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SUMMARY 
Polyorchidism is a rare congenital disorder de-

fined as the presence of more than two testicles for 
which the underlying etiology is unknown. Prior 
research in this laboratory suggested a new ana-
tomical-functional description for polyorchidism 
of Type 3 Subgroup B, or supernumerary testis 
(SNT) attached to the draining epididymis and vas 
deferens without reproductive potential and SNT 
located outside the scrotal sac. The purpose of the 
current investigation was to examine the mech-
anism underlying the role(s) of cadherins and 
catenins in the development of polyorchidism 
using genomic analysis of a cadaveric polyorchid.  
Formyl Fix Paraffin Embedded tissue samples of a 
SNT from a 96-year-old polyorchid were prepared 
using the Accel-NGS 2S Plus DNA Library Kit for 
whole exome sequencing (Integrated DNA Tech-
nology, Coralville, IA). Paired end sequencing was 
carried out using the Illumina NovaSeq 6000 sys-

tem (Illumina, San Diego, CA) using 150 bp reads 
to an average depth of coverage of 44x. BLAST was 
used to analyze and compare the SNT sequence 
to reference genomes in the NCBI database.  Se-
quence analysis of the SNT showed two missense 
mutations that resulted in single nucleotide vari-
ants (SNV) within exons of the N-Cadherin gene 
(CHD2), NT 23, T to C (Leu 8 to Pro) and NT 2441, 
A to G (Asn 845 to Ser), respectively. A mutation in 
the Desmocollin 2 (DSC2) gene was also demon-
strated; NT 2393, G to A.  The present research 
suggests a novel biomolecular mechanism based 
on N-Cad and p120 catenin underlying the devel-
opment of polyorchidism with application to su-
pernumerary organs in other systems and to me-
tastasis of neoplasms.
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ABBREVIATIONS
Adenine (A)

Adhesion Junction/Adhesion Junctions (AJ/AJs)

Amino Acid (AA) 

Cytosine (C)

Epithelial-Cadherin (E-Cad)

Epithelial-to-mesenchymal transition (EMT)

Guanine (G)

Juxtamembrane domain (JMD)

Leucine (Leu)

National Center for Biotechnology Information 
(NCBI)

N-Cadherin/Cadherin 2 gene (CDH2)

Neural-Cadherin (N-Cad)

Nucleotide (NT)

Phenylalanine (Phe)

Premoridal Germ Cells (PGCs)

Proline (Pro)

Sex-Determining Region Y (SRY) 

Single Nucleotide Variants (SNV) 

SRY-Box Transcription Factor 9 (SOX9)

Supernumerary Testis/Testes (SNT/SNTs) 

Supernumerary Testis/Testes (ST/STs)  

Testis-Determining Factor (TDF) 

Testis-Specific Enhancer (TESCO) 

Thymine (T)

INTRODUCTION
Polyorchidism is a rare congenital disorder 

where more than two testicles develop. In 1880, 
the first histological finding of polyorchidism 
was found, and in 1895, the first clinical case was 
confirmed (Lane, 1895; Artul and Habib, 2014; 
Hassan et al., 2008; Hassan et al., 2014). There are 
fewer than 200 human cases reported in medical 
literature. In addition, seven documented cases 
exist in the animal kingdom: two horses, two dogs, 
two cats, and a hummingbird (Roca-Ferrer et al., 
2015; Tamminen et al., 2012; Witt and Bautista, 
2011; Aziz et al., 2016; Talarico et al., 2022). In 
human polyorchids, diagnosis in patients ranges 
from 4 weeks to 75 years in age with a median age 
of 17 years (Mathur et al., 2002; Bergholz, 2009; 
Mittal et al., 2018; Talarico et al., 2022). 

