Majka, JA, Solleveld, HA, Barthel, CH, Van Zwieten, MJ (1990).
Proliferative lesions of the pituitary in rats, E-2 .

In: Guides for Toxicologic Pathology.
STP/ARP/AFIP, Washington, DC.

Proliferative Lesions of the Pituitary in Rats

J. A. Makal!, H. A. SoLLEVELD?, C. H. BARTHEL?, M. J. VAN ZWIETEN!

Merck & Co., Inc., West Point, PA
2 Smith Kline Beecham Pharmaceuticals, Philadelphia, PA
3Toxpath Services, Harleysville, PA

INTRODUCTION

In routine long-term rat studies commonly con-
ducted in the field of toxicology, neoplasms of the
pituitary gland are among the most commonly encoun-
tered in most strains (2,4,8). The vast majority of these
neoplasms occurs in the pars distalis. Although various
techniques are available to specifically identify the
different hormonal cell types, routine diagnoses of
proliferative changes in the rat pituitary in long-term
studies are almost exclusively made from hematoxylin
and eosin-stained preparations. The following informa-
tion outlines a simplified classification system for the
proliferative lesions seen in the pituitary of the rat.

MORPHOLOGY

Although anatomically the pituitary of the rat is
usually divided into three distinct zones - pars distalis,
pars intermedia and pars nervosa - proliferative lesions
in the latter two regions are rare. This classification
system for proliferative lesions in the rat pituitary will
focus primarily on changes in the pars distalis and
include a brief discussion of lesions in the other zones of
the pituitary.

Proliferative changes in the endocrine system, in
general, and in the pituitary gland, in particular, tend to
exhibit a narrow range of alterations in cellular morphol-
ogy when progressing from normal to neoplastic cells.
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PARS DISTALIS

FOCAL HYPERTROPHY (Figures 1 ,2)

These small noncompressive foci are poorly de-
lineated from the normal parenchyma and have no al-
terations of the vascular network (Figure 1). Cells
comprising this focus are larger due to more abundant
cytoplasm, which is often pale or slightly eosinophilic
(Figure 2) and may be vacuolated. The focus appears to
reflect a reduction in numbers of cells per unit area and,
therefore, may not represent a true proliferative increase
in cell numbers seen in hyperplasia or neoplasia. The
changes seen in these cells, which may represent the
“nodule of hypertrophy” described by McComb (10),
may reflect a “degenerative” exhaustion of a specific
hormonal cell type in response to altered feedback due
to senile changes in the target organs, e.g., ovarian
atrophy.

HYPERPLASIA (Figures 3 ,4)

This change is characterized by one or more focal
proliferations of a single cell type (Figure 3). The focus
is slightly delineated from the normal cell population
with little or no evidence of compression. The vascular
channels within the region are normal in comparison to
the pattern seen in adenomas in which they are often
ectatic. Portions of the margins of the focus may blend
with the surrounding parenchyma (Figure 4). The
uniform population of cells forming these foci vary little
in size and character from normal but generally are pale.
Normal-appearing individual eosinophilic or basophilic
cells may be present in scattered regions of the focus.
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ADENOMA (FIGURES 5-12)

This change may range from a small microscopic
focus seen as an incidental lesion to a large, 1 1o 2 cm
diameter, nodular or smooth, nonencapsulated mass
obliterating the entire pituitary architecture. Prominent
compression of the overlying brain parenchyma, often
clinically manifested by severe signs (convulsions, head
tilt, etc.), is common with large pituitary adenomas.

The hallmark of the adenoma is the presence of
compression of the surrounding parenchyma with sharp
delineation of the margins of the nodule (Figure 5). The
cells comprising an adenoma are generally larger than
normal with more abundant cytoplasm which is usually
pale or faintly basophilic, but neoplasms composed of
smaller than normal cells are occasionally seen. The
nuclei are slightly larger than normal and round to oval
and more vesicular. The mitotic index is usually low.

