GLIOBLASTOMA

WITH OLIGODENDROGLIAL
COMPONENT"”—CLARITY

OR CONFUSION

This important issue of dissension has its basis in persistence of
the antiquated term “glioblastoma” in an era in which all of diag-
nostic surgical pathology has focused upon cellular differentiation
rather than morphologic epiphenomena. In gliomas, the latter
include “microvascular proliferation” (see below) and necrosis.
Neither contributes to a cell-based diagnosis, serving only to
establish tumor grade. Harkening back to Cushing and the
concept of the “glioblast” also serves no purpose in present day
tumor nosology. Instead, it is a reminder of the days when it was
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These issues and others are the substance of this and an upcoming companion article.

considered appropriate to combine very high-grade astrocytomas,
oligodendrogliomas and ependymomas featuring vascular pro-
liferation and necrosis into a “glioblastoma” category (76). A
relevant quote from the 1979 WHO “blue book” states: “Some
typical glioblastomas show no evidence of a more differentiated
tumor, whereas others are predominantly glioblastomas with focal
areas of recognizable astrocytoma, less commonly oligodendro-
glioma or, exceptionally, ependymoma. Any of these gliomas may
in fact terminate as a glioblastoma.” That concept was abandoned
years ago when the 1993 version of the WHO blue book clearly
stated that glioblastomas are poorly differentiated astrocytic
tumors corresponding to grade IV (25). This served to remove
some of the misconception and confusion surrounding glioblas-
toma. It could only have been bettered by introducing the alterna-
tive term “grade IV astrocytoma,” thus bringing the classification
into line with the practice of establishing cell-based diagnoses.
Indeed, only tumor classifications predicated upon cellular differ-
entiation should carry the day.

Thus, it is not surprisingly that the most contentious issues to
arise at the 2007 Heidelberg conference was a nosologic shift to
include tumors featuring both oligodendroglial and astrocytic com-
ponents in addition to necrosis (Figure 1), in substance grade IV
oligoastrocytoma, into the glioblastoma category under the pattern
designation “glioblastoma with oligodendroglial component”.
High-grade oligoastrocytic tumors with a variable, often minor
oligodendroglial component (oligoastrocytomas) have long been
recognized, and are familiar to pathologists and neurosurgeons/
oncologists alike (3, 40). In contrast, the term “glioblastoma with
oligodendroglial component” has a much shorter track record.
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Figure 1. WWHO grade IV "Glioblastoma with oligodendroglial features” (A,B) differs from WHO grade Il oligoastrocytoma simply by the presence of

necrosis in the latter.

The designation has been used in the research setting (15, 31, 45).
In clinical studies it has been applied to occasional cases of “glio-
blastoma with long term survival” (7, 35), in one large series of
“glioblastomas” in which an oligodendroglial element was seen in
20% of cases (20), and in another wherein 4% of tumors consisted
in part (up to 30%) of oligodendrocytes (72). The term “oligoden-
droglial component™ has even been appended to WHO grade 111 or
anaplastic astrocytoma (8), somehow totally circumventing use of
the time-honored oligoastrocytoma category. (31, 72). Thus, it is
not surprising that some members of the 2007 working group con-
sidered formal adoption of the term “glioblastoma with oligoden-
droglial component” to be not only a conceptual error, but an
invitation to diagnostic and therapeutic confusion, particularly
as 15-20% of such tumors show chromosome 1p and 19q
co-deletion, a feature of oligodendroglial neoplasia (41). Intro-
duction of this cumbersome designation is hard to understand,
as even its proponents consider it synonymous with grade IV
oligoastrocytoma.

Interestingly, justification for this terminologic shift is sought in
a recent study showing that high oligoastrocytoma featuring ana-
plasia and necrosis, a tumor already referred to by some as grade
IV oligoastrocytoma, to have a less favorable prognosis than either
WHO grade III astrocytoma or oligoastrocytoma, but one more
favorable than WHO grade IV astrocytoma (glioblastoma) (3, 41).
What better case could be made for endorsing the term “WHO
grade IV oligoastrocytoma?”