Patients with polyorchidism typically do 
not present with pain or other discomfort on 
clinical evaluation. However, if pain is present, 
it is localized to the scrotum/lower abdomen or 
the region to where the mass is found (Dollard, 
2011; Sakamaoto et al., 2007; Mittal et al., 2018; 
Otero, 2016). Ultrasound and magnetic resonance 
imaging can differentiate between polyorchidism 
and paratesticular lesions (i.e., inguinal lipoma, 
etc.) (Arslanoglu, 2013). Occasionally, there 
are some additional abnormalities seen in 
polyorchids that include testicular maldescent 
(40%), inguinal hernia (30%), testicular torsion 
(13%), hydrocele (9%), and malignancy (6%) 
(Mathur et al., 2002; Tonape et al., 2012; Talarico 
et al., 2022).  Furthermore, polyorchidism is 
associated with an increased risk of testicular 
cancer (Talarico et al., 2018; Bergholz et al., 2009).

In the majority of polyorchid cases, the 
supernumerary testis (SNT) or testes (SNTs) 
are located on the left side with a 3:1 ratio (left 
> right) (Sheah et al., 2004). SNTs are typically 
smaller than the two normal testes (Artul and 
Habib, 2014; Cohen et al., 2017; Talarico et al., 
2022). Prior research has shown that inguinal 
SNTs without reproductive potential tend to be 
infiltrated with adipose tissue with increased 
patient age (Talarico et al., 2022). This has led to 
the suggestion of a novel anatomical-functional 
classification in polyorchidism, Type 3, Subgroups 
A and B (Talarico et al., 2022). 

The mechanism(s) of polyorchidism is unknown, 
but it is hypothesized to result from a malfunction 
or duplication of the gonadal ridge during 
embryological development, possibly involving 
molecular or genetic factors that predispose a 
patient to developing SNTs.

In embryology, the gonadal ridge is the 
precursor to the gonads. The gonadal ridge forms 
during the beginning of testicular development, 
and is derived from intermediate mesoderm. It is 
known that its formation is initiated by coelomic 
epithelial cells on the mesonephros (Yang et al., 
2018; Avellar et al., 2019). The Wolffian duct is 
found in the mesonephros, which contributes to 
the formation of the epididymis, vas deferens, and 
seminal vesicles (Yang et al., 2018; Avellar et al., 
2019).
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From a molecular perspective, the cells of male 
embryos have an X and a Y chromosome. The sex-
determining region of the Y chromosome (Yp11) 
is composed in part of the sex-determining region 
Y (SRY) gene that encodes for testis-determining 
factor (TDF) (Cox, 2013; Hoare et al., 2021). In the 
absence of the SRY gene, the resulting embryo 
will be female. SRY encodes for the transcription 
factor that activates the testis-specific enhancer 
(TESCO) of SRY-Box Transcription factor 9 (SOX9), 
which is responsible for the differentiation of 
the Sertoli cells (Fig. 1) (Albrecht et al., 2001). 
In addition, Sertoli cells are required for testis 
formation and spermatogenesis. These cells 
have both endocrine and paracrine roles 
in spermatogenesis (Iliadou et. al., 2015). 
Steroidogenic Factor 1 also contributes to the 
differentiation of Sertoli cells and is encoded by the 
Nuclear Receptor Subfamily 5 Group A Member 1 
(NR5A1) gene (Fig. 1) (Sekido et al., 2008). SOX9 
levels are unregulated by SRY.  When cellular and 
tissue levels of SRY and SOX9 reach a sufficient 
threshold in the genital ridge, SOX9 upregulation 
causes the development of Sertoli cells (Warr et 
al., 2012). This initiates morphological changes 
leading to the development of testicular tissue 
and incorporation of gametes from the yolk sac in 
the mature testis (Fig. 1) (Warr et al., 2012).

With reference to Fig. 1 and testicular genesis, 
it is important to note that the absence of the SRY 
gene (or presence of an X chromosome instead of 

a Y chromosome) discussed above differs from 
Swyer Syndrome (Ostrer, 2019).  Swyer syndrome 
occurs due to mutations of the SRY gene or deletion 
of the segment of the Y chromosome containing 
the SRY gene (i.e., SRY gene plus additional gene/
partial gene sequence). In either case, there is 
no development of Sertoli cells (Fig. 1) and no 
production of testosterone. The resulting embryo 
will be phenotypically female with bilateral streak 
gonads (infertile), but is genetically male.  Thus, 
most of these patients present clinically as “young 
females” with delayed puberty/amenorrhea 
(Ostrer, 2019). 

