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Abstract

Introduction: Breast involvement by non-Hodgkin lymphoma is particularly rare in men. We describe the case of a
patient with a rapidly growing, painless gynecomastia-like nodule in the left breast. On ultrasonography, the nodule
was suspicious for breast carcinoma.

Case presentation: A breast biopsy from a 54-year-old Caucasian man showed the morphoimmunophenotypical
features of grade 3 follicular lymphoma. Moreover, fluorescence in situ hybridization analysis showed a t(14,18)
translocation suggesting breast involvement by a systemic lymphoma rather than a primary breast lymphoma. The
histological diagnosis was subsequently confirmed after nodule excision. Mediastinal and abdominal node
involvement was then identified on computed tomography and positron emission tomography scans during
staging examinations. Our patient was treated with chemotherapy. After three years our patient experienced a right
retro-areolar relapse. He then received two further cycles of chemotherapy but developed a myeloid acute
leukemia and, as a result of this, he subsequently died.

Conclusions: The rarity of breast lymphomas, especially in men, and the problems related to the therapeutic
choices with these tumors require molecular techniques in association with classical histological diagnosis.
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Introduction
Breast lymphoma is a rare clinicopathological entity that
affects both sexes. Approximately one-third of patients
with non-Hodgkin lymphoma (NHL) present with extra-
nodal disease [1-3]. Breast involvement could be the ex-
pression of a systemic lymphoma or could be the only site
of the disease (primary breast lymphoma (PBL)) [3]. A
total of 44% of cases of breast lymphoma are primary,
while 22% are manifestations of disseminated disease and
29% represent recurrence of pre-existing lymphoma [3].
PBL represents 1% of all non-Hodgkin lymphomas and
0.4% to 0.5% of all breast malignancies [4,5]. Its definition
is quite narrow, being relative to patients who had no evi-
dence of disease outside the breast or ipsilateral axillary
lymph nodes [6]. Diffuse large B cell lymphoma (DLBCL)
is the most common histotype of PBL, while mucosa-
associated lymphoid tissue (MALT)-type lymphoma and
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follicular lymphoma (FL) are less frequent ones. In con-
trast, secondary breast involvement by lymphoma, al-
though a very rare event, is more frequent for indolent
lymphomas, particularly for follicular lymphoma [3]. Sys-
temic FL is usually a disseminated neoplasm, with over
two-thirds of cases at stage III or IV at diagnosis [6].
The incidence of breast lymphoma in men is ex-

tremely low [7]. In fact fewer than 20 cases have been
reported to date [3,8]. Specifically, only two cases of
breast FL have been described in men [7,9].
In this report we describe a rare case of breast FL in a

man, with a molecular profile typically observed in sys-
temic disease. Staging investigations confirmed systemic
disease and relapse after chemotherapy occurred at the
contralateral breast. Unfortunately, our patient devel-
oped myeloid leukemia, and shortly afterwards died.

Case presentation
A 54-year-old Caucasian man presented to our facility
with a left breast gynecomastia-like nodule. Clinically it
was mobile, non-tender and not fixed to the skin or
ral Ltd. This is an Open Access article distributed under the terms of the Creative
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underlying muscles. The results of renal and liver func-
tion tests were normal.
Ultrasonography showed a hypoechoic mass with ir-

regular margins, measuring 4.0 × 3.0cm in size. Doppler
ultrasound did not show any significant vascularization.
Since a breast carcinoma was suspected, a tru-cut biopsy

was performed. From the biopsy results a diagnosis of FL
was formulated. The fluorescence in situ hybridization
(FISH) demonstration of t(14,18) suggested systemic dis-
ease. Two weeks later, the nodule was totally removed, as
well as the axillary lymph nodes. The histomorphological
features confirmed a diagnosis of lymphoma.
Staging procedures showed positron emission tomog-