Despite strong objection, both during and after the Heidelberg
Meeting, the term “glioblastoma with oligodendroglial compo-
nent” persists (26, 71). Its imprecision will be the nidus of confu-
sion, not only to pathologists but to surgeons and oncologists alike.
The prognostic difference between oligoastrocytoma of grades IIT
and IV based upon the absence or presence of necrosis, is well
known (3). It is precisely for that reason that oligodendroglial
tumor treatment protocols relying upon these distinctions, particu-
larly those predicated upon a clear distinction between very high-
grade oligoastrocytoma and glioblastoma, as we know it, cannot
accommodate this designation. From the therapeutic viewpoint,
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this is the crux of the matter. As a result, “glioblastoma with oligo-
dendroglial component” may not be universally adopted. Indeed,
what may occur is informal use of the term “grade IV oligoastrocy-
toma” in an effort to maintain nosologic continuity with the grade
III lesion. Lastly, employing the term “glioblastoma with oligoden-
droglial component” may have a negative effect upon patients and
treating physicians alike, inducing despair and therapeutic nihil-
ism. Indeed, it may discourage vigorous pursuit of ancillary studies
such as FISH for 1p/19q co-deletion, now a common practice in
dealing with oligoastrocytomas. Even experienced clinicians may
be negatively affected by the designation “glioblastoma”, no matter
how favorably qualified.

The present departure from a strict definition of glioblastoma as
an astrocytic neoplasm and the inherent difficulty in confidently
identifying a minor oligodendroglial component may play havoc
with the evolving definition of the tumor and our emerging knowl-
edge of so-called primary and secondary types. The latter, originat-
ing by progressive anaplasia from astrocytomas of WHO grades 11
or III, may well be viewed as truly astrocytic in nature, whereas
primary glioblastoma with their small, undifferentiated-appearing
cells may correspond to tumor originating in or composed in part of
neuroepithelial stem cells capable of glioneuronal differentiation.
Such stem cells have been demonstrated in human brain (“neuronal
stem cells”) (21, 56) and in brain tumors (“brain tumor stem cells™)
(12, 56). This would explain the occurrence of glioblastomas with
true epithelial differentiation (62) as well as examples with PNET
components (51), an issue further discussed below.

THE PROGNOSTIC SIGNIFICANCE
OF MICROVASCULAR PATTERNS
IN GLIOMAS

Whether subtle or conspicuous, increased vascularity is a well-
known feature of gliomas. It varies, not only in degree, but in type.
As areflection of the metabolic state of a tumor and its production
of a particular combination of factors that regulate vasculo- and
angiogenesis, it may simply consist of increased prominence of
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Figure 2. Vascular alterations in gliomas include both complex capillary tangles termed “glomeruloid vasculature” (A), and larger, often single lumen,
multi-layered vessels termed “endothelial proliferation” (B-D). Both vascular patterns feature proliferation of primarily pericytic or smooth muscle
cells.

