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Abstract

Nephrotic syndrome(NS)associated with invasive mole (IM) is uncommon. In this report, we present a case of NS that developed from IM.
A 22-year-old woman was admitted to our hospital because of left lower slightly abdominal pain with sparing vaginal bleeding and NS. Trans-
abdominal ultrasound examination confirmed a regular shape, border clearance component with a typical honeycomb pattern in the left side of the
uterus. The curettage was performed for her two times. A renal biopsy was performed and suggested minimal change disease (MCD). Interestingly,
when the IM was removed, her NS was complete remission. We report the rare case to highlight the importance of considering that NS associated

with IM should be kept in mind during management of a woman of childbearing age with renal involvement.
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Introduction

Invasive mole (IM), a malignant tumor, is a form of gestational
trophoblastic neoplasia (GTN), which are characterized by
invasive hydatid tissue into the myometrium or distant metastasis
[1]. The most common transfer locations for IM are the vagina,
lungs and brain. The most common symptom of IM is irregular
vaginal bleeding, but further symptoms caused by bleeding in
the metastases may also be detected, such as hemoptysis and
neurological symptoms [2]. Myometrial invasion, swollen villi and
hyperplastic trophoblast are often considered to be the pathological
features of IM. IM's clinical diagnosis mainly depends on medical
history, clinical symptoms, laboratory tests and examination
using imaging. Pathological results are the most essential basis
for diagnosis. Good prognosis based on timely and comprehensive
chemotherapy [3]. In this report, we describe a patient presenting
with NS in which the underlying diagnosis of IM was made by a
combination of chance and a high level of clinical suspicion, and to
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improve patient care amongst internists by heightening awareness
of this uncommon condition.

Case Report

A 22-year-old woman was admitted to our hospital because of
slight left lower abdominal pain with sporadic vaginal bleeding. She
reported amenorrhea for 37 days and had a positive urine -hCG
test. She had no obstetric history, with menarche at 13 years of age,
regular menstruation and no pregnancy history. She was admitted
to the department of nephrology because of NS and was treated
with hydrochlorothiazide, but her oedema was aggravated. Her
urine output decreased to 500 ml/day. She had no fever, erythema,
joint pain or alopecia. Physical examination at admission revealed
mucocutaneous pallor and generalized oedema. A soft elastic,
non-tender palpable mass, approximately 10 cm in diameter,
was identified in the lower left part of the abdomen. A vaginal
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examination showed a normal vulva and vagina. Laboratory
examination showed the following: haemoglobin 93 g/L, total
protein 50 g/L, albumin 28 g/L, serum $-hCG 15400 mIU/mL, urine
B-hCG 34140 mIU/mL, and urine protein 3.5 g/24 h. Screening
tests for hepatitis A, B, and C were negative. Testing for antinuclear
antibodies, dsDNA antibodies, anticardiolipin antibodies and
antineutrophil cytoplasmic antibodies were negative. Due to
increased abdominal pain and oedema in the patient, haemoglobin
was decreased to 81 g/L. Ectopic pregnancy was highly suspected
and she was urgently transferred to the gynaecology department.
A trans-abdominal ultrasound examination confirmed a regular-
shaped, clear-border mass with a typical honeycomb pattern on the
left side of the uterus. An abdominopelvic computed tomography
scan confirmed a substantial mass; ovarian cystadenocarcinoma
and trophoblastic neoplasia of the uterus were considered. Suction
curettage was performed twice. Gross suction curettage specimens
showed placental tissue with different-sized vesicles that resembled
a cluster of grapes, with the absence of a foetus. A light micrograph
showed complete hydatidiform mole (III), and hydatidiform mole
with myometrial invasion was confirmed by ultrasonography.

Discussion
Table 1: Summary of literature

A renal biopsy was performed. Light microscopy showed that
the glomeruli were normal, without mesangial widening. The
capillary loops were open and had normal in appearance.
Immunofluorescence staining revealed that immunoglobulin G
(IgG), IgA, IgM, C3, fibrinogen and C1q were all negative. Electron
microscopy revealed that the thickness of the basement membrane
was within the normal range, and diffuse foot process fusion was
observed. The pathological findings suggested minimal change
disease (MCD). After suction curettage, facial oedema and pretibial
pitting oedema significantly subsided. Her urine output increased
to 1000 ml/day, and she lost weight. Her abdominal pain was
obviously eased, and the vaginal bleeding was clearly lessened.
Serum B-hCG levels declined to 2068 mIU/mL. Blood chemistry
tests revealed a total protein level of 54.3 g/L and albumin level
of 32.6 g/L. 5-FU single chamber chemotherapy was administered.
One month later, her serum B-hCG declined to 7.7 mIU/mL, her
urine B-hCG decreased to 5 mIU/mL, her total protein was 57.7 g/L,
her albumin was 41.9 g/L, and her urine protein was 0.56 g/24 h.
She has been regularly followed for the last twenty-six months and
has remained free of clinical symptoms.

