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Cystic endometrial hyperplasia and endometritis in a dog following 
prolonged treatment of medroxyprogesterone acetate
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An 8-year-old female Yorkshire Terrier was presented
for investigation of reduced appetite, and occasional
vomiting. She has been treated with medroxyprogesterone
acetate (MPA) from past 3 year-old age for contraception.
Abdominal sonography showed abnormal enlargement of
uterus, and ovariohysterectomy was performed. Main
gross findings of uterus were enlarged lesions in two areas
of the left horn, which had thickened wall and yellowish
sticky material in the lumen. Histopathologically, cystic
endometrial hyperplasia (CEH) and endometritis were
present in the thickened area. In this case, CEH and
endometritis may be attributed to prolonged treatment of
MPA. It was concluded that further study is needed to
clarify the association of MPA treatment with age, its
pathogenesis and abnormal uterine changes in dogs.
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Cystic endometrial hyperplasia (CEH) and pyometra in
the bitch are dioestral syndromes, supposed to be caused by
hormonal disturbances and changes in endometrial steroid
hormone receptor levels [3]. Histologically, the endometria
show cystic dilated glands and, if bacteria succeed in
invading the uterus, pyometra may develop in the following
metoestrus [2]. The occurrence of CEH has been reported in
connection with the administration of progesterone-related
contraceptives in cats and zoo animals [5]. In this report, we
described a case of CEH with endometritis in a bitch that
had been treated with medroxyprogesterone acetate (MPA),
progesterone derivative, for 3 years.

An 8-year-old female Yorkshire Terrier was presented to
NY Animal Hospital for investigation of reduced appetite,
and occasional vomiting. The dog had not delivered since

parturition at 1 year-old age and had been treated with MPA,
a derivative of progesterone, till 5 year-old age for
contraception from other local animal clinic. The bitch had
been fed a commercial pellet diet. Blood analysis was
indicated slight decrease of total protein and slight increase
of WBC. Urine analysis revealed mild protein loss. The
possibility associated with canine distemper, canine
parvovirus infection and heartworm was ruled out from the
results of rapid test kits (SD, Korea). Abdominal sonography
and radiography was demonstrated abnormal enlargement
of left horn of uterus, and ovariohysterectomy was
performed. The bitch made a complete recovery following
an ovariohysterectomy.

Gross examination of the surgical operated uterus revealed
enlarged lesions in two areas of the left horn, which had
thickened wall and yellowish sticky material in the lumen
(Fig. 1). The trimmed tissues were fixed in 10% neutral
buffered formalin, and paraffin embedded. Four µm sections
were made and stained with hematoxylin and eosin for
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Fig. 1. Uterus taken from surgical operation. (a) It revealed
enlarged lesions in two areas of the left horn. The cut surface of
enlarged horn had thickened wall (b) and yellowish sticky
materials in the lumen (c).
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histopathological examination. Histopathologically, cystic
endometrial hyperplasia, endometritis and endometrial
calcification were present in the thickened area. The most
prominent endometrial lesion was CEH, characterized by
dilated cystic glands, glandular proliferation in adenomatous
clusters, or hyperplasia of the surface endometrium resulting
in irregular folds or polypoid projections into the lumen (Fig.
2). Cystic glands were variable in size and were lined by
densely packed epithelium that was usually compressed by
retained secretory material. Lesions of severe hyperplasia
were often accompanied by focal calcification (Fig. 3).
Scattered inflammatory cells were observed in the
endometrial stroma and mucinous material was protruded
from endometrial surface.

Significant changes in the structure of the canine
endometrium are associated with degeneration of luminal
epithelium, cystic endometrial hyperplasia, pyometra and
adenocarcinoma [1,6]. The basic mechanisms associated
with these changes are poorly understood. Dogs given the
higher dose levels of megestrol acetate, a progesterone
derivative, were marked mammary stimulation, hyperplastic
and neoplastic changes in the mammary glands, and clinical
and pathologic changes typical pathologic changes of
diabetes mellitus [8]. Side effects of exogenous progesterones
were focused on induction of mammary tumors. Although
progesterones counteracts the proliferative effects of
estrogen and protects against endometrial hyperplasia [7], it
has been reported that progesterone and its derivatives may
increase CEH risk in uterus [5]. Prolonged exposure to
megestrol acetate has been associated with endometrial
hyperplasia and pyometra in domestic cats and progestin
contraceptives may have similar effects on zoo felids [4,5].
MPA is a derivative of progesterone and used commonly
both in contraception and hormone replacement therapy [7].
In this case, CEH and endometritis may be attributed to
prolonged treatment of MPA. It was concluded that further

study is needed to clarify the association of MPA treatment
with age, its pathogenesis and abnormal uterine changes for
small animal practice.
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Fig. 2. Cystic endometrial hyperplasia of uterus, characterized by
dilated cystic glands. H & E stain, ×100.

Fig. 3. Endometrial hyperplasia accompanied by focal
calcification of uterus. Scattered inflammatory cells were
observed in the endometrial stroma and mucinous material was
protruded from endometrial surface. H & E stain, ×200.