otherwise normal-appearing vessels, or a conspicuous increase in
vascular density. Examples of the former include the accentuated
geometric cortical vasculature that characterizes oligodendro-
glioma (58), and subtle increase in white matter vasculature that
accompanies low- to intermediate-grade astrocytomas of the
diffuse or infiltrative type. In addition to such “physiologic hyper-
vascularity”, high-grade gliomas often feature conspicuous vascu-
lar proliferation, either in the form of glomeruloid vessels or as
so-called “endothelial proliferation” (Figure 2). Such neovascular-
ity exhibits MIB-1 labeling indices five times higher (10% vs. 2%)
than that of the above-noted, less conspicuous vasculature (73).
First introduced by Daumas-Duport ef a/ in 1988, the term
“endothelial proliferation” denotes apparent multi-layering of
endothelium, typically in single-lumened vessels of small to inter-
mediate dimension (5) (Figure 2). In this sizable, 287 case, system-
atically studied series of ordinarily infiltrative astrocytic tumors,
this vascular change was largely limited to glioblastomas (WHO
grade IV astrocytoma). Multivariate analysis found both it and
necrosis to be strongly associated with survival, the P-value being
less than 0.0001 for both. When subsequent immunohistochemical
studies, particularly of glomeruloid vessels, showed that pericytes
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and smooth muscle cells rather than endothelial cells contribute
most to the complex vascularity of gliomas (14, 44, 74) (Figure 2),
an alternative, all-encompassing designation was introduced. The
term “microvascular proliferation” was coined to de-emphasize
the contribution of endothelium (74). Unfortunately, its inherent
imprecision as an umbrella term obscured the distinction between
the innocuous alteration (glomeruloid vascular proliferation) and
the one of demonstrated prognostic importance (“endothelial pro-
liferation”). The 2007 WHO classification does nothing to clarity
the issue. The 2007 WHO chapter, Glioblastoma, mentions both in
the same breath (26). The issue of what comprises “microvascular
proliferation” is similarly obscured in the chapters Anaplastic
Astrocytoma (28) and Anaplastic Oligoastrocytoma (71).

No doubt, the term “microvascular proliferation” will persist. It
should not, however, be employed as an unqualified umbrella term
for hypervascularity of all types. If used to denote either glomeru-
loid vasculature or what Daumas-Duport et a/ once termed “endot-
helial proliferation” (5), admittedly a misnomer, it should be stated
as such.

Lastly, the significance of vascular thrombosis in gliomas varies,
as do the types of necrosis observed. On occasion, degenerative

309

© 2008 Mayo Foundation; Journal Compilation © 2008 International Society of Neuropathology



Controversies in WHO Brain Tumor Classification

vascular changes, as seen in pilocytic astrocytoma (65) and
ependymoma (37), are accompanied by infarction, that is, broad
zones of necrosis unaccompanied by peri-necrotic palisading of
tumor cells. In that setting, infarct-like necrosis, unlike palisading
necrosis, is of no prognostic significance. In contrast, any form of
necrosis accompanying anaplastic features in diffuse or infiltrative
astrocytic tumors indicate a very negative prognosis (5). One recent
study has shown that vascular thrombosis in diffuse astrocytic
tumors is largely limited to high-grade tumors and, for practical
purposes, equates with WHO grade IV or “glioblastoma” (67).
Therefore, the prognostic relevance of both necrosis and vascular
thrombosis depends entirely upon a tumor’s histologic type. They
do not represent universally ominous findings.

GLIONEURONAL TUMORS—A
RUNAWAY TUMOR CATEGORY?

Before embarking upon a discussion of specific glioneuronal
tumors, a few words regarding the category and the diagnostic
criteria of glioneuronal differentiation are in order. The term
“divergent differentiation” denotes a substantial shift in differentia-
tion of a tumor toward one or more other distinct cell types. The
process, key to normal development and elegantly expressed in the
central nervous system (CNS), has its most obvious neoplastic
manifestation in teratomas.

The increasing recognition of divergent, particularly neuronal
differentiation in common gliomas has its basis in the routine appli-
cation of immunohistochemistry. Although the method enjoys
great popularity, when push comes to shove, electron microscopy
can play as much if not more of a role in exploring differentiation
by providing precise morphologic data. This, of course, begs the
question, “What is the ‘gold standard’ in the identification of neu-
ronal differentiation?” In many instances, routine histochemistry is
inadequate, disclosing only obvious, mature neurons. Immunohis-
tochemistry is also plagued by vagaries. Glaring examples include
neuron-specific enolase and S-100 protein, both of which are
known to be unreliable markers of neuronal and glial differentia-
tion, respectively. It is precisely for this reason that batteries of
markers are employed to maximize diagnostic specificity. In con-
trast, ultrastructural parameters are relatively free of the nonspeci-
ficities so much a part of routine immunohistochemistry. Despite
waning expertise in the general and neuropathology communities,
electron microscopy and its variant technologies, such as immuno-
electron microscopy, remain powerful tools. Although perhaps not
applicable in routine practice, its role in determining and confirm-
ing tumor differentiation and thus shaping nosologic concepts
remains essential.