Presently, there are several theories regarding 
the development of polyorchidism. The most 
widely accepted theory suggests that during 
development, aspects of mesonephric sections 
accountable for development of the gonads 
undergo degeneration or duplication (Yamamoto 
et al., 2015; Lawrentschuk et al., 2013). When 
incomplete division occurs, incomplete 
polyorchidism (i.e., bilobed testicle) is the 
consequence (Bergholz and Wenke, 2009). Thus, 
the question arises, “What molecular or genetic 
mechanism(s) play roles in the genesis of polyorchids?”

Is it reasonable to suggest that cadherins 
(i.e., adhesion proteins) may be involved in 
polyorchidism?  Cadherins are a superfamily 
of approximately 123 cell adhesion proteins 
that create linkages to adjacent cells through 

Fig. 1.- Genetic Factors Involved in Testes Development. The Sex-Determining Region Y (SRY) gene encodes for the transcription 
factor that activates SRY-BOX Transcription Factor 9 (SOX 9). SOX 9 is responsible for the differentiation of the Sertoli cells. Sertoli 
cells are required for testis formation and spermatogenesis. Nuclear Receptor Subfamily 5 Group A Member 1 (NR5A1) is necessary 
for functional maturation of Sertoli cells (Kato et al., 2012). The SOX 9 and the positive feedback loop for Fibroblast Growth Factor 
9 (FGF9)/ Fibroblast Growth Factor 9 (FGFR2) not only stimulates Sertoli cells but also inhibits β-catenin and Wingless-Type 
MMTV Integration Site Family Member 4 (WNT-4) which, if uninhibited, would lead to the formation of ovaries. [Abbreviations: 
Increased expression (+); Decreased expression (-); Sex-Determining Region Y (SRY); SRY-BOX Transcription Factor 9 (SOX 9); 
Nuclear Receptor Subfamily 5 Group A Member 1 (NR5A1); Fibroblast Growth Factor 9 (FGF9); Fibroblast Growth Factor Receptor 
2 (FGFR2); Wingless-Type MMTV Integration Site Family Member 4 (WNT-4)].
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extracellular domains (Maître and Heisenberg, 
2013).   Originally discovered by Masatoshi 
Takeichi in 1977 (Takeichi, 1977) while studying 
calcium-dependent cell adhesion in hamster 
lung tissue samples,  cadherins are classified 
into distinct groups (Table 1). The most studied 
cadherins are Type I, or classical cadherins, 
including epithelial-cadherin (E-cadherin, E-Cad) 
and neural-cadherin (N-cadherin, N-Cad) (Piprek 
et al., 2019a, 2019b; Piprek et at., 2020).

To achieve cell-to-cell binding, the extracellular 
regions of cadherin molecules composed of five 
or six domains (Fig. 2A) connect to opposing 
domains of cadherin on adjacent cells (Fig. 
2B). These extracellular domains are linked to 
an intracellular domain by a transmembrane 
region.  The intracellular (or cytoplasmic) domain 
interacts with intracellular p120, β-catenin, 
α-catenin (Shapiro and Weis, 2009).  Then, 
α-catenin binds to F-actin filaments (Shapiro and 
Weis, 2009). 

Two first extracellular domains (EC1) from 
either cell come together and attach through 
homophilic binding, with the recognition and 
selectivity of the opposing cadherin mediated 
by the Histidine-Alanine-Valine motif (Piprek 
et al., 2020). The binding takes place primarily 
through two interactions (Fig. 2).  EC1s of both 
cadherins interact with conserved tryptophan 
residues and into conserved hydrophobic pockets 
of the opposing cadherin in a trans configuration, 
which are then further stabilized when docked.   
It is proposed that the trans configuration is 
characterized by creating a “zipper confirmation” 
bringing two cells together through the trans 
attachment of the cadherins. This zipper causes 
an antagonistic tension to the surface tension of 
the cell, causing easier cell-cell contact (Maître 
and Heisenberg, 2013). Additionally, the second 
extracellular domain (EC2) asymmetrically 
attaches to EC1 of a lateral partner cadherin 
through a cis configuration, allowing further 
stabilizing a “cluster” or bundle of cadherins for 

