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ABSTRACT

Introduction: Amyloidosis is a disease characterized by the deposition of
misfolded proteins in tissues, which aggregate into insoluble fibrils, leading to
progressive organ damage. It presents with a wide spectrum of clinical manife-
stations depending on the location. Localized amyloidosis of the uterine cervix is
exceedingly rare and may pose diagnostic challenges. Gynecological amyloidosis
can be asymptomatic or present with symptoms such as abdominal pain, postme-
nopausal bleeding, or menorrhagia.

Aim: This case report aims to highlight the occurrence of amyloidosis in gyne-
cological practice and to describe the clinical, radiological, and histopathological
features, along with the management approach leading to successful treatment.

Case study: We report the case of a 52-year-old woman who presented with iso-
lated abdominal pain. Transvaginal ultrasonography revealed a tumor at the cervico-
-uterine junction. A biopsy confirmed the diagnosis of localized cervical amyloidosis.
Systemic involvement was excluded following whole-body radiological evaluation.

Results and discussion: Laparotomy with radical hysterectomy and bilate-
ral adnexectomy was conducted. Complete excision of the amyloid deposits was
achieved without complications. Surgical treatment successfully alleviated the
presenting symptoms.

Conclusions: Localized amyloidosis of the uterine cervix represents a distinct
clinical entity. Early diagnosis is crucial for effective management and symptom
resolution. Surgical excision remains the preferred treatment for localized amy-
loidosis in gynecological sites, with histopathological confirmation required for
diagnosis. This case underscores the importance of considering amyloidosis in
the differential diagnosis of unusual gynecological presentations.
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1. INTRODUCTION

Amyloidosis is a rare and heterogeneous group of disorders
characterized by mainly extracellular deposition of mis-
folded protein fibrils, which disrupts normal tissue archi-
tecture and function leading to the inflammatory response.!
The disease can be systemic, affecting multiple organs, or
localized, confined to a specific organ or tissue. Thus far, 36
proteins have been identified as amyloidogenic in humans,
with at least 17 capable of causing systemic disease.? Sys-
temic amyloidosis affects multiple organs, with the kidneys,
heart, liver, gastrointestinal tract, nerves, and soft tissues
being the most frequently involved. As a result, its clinical
presentation is diverse and often nonspecific, making diag-
nosis challenging. Common symptoms include unexplained
weight loss, fatigue, chronic diarrhea, congestive heart fail-
ure, arrhythmias, peripheral edema, hepatomegaly, orthos-
tatic hypotension, and proteinuria. In approximately 15%
of cases, more distinctive signs, referred to as 'red flags', are
observed, such as macroglossia, submandibular edema, and
'raccoon eyes' (periorbital purpura).’ In systemic amyloido-
sis, the amyloidogenic protein is synthesized in one location
(e.g., bone marrow or liver) and deposited in distant sites
(e.g., heart or kidneys). Conversely, localized amyloidosis
arises when amyloid production and deposition occur at the
same site. Localized amyloid deposits are often associated
with endocrine disorders and originate from hormones or
local protein precursors.? Protein aggregation may result
in a wild range of symptoms of the disease, depending on
the location of the deposits and their amount. The only de-
finitive method for diagnosis of amyloidosis is tissue biopsy.
The deposits are identified by their binding to Congo red
and their characteristic yellow-green birefringence when
observed under polarized light, regardless of the protein
type.* To distinguish systemic from local disease whole body
imaging should be performed. Cases involving the repro-
ductive tract are extremely rare. According to the literature,
amyloid deposits have been identified in the vagina, cervix,
uterus, and vulva.>’> Most of the reported cases of diagnosed
amyloidosis in gynecological practice present with either
postmenopausal bleeding or menorrhagia, leading to malig-
nancy concerns and unnecessary stress. The clinical presen-
tation is highly variable, often with nonspecific symptoms
leading to diagnosis concerns and late treatment.*!*

2. AIM

We present a case of localized amyloidosis confined to the
uterine cervix, an exceptionally rare occurrence. This case
report aims to raise awareness of the potential for this con-
dition in gynecological practice, illustrating its clinical, ra-
diological, and histopathological manifestations. Addition-
ally, it seeks to provide guidance for effective diagnosis and
management strategies.

3. CASE STUDY

A 52-year-old female patient was admitted to the gynecol-
ogy department with a tumor located at the cervico-uterine
junction which was diagnosed by transvaginal ultrasound
(Figure 1). The ultrasound examination was prompted by
nonspecific, persistent lower abdominal pain that had per-
sisted for several months. The patient denied experiencing
any abnormal vaginal bleeding, weight loss, or fatigue. On
physical examination a blood pressure was 118/68 mmHg
and a heart rate of 55 bpm, with no palpable abdominal
masses detected during the physical examination. Pelvic
examination findings were unremarkable. Laboratory
evaluations, including hemoglobin (14.6 g/dL), platelets
(149 G/L), serum creatinine (0.66 mg/dL), sodium (147
mmol/L), potassium (4.1 mmol/L), D-dimers (264 ng/
mL), clotting time, inflammatory and hepatic markers,
were all within normal ranges. The patient's obstetric his-
tory was notable for a gravida of six and a parity of five (all
spontaneous vaginal deliveries) and one miscarriage in the
first trimester. She underwent menopause at the age of 51.
Her past medical history included hearing loss, cleft pal-
ate, and a prior appendectomy. She was not on any regular
medications.