Various patterns of cellular arrangement may be
seen from one neoplasm to another or within the same
nodule (Figure 6). Many areas are composed of sheets
of neoplastic cells (Figure 7). Often, adenomas possess
prominently dilated vascular channels which may be
lined by endothelial cells or neoplastic pituitary cells.
The vascular network may be extensive and elicit an
“angiomatous™ or “cavernous” pattern, also called “hem-
orrhagic” pattern (Figure 8).

Certain neoplasms may display lobules, gland-like
structures, or anastomosing cords of varying thickness
(Figure 9). Occasional tumors may possess cells
forming pseudofollicles which contain dense eosino-
philic colloid-like material pooling between cellular
cords (Figure 10).

Occasionally, an entire mass or a small focus
within a mass is composed of highly pleomorphic cells
of varying size and high mitotic index (Figure 11).
Giant cells and areas of hemorrhage and necrosis may be
present.

Pituitary adenomas grow by expansion, often
proceeding dorsally against the parenchyma of the
midbrain following lines of least resistance due to the
incomplete development of the diaphragma sellae in the
rat (Figure 12). Compression, edema, hemorrhage and
necrosis may be seen in the brain adjacent to such large
pituitary adenomas. These latter characteristics alone
are not felt to constitute malignancy.

CARCINOMA

As stated above, pituitary carcinomas in rats, as
well as in man (12), cannot be distinguished readily
from adenomas based on the nature of the cells and the
architectural pattern of the neoplasm. The only criteria
for differentiating adenomas from carcinomas are the
presence of distant metastasis or aggressive local
invasion of the adjacent brain or the adjacent sphenoid

bone. Local invasion must be clearly differentiated from
“expansive” growth commonly seen with adenomas.
Distant metastasis has not been described in the rat, but
has been described for transplanted pituitary neoplasms
9).

PARS INTERMEDIA

HYPERPLASIA

This change is characterized by a diffuse, often
irregular, broadening of the intermediate zone. Cellular
morphology is not different from normal.

ADENOMA (Figures 13, 14, 15, 16)

Adenomas of the pars intermedia are nonencapsu-
lated and poorly circumscribed. Extension of tumor
cells into the pars distalis and pars nervosa is a common
feature (Figures 13, 14). Generally, tumor cells are
larger than normal, have a slight basophilic agranular
cytoplasm and vesicular nuclei with prominent nucleoli
(Figure 13). Nuclear pleomorphism is common and
varies from minimal to marked (Figures 13, 15, 16).
Mitoses are rare. Lobular and whorled patterns of
cellular arrangement have been observed. Tumors
showing a lobular pattern are characterized by islands of
cells separated from each other by thin strands of
connective tissue and/or prominent vasculature (Figures
14, 15). Tumors showing a whorled pattern are charac-
terized by cells which form ill-defined circular whorls
(Figure 16). Prominent vascular spaces and areas of
necrosis may be present; the latter particularly in the
larger tumors.

PARS NERVOSA

PITUICYTOMA

This neoplasm arising from the pars nervosa and
described in detail by Carlton and Gries (6), is rare in
animals and man. The circumscribed, nonencapsulated
mass is described as being composed of packets of
small, uniform spindle cells arranged into cords and
interlacing bundles. The cells have a minimal amount of
cytoplasm and small, dark, round to ovoid nuclei which
occasionally display pleomorphism. Areas of minerali-
zation are sometimes seen.

Tumor oF EMBRYONIC REMNANT

CRANIOPHARYNGIOMA

This rare neoplasm also described by Carlton and
Gries (6), is believed to arise from embryonic epithelial



remnants of the craniopharyngeal duct. The neoplasm is
composed of mixed regions of solid cords or nests and
cystic spaces formed by Keratinizing squamous epithe-
lium. Papillary formations may be seen in the cystic
regions and abundant keratin and cellular debris fill these
cysts. The neoplasm has been noted to invade both brain
and pituitary tissue.