Fig. 2.- General Structure and Interactions of Cadherins. (A) General structure of the cadherin protein showing extracellular 
repeats 1-5 (EC1-EC5) with p120 catenin and beta catenin bound to the intracellular domain, α-catenin bound to β-catenin, and 
EPLIN facilitating connection between alpha catenin and actin. (B) the formation of a cadherin dimer showing to laterally adjacent 
cadherins interacting with each other and two similar cadherins on opposing molecules in cis conformation. (C) Eight cadherins 
representing a cluster of cadherin complexes forming strong AJs. [Abbreviations: Extracellular repeat (EC); Epithelial Protein Lost 
In Neoplasm (EPLIN)].
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the adhesion process (Fig. 2C) (Harrison et al., 
2011). These cadherins contribute to several 
processes within development, ranging from cell 
and tissue formation, cancer cell development, as 
well as helping various signaling pathways (Piprek 
et al., 2019a, 2019b; Piprek et at., 2020).

E-Cads direct Primordial Germ Cells (PGCs) 
as they move to the gonadal ridge under 
controlled expression. Once these cells reach 
their destination at the gonadal ridge, E-Cad and 
N-Cad interact heterophillically from the PGCs 
and the surrounding somatic cells, respectively. 
In the gonadal ridge, coelomic epithelial cells 
will undergo the process of epithelial-to-
mesenchymal transition (EMT), during which 
they reduce cadherin expression in favor of less 
adhesion and promotion of migration (Piprek et 
al., 2019a, 2019b; Piprek et at., 2020).

The purpose of the present research is to 
investigate the mechanism underlying the role(s) 
of cadherins and catenins in the development 
of polyorchidism using genomic analysis of a 
cadaveric polyorchid.

MATERIALS AND METHODS

Cadaveric Material

With the consent given from the Anatomical Gift 
Association of Illinois, the study was conducted 
on a 96-year-old male cadaver at the Advanced 
Human Cadaver Laboratory at North Park 
University (Chicago, Illinois, USA). The anatomical 
donor was embalmed on October 18, 2019, and 
prosection began on August 27, 2020. Medical 
history and hospital records were unavailable. 
Throughout the study, procedure for care and use 
were performed in accordance with both state 
and federal guidelines.

Table 1.  Classification of Cadherins, Origins and Associated Systems/Tissues*.

Classification/
Grouping

Cadherin Origin of Discovery Associated Tissue

Classical Cadherins

Type I

E-Cadherin (CDH1)

N-Cadherin (CDH2)

V79 hamster lung cell 
line

Neuronal Cells

Various epithelia: lung, immune, salivary, liver, 
gallbladder, gastrointestinal, endocrine (ex-
cluding adrenal), bladder, and reproductive 
(male & female, excluding ovary)

Neurons (central & peripheral nervous system), 
cardiac (intercalated discs), thymic epithelium, 
salivary gland (myoepithelial cells), liver (he-
patocytes), gastrointestinal (stomach parietal 
cells), pituitary (pars intermedia, anterior/pos-
terior lobe), pancreas (islet cells), kidney (prox-
imal tubule), testes (seminiferous epithelium), 
mammary gland, ovary, oviduct

Type II

P-Cadherin (CDH3)

R-Cadherin (CDH4)

M-Cadherin (CDH5)

T-Cadherin (CDH13)

Cadherin 12/BR-Cadherin

Mouse embryo, extra-
embryonic ectoderm

Chicken retina

Myogenic mouse cells

White adipose tissue

Neuronal Cells

Placenta, uterine decidua

Neurons and glial cells

Muscle (myoblasts and myotubules)

Adipose tissue

Neurons

Desmosomal
Cadherins

Desmogliens 1-3

Desmocollins 1-3

Epidermis

Variable tissue origin

Integument; desmosome containing tissues

Complex stratified tissues

Protocadherins Pcdh1, Pcdh-2, Pcdh3 Mouse nerve tissue Neural tissues; neuroblastoma cell lines

