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Abstract. In the present case, a 66‑year‑old woman presented 
to the Specialty Hospital (Amman, Jordan) with recur‑
rent post‑menopausal bleeding. A pelvic ultrasound scan 
showed an abnormal endometrial thickness of 8 mm and no 
adnexal masses. An endometrial biopsy revealed abundant 
foamy histiocyte infiltration features suggestive of xantho‑
granulomatous endometritis. Subsequently, a total abdominal 
hysterectomy and bilateral salpingo‑oophorectomy were 
performed, before histopathology confirmed the co‑existence 
of uterine malakoplakia (MP) and Rosai‑Dorfman disease 
(RDD). The patient had recurrent admissions for abscess 
drainage and pneumonia. MP and RDD of the uterus are both 
rare inflammatory diseases characterized by the histiocytic 
infiltration of the endometrium, which can occasionally be 
misdiagnosed as cancer and associated with an increased 
risk of systemic infections. The present case report shows 
that surgical resection provides a definite diagnosis and 
treatment guidance of this disease, potentially reducing the 
inflammatory process and recurrence rate. To the best of 
our knowledge, the present case report was the first of the 
coexistence of uterine RDD and MP.

Introduction

Xanthogranulomatous endometr itis (XE) is a rare, 
histiocyte‑rich and inflammatory disease that may affect 
the endometrium, mimicking malignancy, with <25 cases 
reported to date (1‑3). XE is a histopathologically benign 

entity characterized by inflammatory cell infiltration and 
foamy macrophages  (1). The mean age of presentation is 
72 years and vaginal discharge is the most common presen‑
tation  (1). Malakoplakia (MP) rarely involves the female 
genital tract with <40 reported cases up to 2021  (4) and 
the vagina being the most affected site  (4). Although the 
etiology of MP is generally considered to be non‑specific, 
immune suppression through conditions such as diabetes 
has been documented to contribute in numerous reported 
cases (5‑8). The mean age of presentation is 66 years (2) and 
vaginal bleeding is reported as the most common presenta‑
tion (4). However, histopathological samples are frequently 
positively stained with von Kossa special stain and have 
pathognomonic Michaelis‑Gutmann bodies  (4,5). MP is 
rare and the knowledge remains limited, for which there are 
no established treatment methods. Antibiotics and surgical 
resection are considered to be optimal for the treatment of 
this disease (4,5).

Rosai‑Dorfman disease (RDD) is another non‑common 
benign idiopathic disease, with a prevalence of 1 in 
200,000  (9), that rarely involves the female genital 
tract (10,11). RDD commonly affects the lymph nodes but 
could be extranodal and affect the skin, bones and orbital 
tissues as common sites (11). The affected tissue is typically 
positively stained with S100, CD68 and CD163, whilst nega‑
tively staining for CD1a and Langerin (CD207) (10,11). To the 
best of our knowledge, the co‑existence of MD and RDD in 
the same patient has never been reported. The present study 
reported the unique existence of disease entities that could 
be mistaken for malignancy and that a targeted histopatho‑
logical diagnosis would facilitate handling of unexpected 
outcomes.

Case report

A 66‑year‑old multiparous, with type 2 diabetes, hyper‑
tensive woman who previously had no surgical operations, 
presented to the Specialty Hospital (Amman, Jordan) in 
February 2023 with recurrent episodes of post‑menopausal 
bleeding over a 1‑year period. Physical examination 
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revealed a normal body mass index of 27 kg/m2 and lower 
abdominal tenderness. A transvaginal ultrasound scan 
(images not captured) showed a bulky uterus, an abnormal 
endometrial thickness of 8 mm and no adnexal masses or 
free fluid in the pelvis. A cervical smear was collected and 
the result was normal with no cytological indicators of 
cancerous/pre‑cancerous lesions. Furthermore, an abdomi‑
nopelvic CT scan was performed to identify any possible 
other types of lesions. The results showed a heterogeneous 
lesion occupying the posterior wall of the uterus involving 
two‑thirds of the myometrium measuring 5.0x4.5x4.0 cm, 
compressing the endometrial cavity, with few retroperito‑
neal lymph nodes and no pelvic free fluid (Fig. 1A and B).

