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Abstract

Background: Borderline Brenner tumor of the ovary is a rare entity characterized by papillary structures with a
fibro-vascular core, covered by a transitional epithelium, and by the absence of stromal infiltration. It is associated,
by definition, with a benign component of Brenner tumor.

Case: We report a case of a 68-year-old woman, with a right ovarian mass, whose morphology and immuno-profile
were consistent with the diagnosis of a borderline Brenner tumor. Immunohistochemistry carried out on selected
markers may help to formulate the diagnosis, more than the molecular analyses.
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Background
Transitional cell tumors of the ovary, described for the
first time by Brenner in 1907, are rare neoplasms and ac-
count for about 2% of all ovarian tumors.
Transitional cell tumors, in turn, include two distinct

clinic-pathological subtypes: Transitional cell carcinomas
(TCCs) and Brenner Tumors [1].
The World Health Organization (WHO) classifies Brenner

tumors into three categories: benign, borderline and ma-
lignant [2]. Borderline Brenner tumors, usually associated
with a benign Brenner tumor, are characterized by papil-
lary structures with a fibro-vascular core covered by a
transitional epithelium.
Borderline Brenner tumors are negative for p16, Rb

and p53, and show weak immunostaining for Cyclin D1,
moderate for Ras and strong for EGFR. They also express
p63, as in benign subtypes but not in malignant ones, and
present a diffuse staining for CK7, CA125, thrombomodu-
lin and EMA, as in all subtypes of Brenner tumors [3]. Ma-
lignant Brenner tumor is also negative for p16, Rb and p53,
but strongly positive for EGFR, Cyclin D1 and Ras. Over-
expression of p53 and p16 and negative immunoreaction
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for EGFR, Cyclin D1 and Ras can be considered for differ-
ential diagnosis with TCCs [4].
More recently, molecular analyses have revealed a num-

ber of molecular alterations that allowed to understand
the molecular pathways involved in the pathogenesis and
progression of Brenner Tumors. In particular, the loss of
p16 expression in borderline and malignant Brenner tu-
mors seems to be associated with promoter hyper methy-
lation and a homozygous deletion [5]. Moreover, several
KRAS and PIK3CA somatic mutations have been identi-
fied in about 30% of borderline Brenner tumors [5].
We report the case of a 68-year-old woman with a

right ovarian mass, for which the morphology and im-
munohistochemistry (IHC) analyses were consistent with
the diagnosis of borderline Brenner tumor. Molecular
analyses were also performed to evaluate the methyla-
tion status of p16 and mutational status of KRAS and
PIK3CA. Furthermore, since any activating mutation as-
sociated with EGFR over-expression has been described
in the literature, we also evaluated the mutational status
of the gene and verified EGFR copies number gain or
amplification.

Case presentation
A 68-year-old woman was admitted to gynecological
surgery of our Institute for the presence of a suspect
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Figure 1 Contrast-enhanced CT scan showing a complex and
heterogeneous pelvic mass with inner vegetations and
septations in the anatomic site of the right adnexa (max
diameter 17 cm), not dissociable from uterus and contiguous
bowel (asterisk: pelvic mass; arrows: vegetations and
septations; u: uterus).
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right ovarian mass. After a careful medical history, we
discovered that the patient had been operated 12 years
before for a neoplastic lesion in the left colon, with a
diagnosis of “moderately differentiated adenocarcinoma
infiltrating the muscularis B1 sec. Dukes, pT2 N0 G2”.
No history of endometriosis was reported.
The patient complained of abdominopelvic pain for

two months. Vaginal examination revealed a solid mass
in the right adnexal site attached to pelvis and uterus
(diameter 15 cm Ø approximately) and CA125 levels were
Figure 2 Gross and microscopic description of Brenner tumor: a) Ovar
adeno-fibromatous component (5X); c) H & E representative of cystic formations
cellular component (10X); d) H & E representative of transitional epithelial cells w
slightly increased (49.4 IU/ml). Contrast-enhanced CT
scan of abdomen and pelvis revealed a “complex” pelvic
mass (with both cystic and solid components) in the ana-
tomical location of the right adnexa (maximum diameter
17 cm), not dissociable from uterus and contiguous bowel,
with slight peritoneal effusion (Figure 1).
At laparotomy, there was a right adnexal tumor (max-

imum diameter 15 cm) with deep uterine and visceral
adhesions; a total hysterectomy with right salpingo-
oophorectomy and infracolic omentectomy was per-
formed (Figure 2).
Microscopically, the lesion was characterized by a solid

adenofibromatous component with solid nests of transi-
tional epithelial cells with pale cytoplasm, indented nu-
clei and cystic formations lined by mucinous columnar
epithelium and by an exuberant papillary transitional
cellular component with mild nuclear atypia (Figure 2).
The definitive pathological examination showed a Brenner

borderline ovarian tumor with atypia (FIGO stage IA) and
no adjuvant treatment was recommended. The patient
status was NED (no evidence of disease) at 12-month
follow-up visit.
IHC in transitional cells was strongly positive for CK7,

