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Nephrogeniec’Adenoma Does Not Express NKX3.1
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Sir: Nephrogenic adenond the urinary tracis a benign lesion that is frequently associated
with urothelial injury or inflammation. It is reported in virtually all urothelial lined sites, but is
most commenly found in the urinary bladder (75-80%) and the urethra (12%), including the
prostatie-urethra? Whenidentified in this latter sitdf maybe confused witiprostatic
adenocarcinombecause oits pseudoinfiltrative small glandlike patternof growth. In some
cases, adjunctiviemmunohistochemical testing may be needed to aid irdifierential
diagnostiadistinetion. Previous studies have demonstrated that the prostate -G@soeiated
markera-methylacyleoenzyme A racemase (AMACK)expressed i85%-100%6 of

nephrogenic adenomas>andPSAand PSARan be focally positive in 36% and 50%,

respectively. Additionally,the commonly utilized basal cell markdiigh-molecularweight
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cytokeratin (CK4BE12) and p63 may be negative in nephrogenic aderforighough
immunohistochenaial testingmay provide invaluable ancillary assistarite, expression of
markers frequently used in the evaluation of prostatic glandular lesions is vepgkatais in
nephrogenic adenoma aadubset of casesay have complete immunophenotypic overlap with

prostatic adenocarcinoma

NKX31 isd prostatespecific androgemegulated homeobox gefidlumerous studies
have nowtdocumented tHdKX3.1 immunohistochemistry can seraea highly sensitive and
specificmarkerforcarcinomas oprostate epithelial origifi®° In many diagnostic labs,
NKX3.1 hassbecome the prostasiecretoryepithelial marker of choickecause of its crisp
nuclear pattern ammunaeactivityand high sensitivity even in high grade tumors. To our
knowledgean.immunohistochemical analysiENKX3.1 has not been previousigportedfor

nephrogenic.adenoma.

We retrospectivelgelected 35 nephrogenic adenoma cases identified froRathelogy
Departments-of th€leveland Clinic and the University of Michigan. AHses were reviewed
confirm diagneses and a single block was evaluated with NKX3.1 immunohistocher&ry.
utilized the,prediluted rabbit polyclonal NKX3.1 antibody (1:50 dilution, Catalog number
CP422B, Biocare Medical, Concord, Cé&) the Ventana Benchmark XT system (Ventana
Medical System, Tucson, AZ) with appropriate positive and negative controls liddseveere
pretreated with pretreatment solution from Ventana at pH 7.5 for 40 minutes. Bainngs
for NKX3.sprotein expression was developed using OptiView DAB polymer (Ventana Medica
System) with-hematoxylin as a counterstain. Strong and diffuse nuclear immundyeaeis
considered as positiveactionfor NKX3.1, and prostatic adenocarcinoma and benign prostate
glands wereutilized aspositive internal and externabntrok. NKX3.1 was nonreactivein all 35
of the nephrogenic adenoroases tested, regardless of spedifitologic patterr{Figure 1 and

Figure 2).

Im"conclusion, in our series of 35 nephrogenic adenomas, NKX3.1 expression was
completely absentThis suggés that, unlike othetmmunohistochemical antibodies used as
surrogates gprostaticsecretorylineage, NKX3.1 hapotential utilityas a prostate specific
markerin the differential diagnostidistinction between nephrogenic adenoma and prostatic

adenocarcinoma.
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Figure Legends

Figure 1 A) Tubular pattern of nephrogenic adenoma in a transurethral sppsimenB)

NKX3.1 immunohistochemistry demonstrated no nuclear reactivity in the lesieital

Figure 2: A) Papillary pattern of a nephrogenic adenoma in the prostatic urethva. NBX3.1
immunoreactivity was present in any of the 35 cases tested.
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