During a hospitalization a loop electrosurgical excision
procedure (LEEP) biopsy was performed on the suspicious
lesion following the endometrial curettage, with no com-
plications. Histopathologic analysis of the biopsy specimen
revealed amyloidosis, with immunohistochemical staining
positive for amyloid deposits, CD68 negativity, and paCK
negativity. Further imaging with a contrast-enhanced mag-
netic resonance imaging (MRI) of the pelvis showed a tumor
mass occupying the vaginal vault, measuring 61 mm (cranio-

Figure 1. Transvaginal ultrasound image shows a mass measuring 46 X 44 X 54 mm with variable echogenicity located

at the cervico-uterine junction.
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caudal) X 48 mm (antero-posterior) X 62 mm (transverse).
The tumor demonstrated a heterogeneous, predominantly
intermediate signal on T2-weighted sequences, with hetero-
geneity on diffusion-weighted imaging (DWI) and irregular
enhancement post-contrast on T1-weighted imaging. The
posterior-superior vaginal wall adjacent to the tumor, over
a 25-mm area suggested invasion of the vaginal wall. The
cervix and isthmus appeared to have a preserved signal,
with a blurred boundary observed between the mass and the
cervical vaginal portion. The lower two-thirds of the vagina
remained uninvolved. Adjacent pelvic organs showed no
evidence of invasion, and no pathological lymphadenopa-
thy was detected. A minor amount of free fluid was noted in
the pouch of Douglas. To exclude the systemic amyloidosis,
whole-body evaluation with contrast-enhanced computed
tomography (CT) of the head, chest, abdomen, and pelvis
was conducted. Only a localized enhancement at the cer-
vico-uterine junction, measuring 82 X 63 mm, was noted,
with no signs of additional amyloid deposits elsewhere. Giv-
en the localized extent of the disease and significant sympto-
matic burden, the patient was deemed a candidate for surgi-
cal intervention. She subsequently underwent a laparotomy
with radical hysterectomy and bilateral adnexectomy. The
surgical procedure proceeded without complications, and
the patient was discharged after 4 days with plans for outpa-
tient follow-up. Final pathological examination of the surgi-
cal specimen confirmed amyloid deposits within the cervi-
cal myometrium, with the largest focus measuring 48 mm.
The ectocervical and serosal layers appeared histologically
normal, and the endometrium was atrophic. At the 6-month
follow-up, the patient remains in good general health, with
no reported symptoms or evidence of disease recurrence.

4. RESULTS AND DISCUSSION

Gynecological amyloidosis, both localized and systemic
form, is an extremely rare condition, with only view cases
described in the literature.’ The underlying predispos-
ing conditions include monoclonal gammopathy, multiple
myeloma, or other lymphoplasmacytic disorders known
to result in production of monoclonal immunoglobulins,
persistent uncontrolled inflammatory diseases such as au-
toinflammatory disease and a family history of amyloidosis.!
The described in literature causes of gynecological amyloi-
dosis included primary systemic amyloidosis, multiple my-
eloma, rheumatoid arthritis, familial Mediterranean fever
inducted amyloidosis.” Although amyloidosis is a benign
disease it can lead to the potentially life threating complica-
tions, such as a vaginal hemorrhage.” The increased bleed-
ing is considered to occur due to the reduced activity of
factor X, vascular infiltration with amyloid, and abnormal
liver function due to amyloid deposition.'”** That is why
early diagnosis can avoid extended area of vessel involve-
ment and implement proper treatment before hemorrhage
occurrence. In our case the protein accumulations were iso-
lated to the myometrium, without blood vessel deposition

and without signs of post-menopausal bleeding. According
to the Copeland et al., amyloid infiltration of corpus uteri
compromises uterine contractions, eventually promoting
prolonged bleeding events during menstrual periods.!? Our
patient didn’t experience abnormal bleeding and only ab-
dominal pain was noted. Therefore, uterus amyloidosis may
be more common than anticipated, but misdiagnosed on the
early stage of the disease. Previously reported cases of amy-
loid deposition of the cervix were associated with an inva-
sive squamous cell carcinoma in the same site. In this case
there was no evidence of an underlying abnormality.’

5. CONCLUSIONS

(1) Localized amyloidosis confined to the uterine cervix is
extremely rare in gynecologic practice.

(2) Diagnosis is made through histopathological evaluation
and exclusion of systemic amyloidosis.

(3) Amyloid deposition in the female reproductive organs
may be more common than previously reported in the
literature. The absence of bleeding symptoms may lead
to overlooked examinations of the reproductive tract.
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