CA125, thrombomodulin and EMA, and negative for
CDX2, CK 20 and p53 (Additional file 1: Figure S1). More-
over, transitional papillary epithelial cells showed a strong
positivity for p63 and EGFR, while p16 appeared positive
in the basal, parabasal and intermediate layer of exophytic
papillary epithelial component (Figure 3).
In order to find p16 promoter hyper-methylation, mo-

lecular analysis was carried out using a commercial kit
ian mass with solid papillary component; b) H & E representative of a solid
lined by mucinous columnar epithelium and by papillary transitional
ith pale cytoplasm, indented nuclei and mild nuclear atypia (40X).



Figure 3 Borderline Brenner tumor immunoprofile. a) positive immunostaining for CK7 (10X); b) positive immunostaining for EMA (10X);
c) positive immunostaining for thrombomodulin (20X); d) positive immunostaining for EGFR (20X); e) positive immunostaining for p16 (40X);
f) positive immunostaining for p63 (20X).
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(Methylation Kit, Diachem, Naples, Italy) and it showed
the absence of molecular alteration. Mutational analyses
of KRAS and PK3CA were performed by direct se-
quencing, after specific PCR amplification, as previously
reported [3]. The analyses did not reveal the presence of
the mutations described in literature (data not shown).
Figure 4 EGFR molecular analyses. a) Absence of mutations detected by
controls of the kit, the blue flat lines indicate our sample); b) Absence of ch
the EGFR gene and green signals represent the centromeric sequence in chro
with 2 red and green signals, ratio = 1; Magnification, ×60)).
Finally, mutational analysis of EGFR was performed by a
commercial kit (EGFR Mutation Analysis Kit, EntroGen,
Tarzana, CA, USA), containing a distinct primer/probe
mix in order to detect, by Real Time PCR system, all EGFR
point mutations described in literature (Exons 18, 19, 20,
21). No activating mutations were present in our sample.
RT-PCR method (the yellow increased curves indicate the internal
romosomal aberrations detected by FISH method (red signals represent
mosome 7. The above picture shows a balanced disomy (each nucleus
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Beside, FISH analysis (LSI EGFR SpectrumOrange/CEP
7 SpectrumGreen Probe, Vysis Abbott) did not reveal gene
amplification or gene copies number gain (Figure 4).
However, morphology and immuno-profile of the sample

were consistent with the diagnosis of a borderline Brenner
tumor of the ovary.

Discussion
Brenner tumors of the ovary are rare cancers. Up to
date, about 30 cases of Brenner borderline tumors have
been described, all characterized by the absence of stro-
mal infiltration and, by definition, associated with a be-
nign component [6]. These lesions seem to originate
from transitional metaplasia of the tubal epithelial cells
[7]. As for low-grade ovarian serous carcinomas, the ac-
quisition of a series of molecular alterations lead to its
evolution from a benign lesion [8].
Our case of borderline Brenner tumor is morphologic-

ally characterized by papillary projections and solid nests
of transitional cells surrounded by dense fibrous tissue.
Transitional cells showed only mild, focal nuclear

atypia and low mitotic index; extensive sampling ruled
out infiltration. Therefore, our diagnosis was “Brenner
Borderline tumor with atypia” [9].
We performed an immunohistochemical study to dem-

onstrate the origin of the tumor from the ovary and then
to exclude that it was a metastasization from the bowel.
The immunohistochemical panel showed strong posi-

tivity for p63 and EGFR in the epithelial component
of the tumor, while p16 was positive in the basal, paraba-
sal and intermediate layer of the papillary epithelial
component.
We also found, in transitional cells, a strong cell posi-

tivity for CK7, CA125, thrombomodulin and EMA, con-
firming the ovarian origin, and a negativity for CDX2
and CK 20. These latter findings excluded, immunophe-
notypically, the presence of metastasis from the primary
tumor of the colon, dating back 12 years earlier.
In the light of recent findings on the role of some mo-

lecular markers in the pathogenesis and progression of
this tumor [5], we have also carried out molecular ana-
lyses to verify the methylation of p16 promoter and mu-
tational status of KRAS, PIK3CA and EGFR. For the
latter we have also looked for potential aberrations at
gene/chromosome level. None of the performed molecu-
lar analyses showed positive results and, above all, they
did not provide any important support to the histomor-
phological diagnosis.