ST-Cadherin HPT-1 Gastrointestinal tract Liver and intestine; pancreas

*(Amagai and Stanley, 2012; Bornemann and Schmalbruch, 1994; Delva et al., 2009; Gao et al., 2021; Inuzuka et al., 1991; Nose et 
al., 1986; Pancho et al., 2020; Raya-Sandino et al., 2021; Takeichi, 1977; Yamauchi et al., 2014)
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Tissue Preparation

STs and SNTs were excised from the cadaver 
and placed into trays which were then moved to a 
labeled tissue cassette. As previously described in 
Talarico et al. (Talarico et al., 2022), increments of 5 
x 5 mm, sagittal sections of the left and right ST and 
SNTs were obtained using a No. 22 scalpel blade. 
The samples collected were placed into containers 
with Formal Fixx (Thermo Scientific Shandon, 
Hampton, NH, USA). After a 24-hour period, each 
sample was then immersed in a container with 
70% EtOH for 72 hours. After, each sample was 
paraffin embedded, sectioned, and processed at 
the University of Chicago Molecular Diagnostic 
Laboratory Center (University of Chicago, Chicago, IL, 
USA), where DNA extraction took place.

DNA Extraction

Formyl Fix Paraffin Embedded (FFPE) samples 
were prepared using the Accel-NGS 2S Plus DNA 
Library Kit for whole exome sequencing (Integrated 
DNA Technology, Coralville, IA) according to the 
manufacturer’s protocol.  The DNA concentration 
used to establish the library was a minimum of 
500 ng.

Whole Genome Sequencing

Paired end sequencing was carried out using 
the Illumina NovaSeq 6000 system (Illumina, 

San Diego, CA, USA) using 150 bp reads to an 
average depth of coverage of 44x (i.e., there were 
44 “reads” for each base). Sequencing data was 
converted into FASTQ format and demultiplexed 
using the bcl2fastq software from Illumina. 
Paired end reads were aligned to the GRCh37/
hg19 reference genome using the Burrows 
Wheeler Alignment algorithm (Li, 2013). BAM 
files were processed and variants called using 
GATk’s Haplotype Caller best practices pipeline, 
including duplicate reading marking and base 
quality score recalibration (DePristo et al., 2011).

RESULTS

General Summary

Sequence analysis of the SNT shows two missense 
mutations that result in single nucleotide variants 
(SNV) within exons of the N-Cadherin gene 
(CHD2). A mutation in the Desmocollin 2 (DSC2) 
gene was also demonstrated. All identified SNVs 
were translated into amino acid substitutions in 
the polypeptide sequence. 

Genomic Analysis

Thymine to Cytosine

One mutation in the SNT genome occurs at 
Chr18(GRCh37), exon: 1, NT: 25756964, or 
NM_001792.4, NT 23, thymine (T) to cytosine 

Fig. 3.- Thymine to Cytosine Substitution in the SNT Genome of N-Cadherin. BLAST alignments for SNV NM_001792.4 NT 23 T to 
C, against Human (homo sapiens: NM_001792.4) as well as AA translation Leu – Pro, against Human (Homo sapiens: AAH36470.1), 
Rhesus monkey (Macaca mulatta: XM_028838055.1), Bonobo (Pan paniscus: XM_034943719.1), Chimpanzee (Pan troglodytes: 
XM_523898.6), and Pig (Sus scrofa: XP_020951864.1).
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(C) (Walsh et al., 2022a).  When translated this 
nucleotide substitution results in the replacement 
of leucine (Leu) 8 to proline (Pro) (NP_001783.2) 
(Walsh et al., 2022a). This data is shown in Fig. 3.

The normal nucleotide sequence for CDH2 in 
humans against the sequence with the identified 
SNV, T 23 to C is shown in Fig. 3.  Further, the 
translated AA sequence for Leu-Pro against 
multiple species N-Cad sequences are compared 
showing conservation of the normal sequence 
in all but the sequence for Pig (Sus scrofa), which 
matched the Leu-Pro AA substitution. Blasting of 
the sequence in the NCBI Database also showed 
an additional substitution in the sequences 
for Pan paniscus (Bonobo) and Pan troglodytes 
(Chimpanzee), Leu 19 to Phenylalanine (Phe).

