
Introduction
 Primary squamous cell carcinoma of the endometrium is an ex-
tremely rare tumor with poorly understood pathogenesis. The first 
case of primary endometrial squamous cell carcinoma (PSCCE) was 
reported in 1892.[1]  Since then only sporadic cases have been re-
ported in the literature. There is limited data available about epide-
miology, clinical progression and different therapeutic options for the 
disease. This report describes a case of a postmenopausal woman with 
Primary Squamous Cell Carcinoma of the Endometrium (PSCCE).

Case Presentation
 A 72-year-old Gravida 3 Para 3 African-American woman 
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with no significant past medical history presented to gynecology 
department at Harbor-UCLA Medical Center with postmenopausal 
vaginal bleeding and pelvic pain for one month. The patient also 
reported severe constipation necessitating regular laxative use and 
unintentional weight loss of 35 pounds over last three months. The 
general appearance was cachectic. Gynecologic examination revealed 
unremarkable soft cervix and normal size, mobile uterus. There was 
no abnormal discharge or foul smell. The abdomen was soft without 
tenderness or masses and no other special positive signs. Pap smear 
by Thin prep method showed High Grade Squamous Intraepithelial  
Lesion (HSIL). HPV results for the cervical smear showed 
HPVmRNA E6/E7 detected. Pelvic ultrasound revealed 8.2 x 6.3 x 
5.8 cm heterogeneous uterus. A 2.6 x 3 x 2.4 cm sub mucosal anterior 
body fibroid was seen. The endometrial echo complex measured 5mm. 
Subsequently, endometrial biopsy was performed. Histopathological 
examination with Hematoxylin and Eosin (H&E) staining showed 
neoplastic squamous cells, occasionally found singly and arranged 
in variably sized nests, solid cohesive groups, coalescing trabecular 
aggregates and ribbons, irregularly infiltrate the desmoplastic, variably 
acutely and chronically inflamed fibrocollagenous stroma. These cells 
display moderate to marked nuclear pleomorphism with some bizarre 
enlarged forms, nuclear hyperchromasia, occasional multinucleation, 
coarse chromatin clumping, some nucleolar prominence, recognizable 
intercellular bridges, increased and abnormal mitoses, focal spindled 
configuration, rare individual cell keratinization and confluent 
tumoral necrosis. Benign endometrial tissue or glandular formation is 
not seen. The tumor cells show positive IHC staining for p40, CK20, 
ER and negative for CK7, HPV, p16. The proliferation index with 
Ki67 is high (70%). The histological pattern and immunophenotype 
shows “invasive moderately differentiated squamous cell carcinoma 
consistent with endometrial primary (Figures 1-8).

 The prognostic grade was classified as FIGO (International 
Federation of Gynecology and Obstetrics) stage IIa. The patient 
was planned for concurrent weekly cisplatin (40 mg/m2) and 
radiotherapy. However, within two months of diagnosis and having 
received two cycles of chemotherapy and one external beam radiation 
she developed bilateral severe hydronephrosis requiring percutaneous 
nephrostomy tube placement. 
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Figure 1: Transvaginal ultrasound showing longitudinal section of the uter-
us showing 2.6 cm anterior fundal heterogeneous mass.
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 Based on new MRI findings of hydronephrosis and as  
cities, the cancer was restaged and upgraded to IIIa. Furthermore, the 
clinical course was complicated by acute renal failure, hypokalemic 
metabolic disturbance, anemia, ascites, cachexia of malignancy. After 
five months of initial diagnosis, the patient succumbed to the co-
morbid medical complications.

Discussion
 The first case of primary endometrial squamous cell 
carcinoma (PSCCE) was reported in 1892. Early in 1928, 
Fluhmann established the strict pathologic and clinical criteria for 
PSCCE: exclusion of endometrioid adenocarcinoma component 
(coexistence with endometrial adenocarcinoma) [1,2]; absence 
of connection between the endometrial tumor and cervical 
squamous epithelium; and absence of primary invasive squamous 
cell carcinoma from other sites (e.g., cervical and colorectal  

Figure 3: Endometrial biopsy showing diffuse positivity for p40 in the tu-
mor cells as seen by immunohistochemistry (magnification ×100).