Discomforting as it may be to see time-honored classification
schemes threatened, the notion that parenchymal tumors of the
CNS are either glial or neuronal in nature has long been abandoned.
The finding of divergent glioneuronal differentiation in some CNS
tumors meets with little surprise. For example, in embryonal
tumors of the CNS, such as medulloepithelioma, medulloblastoma
and primitive neuroectodermal tumor, the occurrence of divergent
glial and/or neuronal differentiation is almost “physiologic”. Such
tumors may also feature mesenchymal components, elements even
more deserving of the designation “divergent” (36). In tumors fea-
turing mature cellular elements, the two lines of differentiation may
be histologically obvious (ganglioglioma and the more recently
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described extraventricular neurocytoma, papillary glioneuronal
tumor, and rosette-forming glioneuronal tumor) (1, 2, 29, 30).
Divergent glioneuronal differentiation in tumors associated with
phakomatoses, diseases known to be associated with such dysge-
netic lesions as subependymal giant cell astrocytoma of the tuber-
ous sclerosis complex, comes as little surprise (19). The same is
true of “quasi-hamartomatous” lesions such as ganglioglioma (55)
and dysembryoplastic neuroepithelial tumors (6), both of which are
often associated with cortical dysplasia.

Unlike the finding of mature neurons in conventional ganglion
cell tumors such as ganglioglioma, the cytologic features of neu-
ronal cells in newcomers to the glioneuronal category are quite
varied. For example, less obviously neuronal cells termed “gan-
glioid cells” are a key feature of “infantile desmoplastic gan-
glioglioma”, a rare pediatric variant of ganglion cell tumor (69).
Whereas the spectrum of neuronal cells in papillary glioneuronal
tumor is remarkably broad, ranging from neurocytes through gan-
glioid to mature ganglion cells (29), in rosette-forming glioneu-
ronal tumor the diagnostic Homer Wright-like rosettes consist
entirely of neurocytes (29). Lastly, the oligodendrocyte-like cells of
dysembryoplastic neuroepithelial tumor only reluctantly express
neuronal features (18).

Also of note in the context of this section are phenotypically
astrocytic tumors in which neuronal differentiation tends to be
solely an immunophenotypic and/or ultrastructural feature. For
example, recognizable ganglion cells are infrequent in subependy-
mal giant cell astrocytoma (19, 22, 32). The same is true in con-
ventional pleomorphic xanthoastrocytoma (13, 17, 53) wherein
ganglion cells are rarely a significant component (10, 17, 50, 75).

More surprising is the immunohistochemical finding of diver-
gent neuronal differentiation in tumors long considered patently
glial in nature. Relatively recent reports document its occurrence in
the full spectrum of gliomas, including anaplastic astrocytoma (23,
54, 68), oligodendroglioma (34, 52) and ependymoma (61). Such
differentiation often takes the form of neurocyte islands (Figure 3).
The emergence of mesenchymal elements, fibrous, chondroid,
osseous and even myogenic, in gliosarcomas (27), occurs more
frequently in high-grade astrocytomas (63) than in oligodendro-
glioma (60) or ependymoma (59, 61). Differentiation toward true
epithelium of squamous, glandular or neuroendocrine type is very
rare and occurs most often in WHO grade IV astrocytoma (glio-
blastoma) (9, 43).