Asparagine to Serine

The second mutation found in CDH2 occurs at 
NM_001308176.1, exon 16, NT 2441, dbSNP: 
rs2289664 A to G (Walsh et al., 2022b).  Translation 
of this SNV results in the replacement of asparagine 
(Asn) 845 to serine (Ser) (NP_001295105.1) 
(Walsh et al., 2022b) (Fig. 4).  The alignment of 
the translation product compared against known 
species sequences is shown in Fig. 5.

Fig. 4 shows the normal nucleotide sequence 
against the sequence of the identified SNV from 
full exome sequencing data compared to multiple 
species. Conservation of the normal nucleotide 
sequence is seen differing from the SNV 2441 A 
to G. Also present is the variation of Bonobo and 
Chimpanzee with a substation of SNV 852 C to G. 

The translated result of the identified SNV 
resulting in Ser replacing Asn at position 845 
(AAH36470.1) is shown in Fig. 5. This substitution 
is observed to occur in the cytoplasmic region of 
N-Cad which as shown in Fig. 5 is a conserved 
sequence across multiple similar species. Shown 
in the AA translation, the previously indicated 
variation in Bonobo and Chimpanzee for the NT 
sequence is synonymous and results in the same 
AA in the polypeptide.

Desmocollin 2 (DSC2)

Genomic sequencing of the specimen also 
identified a mutation in DSC2. This mutation 
occurs at NM_004949.3, Exon: 15, NT: 2393, G 
to A, dbSNP: rs61731921 (Walsh et al., 2022c). 
[Sequence alignment is not shown.] 

DISCUSSION

Overall Summary of Results

In previous work done in this laboratory, a 
unique case of tetraorchidism suggested a novel 
classification of polyorchidism and demonstrated 
SNTs could be more prevalent due to misdiagnosis 
as lipomas (Talarico et al., 2022). The purpose of 
this study was to explore a potential link between 
cadherins and polyorchidism, because the mech-
anism underlying the development of polyorchi-
dism is unclear (Bergholz and Wenke, 2009; Artul 
and Habib, 2014; Cohen et al., 2017).  Through full 
exome sequencing of the SNT, this research dis-
covered two missense mutations within the CDH2 
gene (Leu 8 to Pro and Asn 845 to Ser). Since the 

Fig. 4.- Adenine to Guanine Mutation in N-Cadherin of SNT. BLAST alignments for NM_001308176.1 2441 A to G, against Human 
(Homo sapiens: NG_011959.1, Rhesus monkey (Macaca mulatta: XM_028838057.1, Bonobo (Pan paniscus: XM_034943719.1, and 
Chimpanzee (Pan troglodytes: XM_016933484.2).
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Leu 8 to Pro mutation occurs in the prodomain re-
gion of N-Cad, the prodomain region is cleaved off 
of the cadherin molecule; resulting in the activa-
tion of the final product.  Due to the prodomains 
cleavage, it is not present in the final product of 
the functional protein that is inserted into the 
cell membrane (Latefi et al., 2009). This mutation 
does not likely play a role in polyorchidism and 
will not be addressed. The Asn 845 to Ser muta-
tion occurs in the cytosolic portion of the N-Cad, 
which could cause improper binding to the p120 
catenin. These findings present a novel model for 
the development of polyorchidism building on the 
gonadal ridge theory.  Finally, the current study 
provides support for the association between 
cryptorchidism, polyorchidism and cancer.

N-Cadherin and p120 Catenin

As previously stated, full exome sequencing of 
cadaveric SNT tissue identified two mutations in 
the CDH2 gene. The first of the N-Cad mutations 
(Leu-8 > Pro) occurs in the prodomain of the 
cadherin protein, which is cleaved off during 
protein maturation in the late Golgi Apparatus 
(Latefi et al., 2009). Based on this, it is reasonable 
to suggest that there is little functional change 
given its absence in the final functional protein 
structure, as well as its distance from the cleavage 
site, given the location of the mutation at Leu 8 of 
the ~130 AA prodomain (Koch et al., 1993). 