raphy (PET)-positive mediastinal and abdominal lym-
phoadenomegaly and splenomegaly. A bone-marrow
trephine did not show lymphoma infiltration.
Six cycles of R-CHOP (rituximab-cyclophosphamide,

hydroxydaunorubicin, Oncovin (vincristine), prednisone/
prednisolone) chemotherapy for systemic lymphoma
were administered.
Two years later, a new nodule in the right breast

was observed. The morphology and immunohisto-
chemistry results of a new biopsy were superimpos-
able to the previous samples. After another six
cycles of R-CHOP chemotherapy our patient devel-
oped acute myeloid leukemia, from which he died
some months later.
Figure 1 Immunohistochemistry: follicular lymphoma grade 3, with a
cells. (a) EE (Ematossilin/Eosin) (10x); (b) CD20 (Magnification 10x); (c) EE (M
All tumor samples from our patient were stained with
EE (Ematossilin/Eosin) and then immunohistochemical
studies were performed.
The tru-cut biopsy showed proliferation of atypical

lymphoid cells with a nodular pattern of growth, with small
lymphoid cells (centrocyte type) and centroblast-like cells.
The surgical specimen was represented by a wide exci-

sion of the central quadrant extending to the subareolar
spaces. Macroscopically the tumor was poorly circum-
scribed with irregular margins, measuring 4.0 × 3.0cm,
with a solid, fleshy cut surface. Histologically the neo-
plastic proliferation showed similar features to the previ-
ous biopsy in in the adipose tissue.
On immunohistochemical analysis the atypical cells

were positive for CD20, B cell lymphoma 2 (Bcl2), CD10
and Bcl6 and negative for CD5, CD43 and melanoma
associated antigen (mutated) 1 (MUM1) protein; the
proliferative index evaluated by Ki67 immunostaining
was higher than 50%.
In the interfollicular areas there were sheets of CD20+/

CD10+ atypical lymphoid cells. Centroblasts numbered
more than 15. A final diagnosis of grade 3 FL was made
(Figure 1).
Histology results of the right breast relapse sample

showed similar features to previous breast samples.
FISH analysis for the t(14;18)(q32;q21) translocation

was performed on the tru-cut biopsy of the primary
diffuse and follicular pattern. Positive expression of CD10 in tumoral
agnification 40x); (d) Bcl6 (Magnification 40x).



Figure 2 Representative fluorescence in situ hybridization (FISH) patterns with LSI IGH/BCL2 DualColor, Dual Fusion Translocation
Probe (Vysis). This probe set is a mixture of locus-specific immunoglobulin heavy chain (IgH) probe labeled with SpectrumGreen (Vysis) and a
locus-specific probe for B cell leukemia/lymphoma 2 (Bcl2) labeled with SpectrumOrange (Vysis). 1R1G2F classic dual-fusion (D-FISH) pattern in a
balanced t(14;18)(q32;q21)-IgH/Bcl2+ case. (A) Translocated signal; (B) non-translocated signal.
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breast nodule using the Vysis LSI IGHSpectrumGreen/
LSI BCL2 SpectrumOrange probe set (Vysis, Downers
Grove, IL, USA). This probe set uses the dual-color,
dual-fusion strategy and consists of a mixture of locus-
specific fluorophore-labeled DNA probes containing
sequences homologous to the IgH and Bcl2 genes.
FISH analysis again showed the presence of t(14;18)

translocation on the surgical sample from the left breast
and the biopsy of the right relapse (Figure 2).
Then, after DNA extraction from a paraffin embedded

sample, we performed multiplex polymerase chain reac-
tion (PCR) for the identification of the rearrangement of
heavy chain (IgH) CDR1-CDR3.
Figure 3 Representative gel photo of polymerase chain reaction (PCR
represents the 100-bp DNA ladder (Invitrogen, Carlsbad, CA, USA); lane 2 re
FR1 rearrangement on internal sample; lane 4 represents FR1 rearrangemen
on polyclonal control; lanes 6 to 9 represent FR2 rearrangement on the sam
rearrangement on the same set of samples. The last four lanes represent β
DNA purified from the paraffin sample was of good
quality as shown by the presence of discrete bands for
both FR1, FR2 and FR3 rearrangements, indicative of a
B monoclonal pattern (Figure 3).

