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Case Report

Mucinous cystic neoplasm of the pancreas with severe dysplasia during
pregnancy: Case report and review of the literature
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Abstract

Objective: Mucinous cystic neoplasm (MCN) of the pancreas occurs mainly in women aged 40—60 years, so it is extremely rare in pregnant
woman.

Case Report: A 28-year-old woman in the ninth week of pregnancy was referred to our hospital due to a tumor of the abdominal cavity.
Abdominal ultrasound demonstrated a huge multicystic lesion in the left upper abdomen. There are mural nodules and hypertrophic septa
partially with the presence of blood flow inside the tumor. Endoscopic ultrasonography was performed and a diagnosis of possible pancreatic
MCN was made. At the second trimester, distal pancreatectomy with splenectomy was performed. Histopathological analysis of the specimen
revealed a pancreatic MCN with severe dysplasia. Immunohistochemically, the tumor was positive for both progesterone and estrogen receptors
in the stromal cell nuclei; moreover, MIB-1 stained positive in 10—20% of the nuclei in the epithelium with severe dysplasia.

Conclusion: MCN carries malignant potential, therefore, early detection and complete surgery is recommended. MCN in pregnancy is rare and
the abdomen is distended during pregnancy, so clinicians can easily miss the presence of the tumor. We should recognize the presence of MCN in
pregnant woman. We speculate that the presence of blood flow within the tumor and MIB-1-positive cells can be a predictor for premalignant or
malignant MCN.

Copyright © 2012, Taiwan Association of Obstetrics & Gynecology. Published by Elsevier Taiwan LLC. All rights reserved.
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Introduction

Mucinous cystic neoplasm (MCN) of the pancreas is an
uncommon tumor characterized by mucin-producing columnar
epithelium and a dense ovarian-type stroma [1,2]. MCN
occurs almost exclusively in women aged 40—60 years, so it is
extremely rare in pregnant woman. Pancreatic MCNs have
been reported as potentially sex-hormone-sensitive, such as
estrogen and progesterone, and therefore have rapid growth
during pregnancy [2]. Pancreatic MCN presents a clinical
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problem in that it always carries malignant potential [3]. Cyst
diameter and presence of mural nodule have been reported as
predictive findings of malignant MCN [4].

In this report, we describe a 28-year-old woman with
a large pancreatic MCN with severe dysplasia during preg-
nancy and also discuss some interesting findings regarding
prediction of premalignant or malignant MCN.

Case report

A 28-year-old gravida 2, para 1 woman in the ninth week of
pregnancy was referred to our hospital due to a tumor of the
abdominal cavity. She had noticed a tumor over the past
several years, but had taken no action. She had no previous
history and no medication before pregnancy. Physical
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examination suggested the presence of an elastic hard mass,
approximately 15 cm in diameter, in the left upper quadrant.
Abdominal ultrasound demonstrated a huge multicystic lesion
in the left upper abdomen. There are mural nodules and
hypertrophic septa partially with the presence of blood flow
inside the tumor (Fig. 1). Further evaluation by magnetic
resonance imaging showed a multiloculated cystic tumor,
measuring 14 cm x 12 cm, with a thick capsule probably
originating from the distal pancreas. Thereafter, endoscopic
ultrasonography was performed and a diagnosis of possible
pancreatic MCN was made. Laboratory tests showed slight
anemia with normal levels of amylase and liver enzymes.
Cancer antigen (CA) 19-9 level was normal (10 U/mL; normal
range: <37 U/mL), but CA125 level was high (76.3 U/mL;
normal range: <35 U/mL). She was advised about possible
prognoses such as fetal intrauterine growth restriction by the
tumor, malignant potential of the tumor, and rupture of the
tumor. A decision was made to resect the tumor at the second
trimester. An operation was performed at 18 4+ 3 weeks of
gestation. A laparotomy was performed, and a huge, smooth
cystic tumor was found arising from the body and tail of the
pancreas and adhering to the spleen and retroperitoneum.
Distal pancreatectomy with splenectomy was performed.

The specimen obtained at surgery was multilocular,
15cm x 14cm, 1110 g. The cystic mass had a smooth
external surface and it was filled with dark yellowish fluid.
Histopathological analysis showed a mucin-producing tall
columnar epithelium lining the inner wall of the cyst, with
ovarian-type stromal tissue (Fig. 2A). The epithelium had
a focal papillary architecture with severe atypia, giving
a diagnosis of pancreatic MCN with severe dysplasia
(Fig. 2B). Immunohistochemical studies showed positive
staining for both progesterone and estrogen receptors in the
stromal cell nuclei (Fig. 2C and D). Moreover, we further
performed immunohistochemical studies using a proliferation
marker, MIB-1, which stained positive in about 10—20% of
the nuclei in the epithelium with severe dysplasia (Fig. 3B).