Of particular interest in this vein is a recent publication reporting
diffuse astrocytomas, especially high-grade, giant cell-containing
examples in which phenotypically astrocytic cells immunolabel for
one or more neuronal markers (70) (Figure 4). Dubbed “malignant
glioneuronal tumor”, the suggestion was made that it differs in
behavior from its conventional counterparts, featuring a greater
tendency to craniospinal and systemic metastasis but, nonetheless,
amore favorable prognosis. The study as well as the concept has its
problems. The spectrum of glioneuronal neoplasms, although con-
siderably expanded in recent years, consists almost entirely of
benign lesions, their designation as specific entities being predi-
cated more upon distinctive morphology than upon differences in
biologic behavior. Whereas the addition of glioneuronal tumor with
neuropil islands (68) to the glioneuronal tumor category, a move
initially given consideration at the 2007 Heidelberg meeting, would
have represented a significant departure, inclusion of the “malig-
nant glioneuronal tumors” described by Varlet e al (70) would
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Figure 4. So-called “malignant glioneuronal tumor" in which pleomorphic cells in an otherwise typical glioblastoma (A) show GFAP (B), neurofilament
protein (C), and synaptophysin immunoreactivity (D).
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Figure 5. Pineal parenchymal tumor of intermediate differentiation variation illustrated in low- (A) and high-grade (B) form. Note differences in nuclear
atypia and proliferative activity. Note necrosis in the high-grade variant (B).

change the landscape of the category entirely. One further criticism
with respect to these tumors is that the study relied upon neurofila-
ment protein immunoreactivity as the baseline diagnostic criterion
(70). Accordingly, otherwise classic glioblastomas with neurofila-
ment positivity would be reclassified as “malignant glioneuronal
tumor.” Although confocal microscopy did show dual GFAP and
neurofilament protein double labeling in a small number of cases,
no ultrastructural correlation was provided. Relying solely upon
immunochemistry, particularly focusing upon a single stain that
yields highly variable results from one laboratory to another, is an
insufficient basis upon which to establish a nosologic entity. Thus,
for good reason, “malignant glioneuronal tumor” is not, at present,
an entity in the WHO Classification of Tumours of the Nervous
System. Only systematic translational studies predicated upon
immunobatteries and ultrastructural correlation on the one hand
and therapeutic/outcome data on the other could establish a clini-
cally meaningful nosologic place for such tumors.

It could be argued that the category of glioneuronal tumors is
not the rightful place for malignant, phenotypically glial tumors
with neuronal differentiation, be it gangliocytic or neurocytic. This
would preserve the inherently favorable prognosis presently associ-
ated this category.

PINEAL PARENCHYMAL TUMOR OF
INTERMEDIATE DIFFERENTIATION—THE
NEED FOR PRECISE CRITERIA

The term “pineal parenchymal tumor of intermediate differentia-
tion” was adopted by the 2000 WHO (46) pursuant to a study (66),
suggesting that such lesions are associated with a prognosis inter-
mediate between that of pineocytoma and pineoblastoma. Diffuse
in histologic pattern (Figure 5), featuring occasional Homer
Wright type rather than pineocytomatous rosettes and lacking the
primitive, small cell appearance and necrosis of pineoblastoma,
this lesion with its variable, but often low-level proliferative activ-
ity, is associated with a lesser likelihood of craniospinal metastasis
than the latter. Nonetheless, its morphologic spectrum is consider-
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able, varying somewhat in cellularity, nuclear cytoplasmic ratio,
cytologic atypia and mitotic activity (Figure 5). Thus, the designa-
tion “intermediate differentiation” begged for refinement. As expe-
rience had increased, it became obvious that the term included both
prognostically favorable and unfavorable lesions. The question—
“Where to draw the line?” It was clear that a large, multi-
institutional effort was required in order to establish criteria for low
and higher grade variants of differing prognoses. The large coop-
erative study of Fevre-Montague et a/ (11) confirmed their exist-
ence, but it was felt by the 2007 WHO working group that the
criteria proffered fell short of arriving at a statistically meaningful
morphologic breakpoint. This was not surprising, as proliferative
activity may vary, even in pineocytomas. Furthermore, degree of
cellular differentiation, a criterion focused upon by prior histologic
(66) and ultrastructural (42) studies, also reckons into classification
and prognostication. The approach at stratification employed by
Jouvet et al relied mainly upon two criteria, proliferative activity
(mitoses) and immunoreactivity for neurofilament protein, the
latter being sparse in higher grade examples (Figure 5). The
working group decided that even larger studies based upon addi-
tional parameters and more complete, extended follow-up were
needed. Nonetheless, the strength of Jouvet’s study is that it con-
firmed the existence of an intermediate differentiation category
comprising a sufficiently broad pathobiologic spectrum as to
require its division into at least two prognostic subcategories.