The second N-Cad mutation (Asn-845 > Ser) is 
located in the cytosolic domain of the cadherin 
protein that is a highly conserved sequence 
of the cadherin protein family (Kister et al., 
2001). Specifically, the region referred to as the 
juxtamembrane domain (JMD). This region of 
N-Cad and other classical cadherins is responsible 
for the binding of p120 catenin (Fig. 2) (Kourtidis 
et al., 2013).

p120 catenin is a member of the catenin family 
of armadillo repeat (conserved alpha helix 
repeats) containing proteins that have multiple 
regulatory functions in Rho GTPase function, 
nuclear signaling, and regulation/maturation of 
adhesion junctions (AJs) (Kourtidis et al., 2013). 
The p120 gene contains 4 alternatively spliced 
exons and 4 different transcriptional start sites 
that can produce 64 different isoforms of the p120 
protein. Loss of functional p120 can have mild-to-
significant effects based on affected tissue types 
(Hernández-Martínez et al., 2019). p120 is also 
highly regulated by multiple serine, threonine, 
and tyrosine sites that can be phosphorylated 
(Kourtidis et al., 2013; Fukumoto, 2007). Specific 
functions of each isoform have not been well fully 
investigated. However, there is a known change in 
the ratio of p120 isoform expression during EMT 
(Kourtidis et al., 2013; Zhang et al., 2014).

Celomic epithelial cells of the gonadal ridge 
proliferate and undergo EMT resulting in the 

Fig. 5.- Translation of A to G Mutation in N-Cadherin Changes Asparagine to Serine. BLAST alignment for amino acid sequence 
of SNV NM_001308176.1 NT 2441 A to G, against Human (Homo sapiens: NP_001295105.1), Rhesus Monkey (Macaca mulatta: 
XP_014977198.1), Chimpanzee (Pan troglodytes: XP_0716788973.1), Bonobo (Pan paniscus: XP_034799610.1), and pig (Sus scrofa: 
XP_020951864.1).
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formation of the gonadal ridge (Piprek et al., 
2020). During this time, alternate expression of 
p120 catenin results in reduced adhesion in favor 
of cell motility (Acloque et al., 2009). Based on 
the mutation (Asn 845 > Ser) found in N-Cad in 
the present study, it is reasonable to suggest that 
the potential for p120 to decouple from N-Cad 
(Fig. 6) results in reduced clustering activity 
and potential endocytosis yielding a reduction 
of available N-Cad in the cell membrane. 
Impairment of cellular adhesion at this stage of 
gonad development could initiate the detachment 
between the proliferating somatic cells of the 
gonadal ridge as they encapsulate migrating PGCs. 
Therefore, it is reasonable to suggest that reduced 
adhesion of somatic cells at this stage of gonadal 
development could result in aberrant division of 
the gonadal ridge yielding SNTs. Another potential 
outcome would be the incomplete separation of 
the gonadal ridge resulting in partial separate 
development and formation of a bilobed testicle 
or incomplete polyorchidism (Hekmatnia et al., 
2016). 

Support of the Proposed Model from Studies on 
Neoplasms

It has been shown that during EMT, there is a 
decrease in E-Cad expression. The effects of this 
are weakened cell AJs which allow for detachment 
and migration of individual cells. Also seen during 
EMT is an increase in N-Cad expression (Saénz-de-
Santa-María et al., 2020). “N-cadherin expression, 
which is thought to contribute to a stroma-oriented 
cellular adhesion profile leading to more motile, 
invasive and metastatic cell phenotypes.” In 
cancer, EMT is pivotal to supporting metastasis, 
chemoresistance, and tumor stemness (i.e., tumor 
cell ability to proliferate and differentiate) (Loh et al., 
2019). Furthermore, elevated levels of soluble N-Cad 
have been found in the serum of cancer patients, 
specifically those with cancers of the prostate, 
breast, or urinary bladder (Cao et al., 2019).