She was discharged on postoperative day 16. After that, she
suffered from mild glucose intolerance (hemoglobin Alc
level: 6.0%; normal range: 4.3—5.8%; fasting blood glucose
level: 127 mg/dL) at 32 weeks of gestation, but she avoided
any insulin requirement during pregnancy. Otherwise, she had
an uneventful postoperative course, and at 39 + 4 weeks of

gestation, she gave birth by normal vaginal delivery to
a 2980 g healthy baby girl. The placenta weighed 610 g and
gross examination displayed a hypertwisted cord with vela-
mentous insertion. After delivery, she remained disease-free
until the writing of this article, 8 months after surgery.

Discussion

To the best of our knowledge, 17 cases of pancreatic MCN
associated with pregnancy have been reported since the first
report in 1986 [5]. Eight cases were histologically diagnosed
as benign mucinous cystadenoma, whereas six cases were
diagnosed as mucinous cystadenocarcinoma and three as
MCN with dysplasia (also referred to as “borderline tumor’)
[3,6,7]. Our case might be the fourth case of pancreatic MCN
with dysplasia in association with pregnancy (Table 1).
Pancreatic MCNs usually grow slowly, but they sometimes
show rapid growth during pregnancy. It has been reported that
pancreatic MCNs may be responsive to sex hormones,
accounting for their tendency to grow to enormous size
especially during pregnancy [6].

Pancreatic MCNs pose a clinical problem in that they
always carry malignant potential [3]. Also, pregnancy with
a large MCN can be a risk for fetal growth restriction [8].
Therefore, prompt and complete surgery is recommended as
the treatment for MCN [1]. The prognosis for MCNs treated
with complete surgical resection without any additional
treatment is excellent, with a 5-year survival rate of 94% [2].
Generally, the second trimester is believed to be relatively safe
for surgery during pregnancy [3,6]. In fact, our case was MCN
with severe dysplasia, in other words, a premalignant condi-
tion, so we could prevent the progression to malignancy by
performing complete resection during pregnancy.

We reviewed factors believed to predict the malignancy of
MCN. Patients with carcinoma had a significantly larger size
of cyst and higher frequency of mural nodules than those with
adenoma [4]. CA19-9 concentration >37 U/mL has a positive
predictive value of 95.7% for potentially malignant lesions but
a sensitivity of only 35.8% [9]. Carcinoembryonic antigen
concentration >800 ng/mL is a moderately sensitive (48%)
but highly specific (98%) marker for mucinous cystadenoma
or mucinous cystadenocarcinoma [10]. Progesterone stimula-
tion of the stroma in MCNs may actually suppress malignant

Fig. 1. Ultrasound of pancreatic mucinous cystic neoplasm (MCN) performed in the ninth week of gestation. (A) Abdominal ultrasound demonstrating a large
cystic mass (14 cm x 11 cm) with septations and mural nodules. (B) Blood flow was present around the mural nodule and a hypertrophic septum in the tumor.
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Fig. 2. Microscopic pathological features of the resected pancreatic cystic neoplasm. (A) Histopathological examination revealed a pancreatic cyst lined with mucin-
producing columnar epithelium and wall with ovarian-type stroma (hematoxylin—eosin, 200 x ). (B) Nuclei of the epithelium were swollen and the polarity of the nuclei
was disturbed. These findings led to the diagnosis of mucinous cystic neoplasm (MCN) with focal severe dysplasia (hematoxylin—eosin, 200x). (C, D) Immuno-
histochemical examination revealed ovarian-type stromal cells expressing progesterone receptor (C), and estrogen receptor (D) (original magnification, 100x).

proliferation of epithelial cells and an absence of progesterone
receptors has been correlated with worse outcomes [2]. There
are mural nodules and hypertrophic septa partially with the
presence of blood flow inside the tumor. Generally, blood flow
within the tumor alerts us to the possibility of malignancy.
There are no reports regarding the blood flow in MCNs, but
this finding can indicate the possibility of premalignant or
malignant MCNs. Next, in our case, MIB-1 immunohisto-
chemical staining was positive in the nuclei in the epithelium
with severe dysplasia. This is believed to be the first report to
examine the expression of MIB-1 in MCNs. MIB-1 can
respond to the dividing cells and reflect the aggressiveness of

cellular proliferation in human neoplasms. Therefore, the
presence of MIB-1 positive cells can be a predictor for
premalignant or malignant MCNs.