Conclusions
Our case can be placed among the low-grade lesions, based
on morphology and immunophenotype. As described for
papillary serous ovarian tumors of low-grade, the presence
of specific markers has been of fundamental support for
the differential diagnosis with benign (low expression of
EGFR and p16) and malignant (negative for p16) Brenner
tumors, and with TCCs (negative for EGFR).
However, the molecular alterations described in litera-

ture, currently do not seem to be so specific as to suggest
the possibility of developing targeted biological therapies
for these lesions. Therefore, it would be necessary to bet-
ter characterize these lesions, from a molecular point of
view. Although they do not show a tendency to evolve into
more aggressive malignancies, very little is known about
cell biology that determines its pathogenesis.

Consent
Written informed consent was obtained from the patient
for publication of this Case Report and accompanying
images. A copy of the written consent is available for re-
view by the Editor-in-Chief of this journal.

Additional file

Additional file 1: Figure S1. Negative immunostaining for p53 in
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Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
CS was responsible of surgical biopsies. RDC, GB and SNL examined
macroscopically and microscopically surgical specimen and performed the
immunohistochemical staining. FC and LM performed molecular analysis. CS
gave technical support. MC, RDC and SNL conceived the study, and helped
to draft the manuscript. All authors read and approved the final manuscript.

Author details
1Pathology Unit, Istituto Nazionale Tumori Fondazione “G. Pascale”, via
Mariano Semmola, 80131 Napoli, Italy. 2Department of Gynecologic
Oncology, Istituto Nazionale Tumori Fondazione “G. Pascale”, via Mariano
Semmola, 80131 Napoli, Italy.

Received: 16 May 2014 Accepted: 15 October 2014

References
1. Hermanns B, Faridi A, Rath W, Füzesi L, Schröder W: Differential diagnosis,

prognostic factors, and clinical treatment of proliferative Brenner tumor
of the ovary. Ultrastruct Pathol 2000, 24:191–6.

2. Lee KR, Tavassoli FA, Prat J: Surface epithelial-stromal tumours. In Pathology
and Genetics: Tumours of the Breast and Female Genital Organs. World Health
Organization Classification of Tumours 2003. Edited by Tavassoli FA, Devilee P.
Lyon: IARC Press; 2003:140–143.

3. Cuatrecasas M, Catasus L, Palacios J, Prat J: Transitional cell tumors of the
ovary: A comparative clinicopathologic, immunohistochemical, and
molecular genetic analysis of Brenner tumors and transitional cell
carcinomas. Am J Surg Pathol 2009, 33:556–67.

4. Kondi-Pafiti A, Kairi-Vassilatou E, Iavazzo C, Vouza E, Mavrigiannaki P,
Kleanthis C, Vlahodimitropoulos D, Liapis A: Clinicopathological features
and immunoprofile of 30 cases of Brenner ovarian tumors. Arch Gynecol
Obstet 2012, 285:1699–702.

5. Kuhn E, Ayhan A, Shih IM, Seidman JD, Kurman RJ: The pathogenesis of
atypical proliferative Brenner tumor: an immunohistochemical and
molecular genetic analysis. Mod Pathol 2014, 27:231–7.

6. Uzan C, Dufeu-Lefebvre M, Fauvet R, Gouy S, Duvillard P, Darai E, Morice P:
Management and prognosis of borderline ovarian Brenner tumors. Int J
Gynecol Cancer 2012, 22:1332–6.

http://www.ovarianresearch.com/content/supplementary/s13048-014-0101-7-s1.jpeg


De Cecio et al. Journal of Ovarian Research 2014, 7:101 Page 5 of 5
http://www.ovarianresearch.com/content/7/1/101
7. Kuhn E, Ayhan A, Shih IM, Seidman JD, Kurman RJ: Ovarian Brenner
tumour: a morphologic and immunohistochemical analysis suggesting
an origin from fallopian tube epithelium. Eur J Cancer 2013, 49:3839–49.

8. Kurman RJ, Shih IM: Molecular pathogenesis and extraovarian origin of
epithelial ovarian cancer–shifting the paradigm. Hum Pathol 2011,
42:918–31.

9. Clement PB, Young RH: Atlas of Gynecologic Surgical Pathology, W. B.
Saunders Co, 2000. 2nd edition. Elsevier; 2008.

doi:10.1186/s13048-014-0101-7
Cite this article as: De Cecio et al.: Borderline Brenner tumor of the
ovary: a case report with immunohistochemical and molecular study.
Journal of Ovarian Research 2014 7:101.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Case

	Background
	Case presentation
	Discussion
	Conclusions
	Consent
	Additional file
	Competing interests
	Authors’ contributions
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