An endometrial biopsy was collected by dilatation and 
curettage and the tissue was processed for histological analysis. 
The tissue was fixed in 10% formalin at room temperature for 

24 h, cut at a 5‑µm thickness, stained with Harris H&E and 
observed under a light microscope. The histopathology results 
showed abundant inflammatory foamy histiocytes and chronic 
inflammatory cells (multinucleated giant cells formed from 
macrophage fusion), with no evidence of malignancy. The 
findings were suggestive of XE (Fig. 2A).

Considering the recurrence of postmenopausal bleeding and 
the results of histopathology being indicative of XE mimicking 

Figure 2. Histopathological analysis (magnification, x100) shows abundant 
inflammatory foamy histiocytes (thick arrow) and chronic inflammatory 
cells (thin arrow). (A) Histopathological finding of endometrial biopsy. 
(B) Histopathological finding of the endometrium post hysterectomy.

Figure 3. Michaelis‑Gutmann bodies (arrow), a pathognomonic feature of 
malakoplakia (magnification, x100).

Figure 1. CT showing a heterogeneous lesion occupying the posterior 
wall of the uterus, compressing the endometrial cavity. (A) Sagittal view. 
(B) Cross‑sectional view of the uterus. The arrows point to the uterus and 
the star indicates the thick endometrium previously measured by ultrasound 
at 8 mm.

Figure 4. Positive staining for malakoplakia (magnification, x100). (A) Van 
Kossa‑positive staining showing positive dark staining due to calcium 
content. (B) Iron‑positive staining due to the calcium and iron salt content.



EXPERIMENTAL AND THERAPEUTIC MEDICINE  29:  44,  2025 3

malignancy in it's presentation, a total abdominal hysterectomy 
and bilateral salpingo‑oophorectomy (TAH + BSO) were 
performed at the Specialty Hospital with the consent of the 
patient. Intraoperative findings showed a 10‑week size uterus 
(10 cm) and no evidence of uterine fibroids, whereas both ovaries 
and Fallopian tubes were atrophic.

The results of histopathology using H&E confirmed 
histiocytic‑rich lesions in the endometrium but otherwise an 
unremarkable cervix and ovaries (Fig. 2B). Histopathological 
differential diagnoses included RDD, MP and histiocytosis 
X. Subsequently, special stains were performed, which were 
suggestive of MP. The tissue was positive for pathognomonic 
Michaelis‑Gutmann bodies (H&E; Fig. 3). In addition, both van 
Kossa staining (Fig. 4A) and iron staining (Fig. 4B) revealed 
positive results. A second histopathological opinion was sought, 
where further immunohistochemical staining was performed 
to examine the potential presence of RDD. For immunohisto‑
chemistry, a tissue sample was embedded in paraffin and cut 
at a thickness of 5 µm. The sections were incubated in H2O2 
solution and a ready‑to‑use antibody kit was used. Detection 
was performed using 3,3'‑diaminobenzidine. The stained tissue 
sections were observed under a light microscope. Finally, the 
presence of RDD was confirmed in addition to MP through 
positive staining to CD68, CD163 and S100 and negative 
staining to CD1a (Fig. 5). All staining was performed using 
standard protocols on an automated machine with pre‑prepared 
antibodies (BenchMark GX; Roche Tissue Diagnostics).

Postoperatively, the patient had multiple admissions to the 
same hospital (three times for 5‑6 days each) due to recurrent 
retroperitoneal abscesses, pneumonia and sepsis, but even‑
tually, the patient recovered completely. The blood and pus 
cultures were positive for Escherichia coli. Broad‑spectrum 
antibiotics were administered (mainly meropenem 500 mg 
intravenously twice daily and levofloxacin 500 mg intrave‑
nously once daily for 10 days that were chosen according to 
blood and abscess aspirate culture sensitivity) and a multiple 
CT‑guided drainage of the pelvic abscesses was performed.

Discussion

XE is a benign disease that most commonly involves the 
kidney and gallbladder, but it rarely involves the female 

genital tract  (2). Whilst the pathogenesis of XE remains 
clear, it may include obstruction of the female genital tract, 
inflammation, ischemia and hemorrhage, which may lead to 
the generation of free radicals and lipid peroxidation as part 
of the inflammatory process (2). Furthermore, in the histo‑
pathological diagnosis of XE, there is either focal or diffuse 
histiocyte infiltration (3). In the present case, XE involved 
the endometrium and two‑thirds of the myometrium, which 
may explain the posterior uterine wall lesion observed on the 
CT scan.