In our case, the patient was suffering from mild glucose
intolerance after resection of the pancreatic body and tail, but it
was transient with spontaneous remission. Herring et al [8] have
reported that a patient with mucinous cystadenocarcinoma
developed gestational diabetes after resection of the pancreatic
tail. It is not clear whether resection of the pancreas can be the
etiology of gestational diabetes, but we should be on guard not
only for recurrence of the tumor but also for the occurrence of
gestational diabetes after surgery for MCN.

Fig. 3. Immunohistochemical examination of MIB-1 staining of the epithelium of mucinous cystic neoplasm (MCN). (A) Few MIB-1-positive cells were revealed
at the columnar epithelium without dysplasia (original magnification, 200x ). (B) MIB-1 staining was positive in 10—20% of the nuclei in the epithelium with focal

severe dysplasia (original magnification, 200x).
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Table 1
Summary of pancreatic mucinous cystic neoplasms (MCNs) with dysplasia in association with pregnancy reported in the literature.
Ref. Age (y) Operation (wk) Size (cm) Pathological diagnosis HR

ER PgR
[3] 30 10 18 x 14 Moderate dysplasia + +
[6] 32 15 15 x 13 Low grade dysplasia + +
[7] 38 2nd trimester 14 x 14 Borderline ND +
Our case 28 18 14 x 12 Severe dysplasia + +

ER = estrogen receptor; HR = hormone receptor; ND = not described; PgR = progesterone receptor.

In conclusion, we report a case of MCN with severe
dysplasia during pregnancy. MCN in pregnancy is rare and the
abdomen is distended during pregnancy, so the patient and
medical staff can easily miss the presence of the tumor. MCNs
carry malignant potential, so complete surgery, if possible
during the second trimester, is recommended. We hope that
many obstetricians can keep the clinical features of MCN in
mind. The presence of blood flow within the tumor and of
MIB-1-positive cells can be a predictor for premalignant or
malignant MCN.

Acknowledgments

The authors thank Mr John Cole for his patience in cor-
recting the manuscript.

References

[1] Zamboni G, Scarpa A, Bogina G, Iacono C, Bassi C, Talamini G, et al.
Mucinous cystic tumors of the pancreas — clinicopathological features,
prognosis, and relationship to other mucinous cystic tumors. Am J Surg
Pathol 1999;23:410—22.

[2] Thompson LDR, Becker RC, Przygodzki RM, Adair CF, Heffess CS.
Mucinous cystic neoplasm (mucinous cystadenocarcinoma of low-grade

malignant potential) of the pancreas — a clinicopathologic study of 130
cases. Am J Surg Pathol 1999;23:1—16.

Ikuta S, Aihara T, Yasui C, lida H, Yanagi H, Mitsunobu M, et al. Large
mucinous cystic neoplasm of the pancreas associated with pregnancy.
World J Gastroenterol 2008;14:7252—5.

Yamao K, Yanagisawa A, Takahashi K, Kimura W, Doi R, Fukushima N,
et al. Clinicopathological features and prognosis of mucinous cystic
neoplasm with ovarian-type stroma: a multi-institutional study of the
Japan Pancreas Society. Pancreas 2011;40:67—71.

[5] Smithers BM, Welch C, Goodall P. Cystadenocarcinoma of the pancreas
presenting in pregnancy. Br J Surg 1986;73:591.

[6] Wiseman JES, Yamamoto M, Nguyen TD, Bonadio J, Imagawa DK.
Cystic pancreatic neoplasm in pregnancy — a case report and review of
the literature. Arch Surg 2008;143:84—6.

[7] Hakamada K, Miura T, Kimura A, Nara M, Toyoki Y, Narumi S, et al.
Anaplastic carcinoma associated with a mucinous cystic neoplasm of the
pancreas during pregnancy: report of a case and a review of the literature.
World J Gastroenterol 2008;14:132—5.

[8] Herring AA, Graubard MB, Gan SI, Schwaitzberg SD. Mucinous cys-
tadenocarcinoma of the pancreas during pregnancy. Pancreas 2007;34:
470-3.

[9] Fernandez-del Castillo C, Alsfasser G, Targarona J, Brugge WR,
Warshaw AL, Serum CA. 19-9 in the management of cystic lesions of the
pancreas. Pancreas 2006;32:220.

[10] van der Waaij LA, van Dullemen HM, Porte RJ. Cyst fluid analysis in the
differential diagnosis of pancreatic cystic lesions: a pooled analysis.
Gastrointest Endosc 2005;62:383—9.

3

—

[4

=



	Mucinous cystic neoplasm of the pancreas with severe dysplasia during pregnancy: Case report and review of the literature
	Introduction
	Case report
	Discussion
	Acknowledgments
	References