KOT;;SZIida' 51 | Edema, suprapubic mass 53 5 2.7 18 0.7 PEN 30 CR NROM
Han, 2000* 54 Edema, epigastric pain 0.574 5.7 3.3 18.8 0.9 MPGN 24 CR NROM
Vaginal bleeding, mass
Yang, 2010* | 51 4.811 6.3 3 14.6 1.1 MCD 18 CR NROM
Edema, mass
Teh, 2006* 17 Edema, mass 8 ND 2.1 23.04 0.48 FSG Done CR Unclear
Azl‘(;%r;f' 15 Edema, asthenia, mass 7.7 ND 2.1 ND 0.8 PEN ND CR Unclear
Moham-
madja-fari, 16 Edema, proteinurea 9.4 ND ND 7 0.7 ND Done CR NROM
2010*
Rong, Edema, Nor-
1999% 21 Vaginal Unclear ND 2.36 mal Normal ND ND CR Unclear
Present bleeding
22 Edema, mass, 3 5.25 3.07 11.76 0.57 MCD 26 CR NROM
case . -
Vaginal bleeding
ND = not done

BUN = blood urea nitrogen

MCD = minimal change disease

MPGN = membranoproliferative glomerulonephritis

FSG= focal segmental glomerulosclerosis

PEN= pre-eclamptic nephropathy

CR = complete remission (clinical symptoms disappeared, serum 3-HCG levels or Urine 3-HCG levels were normal)

NROM= no recurrence or metastasis (no evidence supporting recurrence or metastasis of the invasive mole more than one year)
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IM is responsible for the most cases of localized GTN1, which
is one style of Gestational trophoblastic disease (GTD). IM occur
in approximately 15% of patients with complete hydatidiform
moles, while in other types of pregnancies it occurs less frequently
[4]. In China, the incidence rate of IM following pregnancy is 0.94-
1.30% [5]. IM, sometimes, which are penetration of the peritoneum
or adjacent parametria or the vaginal vault, are distinguished by
excessive trophoblastic overgrowth and extensive penetration
by trophoblastic elements, including whole villi, deep into the
myometrium. As aresult of the improved economy and the decline in
overall birth rate, the prevalence of IM has declined over the past 30
years. However, IM has malignant tumor behavior and can undergo
extensive metastasis. If not treated in time, it can be converted into
choriocarcinoma with poor prognosis, which can lead to significant
morbidity and mortality. The common causes of secondary adult
female NS are systemic lupus erythematosus, hepatitis B, and
Henoch-Schonlein purpura, etc. We report additionally the rare
case about NS associated with IM in a 22-year-old unmarried
woman. Myometrial invasion, swollen villi and hyperplastic
trophoblasts are frequently considered to be pathological features
of IM; however, the majority of IM cases are diagnosed clinically
rather than pathologically [6]. Based on the clinical manifestation
and correlation examination, we diagnosed NS associated with IM.
From the treatment situation, with a nearly recover in laboratory
test results after a week of the suction curettage. Our patient was
consistent with the above references in clinical manifestation and
prognosis. We thought the NS associated with IM, probably is the
paraneoplastic phenomenon. Because when the suction curettage
was administered, the NS secondary to the IM was general remission.
It is not clear that the precise pathogenesis of relationship between
the IM and NS. Rong Y] [7] showed that the pathogenesis may be
due to maternal and trophoblast cells had abnormal immune
response with immune complex deposition in glomeruli, causing
increased permeability of the glomerular filtration membrane,
which led to a series of pathophysiological changes. The placenta
releases trophoblastic cells with cytotoxic characteristics and the
capacity to cause secondary glomerular endothelial damage by
Brown DW reported [8]. The NS associated with IM, probably is
the paraneoplastic phenomenon. IM has malignant potential for
local invasion and distant metastasis [8] and is probably capable of
causing a paraneoplastic phenomenon, which is noted prior to the
diagnosis of the malignancy. It is possible that the placenta releases
trophoblastic cells with cytotoxic characteristics and the capacity
to cause secondary glomerular endothelial damage. A review
of the literature reveals that only 7 cases on NS accompanied by

hydatidiform moles are shown in Table 1 [9-14].

Pathologic finding suggested respectively, pre-eclamptic
nephropathy 9, 12, membrano proliferative glomerulonephritis10,
focal segmental glomerulosclerosis [12] and MCD [13]. NS was the
prominently manifestation, endothelial cell swelling or swollen

epithelial cells with diffuse foot process fusion were the renal
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pathological presentation. Interestingly, when the IM was removed,
the IM was complete remission. According the literatures, we
did not find a tendency about pathology of NS associated with
hydatidiform moles. Pathologic finding of our patient was MCD.
We can actively infer that IM had a tendency to be associated
with MCD. Recently, although MCD may occur in association with
haematologic malignancies, lymphoma or leukaemias [15], rare
cases of MCD associated with solid tumors have been reported.
We report additionally the rare case to highlight the importance of
considering that NS associated with GTD should be kept in mind
during management of a woman of childbearing age with renal
involvement, pregnancy history and menstrual history should be
considered as an indispensable inquiry for the choice of correct
treatment measures.
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