The development of XE may involve both Langerhans and 
non‑Langerhans cell histiocytosis (12). The non‑Langerhans 
cell histiocytosis may encompass various diseases, such as 
RDD (12), which the patient in the present case was also found 
to have.

The first reported case of XE was in 1978 (1) with <30 
reported cases worldwide to date (3,13). The clinical interest 
of XE in gynecology is that the clinical presentation, imaging 
and pathology may mimic malignancy, thereby making 
management challenging and necessitating a definitive histo‑
pathological diagnosis (1,2). Since the endometrial biopsy in 
the present case indicated XE and considering that endome‑
trial adenocarcinoma and XE may co‑exist (2), the patient was 
advised to undergo TAH + BSO.

Risk factors for the development of XE include being 
postmenopausal, having diabetes mellitus and hyperten‑
sion, which the present patient had. The majority of cases 
of XE resolve after antibiotic treatment  (1,3,13). However, 
if untreated, XE may result in systemic inflammation and death; 
therefore, surgery forms the mainstay of the treatment (1,3,13).

The patient in the present case had several postop‑
erative hospital admissions due to recurrent retroperitoneal 
abscesses, pneumonia and sepsis. This postoperative course 
is not uncommon in women who have XE and develop 
Escherichia  coli infections, similarly to the present 
case  (14). The abscesses were drained under CT guid‑
ance along with antibiotics treatment [mainly meropenem 
(carbapenem) and levofloxacin (third generation fluoro‑
quinolone)], which were chosen according to the bacterial 
culture sensitivity.

RDD is a rare inflammatory disease characterized by 
non‑Langerhans cell histiocytosis commonly affecting 

Figure 5. Histopathological immunostaining for Rosai‑Dorfman disease (magnification, x100). (A) CD1a‑negative, (B) CD68‑positive, (C) CD163‑positive and 
(D) S100‑positive staining.
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the lymph nodes. Up to 2018, there have been only three 
reported cases of RDD involving the female genital tract (10). 
Histologically, RDD is characterized by positive staining of 
S100, CD68 and CD163 and negative staining of CD1a and 
Langerin (CD207) (11).

Surgical excision of the affected tissue may be indicated 
in a unifocal extranodal disease (11) as in the present case. 
Additionally, systemic therapy may include corticosteroids, 
whereas immunomodulators can be used for the treatment 
of a non‑focal disease. A recurrence is reported in 70% of 
untreated RDD cases (10).

MP is another ra re inf lammatory disease that 
frequently occurs in immunocompromised individuals (5). 
It commonly affects the urinary system, but rarely 
involves the female genital tract (4). Up to 2021, a total of 
<40 cases of MP involving the female genital tract have 
been reported, with the vagina being the most commonly 
affected site (4). The etiology of MP is poorly understood 
and is considered to be associated with the defective bacte‑
ricidal capacity of macrophages  (5). Clinically, vaginal 
bleeding is the most common presentation (83%) of MP (4). 
Histopathologically, pathognomonic Michaelis‑Gutmann 
bodies (calcified iron‑containing intracytoplasmic inclu‑
sions) are characteristic of MP, whilst positive staining 
can also be observed with periodic acid‑Schiff, Perls' stain 
and von Kossa stain (5). Due to the limited cases reported, 
the clinical management of this disease remains unclear. 
However, general principles of treatment include the use 
of systemic antibiotics, surgical excision and limiting 
the immunosuppression process  (5). These overlapping 
inflammatory processes (XE, RDD and MP) can be misdi‑
agnosed clinicoradiologically as malignancy. However, 
clinicoradiological methods are the primary methods for 
differential diagnosis until a histopathological diagnosis 
is made  (1,3). Furthermore, immunostaining techniques 
are used to confirm the inflammatory and disease‑specific 
process over the neoplastic one (1,3). Also, the presence 
of Michaelis‑Gutmann bodies is pathognomonic for MP, 
which are absent in malignancy (1,3).

In conclusion, XE is a rare inflammatory disease, which 
rarely involves the endometrium. It may be misdiagnosed as 
cancer, where its presence may complicate a postoperative 
course with repeated infections. Therefore, knowledge of the 
disease may help in planning postoperative care. Surgical 
resection and antibiotics administration are the primary 
treatment strategy for this disease.
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