Discussion
Breast lymphoma is a rare entity. Primary breast lymph-
omas represent 44% of cases and secondary involvement
by systemic disease accounts for more than 50% of cases
[3]. PBLs account for 1.7% to 2.2% of all extranodal
lymphomas and 0.38% to 0.7% of all NHL [10-13]. The
most described histotype is DLBCL [1]. The age range of
incidence is between nine and 85 years. Wiseman and
) for immunoglobulin heavy chain rearrangements. Lane 1
presents FR1 rearrangement on monoclonal control; lane 3 represents
t on follicular lymphoma sample; lane 5 represents FR1 rearrangement
e set of samples; monoclonal control; lanes 10 to 13 represent FR3
globin gene amplification.
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Liao [6] reported three criteria for diagnosis of primary
NHL of the breast. Adequate pathological evaluation,
presence of both mammary tissue and lymphoma infil-
trate in close association, and exclusion of either sys-
temic lymphoma or previous extramammary lymphoma.
Breast involvement by systemic lymphoma is quite rare.
It could occur either at initial diagnosis or relapse [3].
Secondary lymphomas in the breast are typical indolent
lymphomas, particularly follicular lymphomas. Both PBL
and secondary breast lymphomas are rarely described in
men [7-9]. In fact, less than 20 cases have been
described [8]. The recognition of breast lymphoma in
men is very difficult because of the extensive involution
of the male breast gland. In our patient’s case the lesion
first involved the retro-areolar left parenchyma and then
the retro-areolar right tissue, demonstrating a specific
tropism. To the best of our knowledge only two cases of
breast FL in men have been described. In particular our
patient’s case represents presentation of systemic lymph-
oma as a gynecomastic-like nodule. Moreover the pres-
ence of t(14;18) gave the suggestion of systemic disease
rather than a PBL, as confirmed by staging procedures
in our patient. In fact, incidence of t(14;18) frequently
presents in systemic disease [6].
Conclusions
In summary, follicular lymphoma of the breast in a man
is an uncommon histologic subtype. The presence of a t
(14;18) translocation in our patient’s case also suggests a
disseminated disease rather than a primary lymphoma,
as has already been described in other organs.
Consent
Written informed consent was obtained from the
patient’s next of kin for publication of this manuscript
and any accompanying images. A copy of the written
consent is available for review by the Editor-in-Chief of
this journal.

Competing interests
The authors declare that they have no competing interests.

Author details
1Pathology Unit, National Cancer Institute, Pascale Foundation, Naples, Italy.
2Department of Breast Surgery and Oncology, Division of Breast Surgery,
National Cancer Institute, Pascale Foundation, Naples, Italy. 3Department of
Surgical Sciences, University of Foggia, Foggia, Italy.

Authors’ contributions
GB and RF were responsible for interpretation of the case report. ELM, MDB,
and MD were responsible for provision of study materials or details
regarding our patient. MC, GL, ADC, GL and RF collected and assembled data
and samples for FISH and immunohistochemical analysis. MC was
responsible for PCR clonality analysis. EML, MDB and ADC were responsible
for immunohistochemical evaluation. GL and RF were responsible for FISH
evaluation. All authors were involved in manuscript writing and provided
final approval for the manuscript.
Author details
1Pathology Unit, National Cancer Institute, Pascale Foundation, Naples, Italy.
2Department of Breast Surgery and Oncology, Division of Breast Surgery,
National Cancer Institute, Pascale Foundation, Naples, Italy. 3Department of
Surgical Sciences, University of Foggia, Foggia, Italy.