DiscussIoN

Few xenobiotics have been shown to induce in-
creases in the incidence of pituitary neoplasms in rats,
Some estrogenic agents and/or irradiation have been re-
ported to increase the incidence of pituitary neoplasms
(14). Compounds which alter the normal pituitary-target
organ axis would be suspected to secondarily induce pi-
tuitary neoplasms by hyperstimulatory mechanisms due
to altered feedback regulation (2, 8). Diet, in the form of
high caloric and/or high protein levels, contribute to high
incidences of pituitary neoplasms in rats not otherwise
treated (3,8).

In the past, pituitary neoplasms have been classi-
fied primarily by the tinctorial characteristics exhibited
by routine hematoxylin and eosin staining, i.e. , acido-
philic, basophilic, or chromophobic. Chromophobic
neoplasms have, by far, been the most commonly
diagnosed type found in all species having the highest
incidences of pituitary neoplasms, i.e., man, dog, horse
and rat (5,7,12). Unfortunately, commonly used
histochemical stains have not been shown to be specific
with regard to hormonal typing. Different histochemical
staining properties may be seen for the same specific
hormonal cell type in different species (8). Most current
nomenclatures for pituitary neoplasms disregard the use
of tinctorial properties derived from histochemical
staining (6,8).

A number of review articles (8, 11) have outlined
techniques presently available to specifically identify
nearly all hormonal cell types in normal and neoplastic
rat pituitary glands. These techniques include immu-
nohistochemistry, fluorescent antibody staining and
electron microscopy. Utilization of one or more of these
methods will aid in delineation of the specific hormonal
cell types present in the rat pituitary. Although many of
these techniques have been standardized to a point
beyond the basic research laboratory, adaptation to
routine long-term rat studies may still, for most practical
purposes, be difficult. The large numbers of animals
utilized in bioassay studies and the variability in the
level of preservation of the pituitary from animals which
die unexpectedly during these studies does not allow for
a reliable and consistent identification of pituitary cell
types in all animals on a routine basis.

Presently, routine diagnosis of proliferative lesions

in the rat pituitary in the field of toxicologic pathology
is performed almost exclusively from formalin-fixed,
paraffin-embedded, and hematoxylin and eosin-stained
sections, thus requiring a more simplified approach to
classification systems. This simplified philosophy with
regard to proliferative lesions in the pituitary of the rat
was adopted.

As stated previously, the use of terminology de-
scribing tinctorial characteristics, i.e., chromophobic,
has been abandoned by most classification systems and
is not recommended.

Morphologic modifiers, i.e., angiomatous, should
not be used directly in the tabulation of pituitary
neoplasms in the rat, but left for textual comments
concerning the specific lesion.

One of the most controversial topics associated
with pituitary neoplasms in the rat has been those
lesions manifesting a “pleomorphic” cell pattern. Some
authors have considered these neoplasms to be “adeno-
mas with malignant potential”(7) or areas representing
“carcinomatous transformation”(8). Others have
described these features but have determined that they
do not represent the presence of a malignancy (2,6,13).
The term carcinoma in our classification is restricted to
neoplasms showing evidence of metastasis or local
invasion. With regard to local invasion, which in nearly
all cases proceeds into the brain, clear-cut evidence of
aggressive growth through the meninges is considered
evidence of malignancy.

NOMENCLATURE AND DIAGNOSTIC CRITERIA
Pars DisTALIS

FOCAL HYPERTROPHY

1. Slightly delineated focus or area

2. No apparent compression

3. Indistinct borders

4. Cells enlarged due to increase in eosinophilic
cytoplasm-droplets or vacuoles

5. Nuclei normal

6. Reduction in cells per unit area - nonproliferative

FOCAL HYPERPLASIA

1. Focal proliferation of single cell type

2. Little or no compression

3. Relatively indistinct borders

4. Cells slightly larger and paler than normal

5. Nuclei often similar to normal cells

6. Occasional “normal” cell types interspersed in focus

ADENOMA

1. Growth by expansion with prominent compression