Figure 7: Absence of immunohistochemical staining for p16 in the tumor.

Figure 4: Endometrial biopsy showing patchy positivity for ER in the tumor 
cells as seen by immunohistochemistry (magnification ×100).

Figure 8: Absence of immunohistochemical staining for HPV in the tumor.

Figure 6: Absence of immunohistochemical staining for CK7 in the tumor.

Figure 5: Endometrial biopsy showing patchy positivity for CK20 in the 
tumor cells as seen by immunohistochemistry (magnification ×100).

Figure 2: Medium power view of endometrial biopsy showing moderately 
differentiated squamous cell carcinoma cells and absence of endometrial 
glands (H&E ×100).
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lesions). Histologically almost all types of endometrial cancer are 
adenocarcinoma [3]. On the other hand, most of the endometrial 
squamous carcinomas originate from the squamous cell carcinoma 
of the cervix that extend into the endometrial cavity or from the 
endometrial pleuripotent stem cell [4], and squamous metaplasia 
of the normal endometrium [5]. Primary endometrial SCC is a rare 
entity. However, this type of endometrial cancer has a high degree 
of malignancy and poor prognosis, and the 5-year survival rate was 
very low except for individual cases [6,7]. The common treatment  
methods include combined surgical approach (radicle hysterectomy 
with adnexa removal)and radiotherapy [8]. According to Goodrich et 
al. report, after the radical surgery their two patients received external 
beam radiation with cisplatin chemo-sensitization [9], followed 
by vaginal brachytherapy and have obtained good clinical result. 
Since our case was not a surgical candidate, cisplatin-based chemo-
sensitization with external beam radiotherapy was attempted. The 
efficacy of treatment further could not be determined due to mortality 
associated with rapid evolution of advanced stage disease.

 The pathogenesis and etiology of PSCCE are poorly investigated 
and incompletely understood. Various scholars have speculated 
that the etiology could be related to bi-directional differentiation of 
pluripotent endometrial precursor cells [10], heterotopic cervical 
tissue [11], chronic pelvic inflammatory, radiation therapy [12], or 
HPV infection [13]. Generally high-risk HPV subtypes are the major 
cause of cervical SCC [14]. Some scholars have tried to explain the 
relationship between HPV infection and PSCCE, but it still remains 
controversial. A study conducted by Bures, et al. suggested that the 
pathogenesis of PSCCE involves overexpression of p19 .[15], pRb, 
CDK6, and Cyclin D1, but no expression of p16, p18, CDK4, and 
HPV E7, thereby excluding the association of HPV and PSCCE. 
Similar result has been demonstrated in the present case where the 
squamous cancerous cells in the endometrium showed negative 
staining with p16 and HPV, thereby failing to establish the role of HPV 
in pathogenesis of PSCCE in contrast to the high grade squamous 
intraepithelial lesion of the cervix in which HPV mRNA E6/E7 was 
detected.

Conclusion
 Primary squamous cell carcinoma of the endometrium is rare and 
aggressive cancer, characteristic of elderly patients. In conclusion, 
we believe that our case fulfils the strict criteria for the diagnosis of 
PSCCE as defined by Fluhmann, et al. which is further confirmed 
by immunohistochemical stains for an endometrium primary [2]. The 
presence of atypical squamous cells without endometrial glands in an 
endometrial biopsy should alert the clinician to investigate the source 
of the lesion. Early diagnosis followed by prompt surgical operation 
remains the best treatment for patients with PSSCE at present. 
Currently there is no consensus for a universally accepted optimal 
treatment method among various modalities that would improve the 
prognosis. Hence such case reports of disseminated cancer and death 
attributed to PSCCE emphasize the importance of timely diagnosis 
and adequate treatment of this aggressive cancer.
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