Received: 9 March 2012 Accepted: 23 July 2012
Published: 23 July 2012

References
1. Ganjoo K, Advani R, Mariappan MR, McMillan A, Horning S: Non-Hodgkin

lymphoma of the breast. Cancer 2007, 110:25–30.
2. Zucca E, Cavalli F: Extranodal lymphomas. Ann Oncol 2000, 11:S219–S222.
3. Domchek SM, Hecht JL, Fleming MD, Pinkus GS, Canellos GP: Lymphomas

of the breast: primary and secondary involvement. Cancer 2002, 94:6–13.
4. Ha CS, Dubey P, Goyal LK, Hess M, Cabanillas F, Cox JD: Localized primary

non-Hodgkin lymphoma of the breast. Am J Clin Oncol 1998, 21:376–380.
5. Voria P, Eby PR, Allison K: Primary breast lymphoma. Radiol Case Rep 2010,

5:351.
6. Franco R, Fernández-Vázquez A, Mollejo M, Cruz MA, Camacho FI, García JF,

Navarrete M, Piris MA: Cutaneous presentation of follicular lymphomas.
Mod Pathol 2001, 14:913–919.

7. Duman BB, Sahin B, Güvenç B, Ergin M: Lymphoma of the breast in a male
patient. Med Oncol 2011, 28:490–493.

8. Mahmood S, Sabih Z, Sabih D: Lymphoma presenting as gynaecomastia.
Biomedical Imag Intervent J 2011, 7:10.

9. Martinelli G, Ryan G, Seymour JF, Nassi L, Steffanoni S, Alietti A, Calabrese L,
Pruneri G, Santoro L, Kuper-Hommel M, Tsang R, Zinzani PL, Taghian A,
Zucca E, Cavalli F: Primary follicular and marginal-zone lymphoma of the
breast: clinical features, prognostic factors and outcome: a study by the
International Extranodal Lymphoma Study Group. Ann Oncol 2009,
20:1993–1999.

10. Brogi E, Harris NL: Lymphomas of the breast: pathology and clinical
behavior. Semin Oncol 1999, 26:357–364.

11. Brustein S, Kimmel M, Lieberman PH, Filippa DA, Rosen PP: Malignant
lymphoma of the breast: a study of 53 patients. Ann Surg 1997,
205:144–150.

12. Wakabayashi H, Maeba T, Maeta H, Tanaka S: A case of primary malignant
lymphoma of the bilateral breast. A study of surgical treatment based
on the clinicopathological evaluation of its local involvement and
postoperative recurrence site. Jpn J Breast Cancer 1999, 9:675–680.

13. Liu MT, Hsieh CY, Wang AY, Pi CP, Chang TH, Huang CC: Primary breast
lymphoma: a pooled analysis of prognostic factors and survival 93 cases.
Ann Saudi Med 2005, 25:288–293.

doi:10.1186/1752-1947-6-217
Cite this article as: La Mantia et al.: Breast systemic follicular lymphoma
in a man: a case report. Journal of Medical Case Reports 2012 6:217.
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
	Introduction
	Case presentation
	Conclusions

	Introduction
	Case presentation
	link_Fig1
	Discussion
	link_Fig2
	link_Fig3
	Conclusions
	Consent
	Competing interests
	References1.KGanjooRAdvaniMRMariappanAMcMillanSHorning2007Non-Hodgkin lymphoma of the breastCancer1102530Ganjoo K, Advani R, Mariappan MR, McMillan A, Horning S: Non-Hodgkin lymphoma of the breast. Cancer 2007, 110:25&ndash;30.2.EZuccaFCavalli2000Extr...
	Author details
	References
	link_CR1
	link_CR2
	link_CR3
	link_CR4
	link_CR5
	link_CR6
	link_CR7
	link_CR8
	link_CR9
	link_CR10
	link_CR11
	link_CR12
	link_CR13


<<
  /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