HEMANGIOPERICYTOMA AND
SOLITARY FIBROUS TUMOR—THE
NEUROPATHOLOGIC APPROACH

Once termed “angioblastic meningioma” in the mistaken belief it
was meningothelial in nature, what is now hemangiopericytoma is
an easily recognized, prognostically important mesenchymal neo-
plasm. The newer designation was adopted when ultrastructural
(64), immunohistochemical (49, 57) and genetic studies (16)
showed no link to conventional meningioma, benign or malignant.
Unfortunately, clearcut pericytic features were also lacking. Unlike
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Figure 6. Malignant hemangiopericytoma (A) as well as solitary fibrous tumor (B) may show considerable morphologic overlap. Note transition from
typical cytology of solitary fibrous tumor to more cellular, hemangiopericytoma-like tissue (B).

the trend in soft tissue pathology, to abandon hemangiopericytoma
as a diagnostic entity and to reassign it piecemeal to other
tumor categories based on morphologic, immunohistochemical
and genetic grounds, the neuropathology community has opted to
retain the designation. This is justified. Unlike systemic hemangio-
pericytoma, most of which are benign, those affecting the CNS are
considered malignant by definition, existing in low- and high-grade
form (38) with predictably aggressive clinical behavior, including
high rates of recurrence and late metastases.

In the majority of instances, the distinction of hemangiopericy-
toma from solitary fibrous tumor, a lesion described as occurring in
the CNS (4) and rather recently added to the WHO Classification of
Tumours of the Nervous System (48), poses no problem (Figure 6).
As a rule, the latter are benign, their behavior resembling that of
WHO grade I meningioma. Histologic malignancy in solitary
fibrous tumors, an infrequent event, is more often focal than wide-
spread (39, 47). Nonetheless, the resemblance of malignant
solitary fibrous tumor to hemangiopericytoma may be striking
(Figure 6). Their uniform, strong immunoreactivity for C34 and
total lack of EMA staining, as well as ultrastructural features which
more closely resemble those of fibroblasts, aid in the distinction
from both hemangiopericytoma and meningioma. Further justify-
ing retention of hemangiopericytoma in the WHO classification is
the sheer volume of old and modern therapeutic literature regard-
ing “angioblastic meningioma” and hemangiopericytoma. Experi-
ence with solitary fibrous tumor of the CNS is also accumulating.
Arbitrarily abandoning the term hemangiopericytoma or combin-
ing the lesions would engender more than nosologic confusion. All
things considered, there are both diagnostic and therapeutic
reasons for retaining the distinction. Both the 2000 and 2007 WHO
committees opted to do so.

CONCLUSION

The 2007 WHO Classification of Tumours of the CNS is, rightfully,
the international standard of tumor classification. It masterfully
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summarizes our knowledge of the subject. Necessarily, as what has
become an illustrated, “state of the art” book, it deals little with
divergence of opinion on a number of important issues. Hopefully
this and an upcoming companion commentary on what remains
knotty issues will both prompt consideration and focus efforts upon
their resolution.

A philosophical comment is in order. The human need to
classify or impose conceptual order exemplified by Linnacus
(1707-1778) continues in all spheres of knowledge. In pathology,
the process has very human implications. In the spirit of the
WHO, it must maintain practicality and, above all, worldwide
utility, regardless of available methodology. This underscores
the need to maintain a balance between those basic necessities
on the one hand and concept as well as technologic advances on
the other.
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