As discussed by Cao et al. (2019), breast cancer, 
pancreatic cancer, melanoma, multiple myeloma, 
lung cancer, prostate cancer and squamous cell 
carcinoma have all been found in connection 

Fig. 6.- Suggested Mechanism for Cadherin in the Genesis of Polyorchidism.  (A) Decoupling of p120 catenin from adhesion 
complex due to N-Cad mutation in JMD. (B) shows separation of adjacent cadherin dimers due to lack of clustering activity normally 
facilitated by p120 catenin. (C) shows how lack of clustering activity fails to allow the formation of clustered AJs. [Abbreviations: 
Extracellular Repeat (EC); Epithelial Protein Lost In Neoplasm (EPLIN); Adhesion Junction (AJ); Juxtamembrane domain (JMD)].
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to increased expression of N-Cad. When N-Cad 
expression is increased, collective migration 
occurs in tumor cells. In contrast, deletion of 
the intracellular domain, or just the β-catenin 
binding domain of N-Cad will result in higher 
incidences of individual migration, or cancer cells 
detaching and migrating from their cell clusters 
(Mrozik et al., 2018). β-catenin is one component 
of the N-Cad protein complex, connecting the 
transmembrane portion to the actin cytoskeleton. 
It is plausible that the missense mutation 
discovered in the present study  occurs within the 
same region of the protein complex, resulting in a 
similar disruption as deletion of β-catenin. 

The novel model presented here suggests 
a relationship between the development of 
polyorchidism and cancer metastasis based on 
two criteria.  The first supportive evidence comes 
from the genomic sequencing of a cadaveric 
SNT that showed a mutation in the cytoplasmic 
domain of N-Cad. This mutation was located at a 
point within the sequence where the N-Cad binds 
to p120 catenin. Because “membrane expression 
and lateral clustering of N-Cad is dependent upon 
p120 catenin” (Mrozik et al., 2018), it is reasonable 
to suggest that the mutation identified in the 
present work might impact how efficiently N-Cad 
can provide intercellular adhesion (Fig. 6 and Fig. 

7). This investigation suggests that mutant N-Cad 
affects the binding of p120 (Fig. 6) resulting in 
abnormal separation of the gonadal ridge and 
expression of the polyorchid phenotype (Fig. 7). 
Therefore, using the same reasoning this novel 
mechanism may promote a similar detachment of 
cells in tumors, resulting in neoplastic migration. 

The second supporting evidence for this 
model is that polyorchids have a higher risk for 
testicular cancer (Nurfajri et al., 2021; Talarico 
et al., 2018; Talarico et al., 2022). Prior research 
done by Mrozik (Mrozik et al., 2018) also reports 
that aberrant expression of N-Cad is a “well-
documented feature of epithelial malignancies”. 
Epithelial cells in the testes, also known as 
germinal epithelium, exist lining the walls of the 
seminiferous tubules. One of the many structures 
that N-Cad is responsible for is the arrangement 
of the seminiferous epithelium (Piprek et al., 
2020). Thus, a loss of adhesive capabilities due to 
a cytoplasmic mutation of N-Cad in the germinal 
epithelium could be linked to both testicular 
cancer and polyorchidism. 

Significance of the Current Work

N-Cad has been known to promote cell survival, 
migration, and invasion relative to progression of 
neoplasms (Yu et al., 2019).  Further, it has been 

Fig. 7.- Suggested Development of Polyorchidism in Association with Mutated N-Cadherin.  The traditional pathways for gonadal 
development are shown in “black” (also see Fig. 1). In the novel mechanism proposed in this investigation (shown in “dark red”), 
a mutation in N-Cad can lead to decoupling of p120 catenin causing migration of cells from the gonadal ridge to another location, 
thus resulting in polyorchidism. [Abbreviations: Increased expression (+); Decreased expression (-); Sex-Determining Region Y 
(SRY); SRY-BOX Transcription Factor 9 (SOX 9); Nuclear Receptor Subfamily 5 Group A Member 1 (NR5A1); Fibroblast Growth 
Factor 9 (FGF9); Fibroblast Growth Factor Receptor 2 (FGFR2); Wingless-Type MMTV Integration Site Family Member 4 (WNT-4); 
N-Cadherin (N-Cad)].
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shown that elevated (i.e., expressed) levels of 
N-Cad from neoplasms are associated with poor 
prognosis (Mariotti et al., 2007). In prior research 
done by Mrozik et al. (2018), over-expression of 
an N-Cad mutant, where the extracellular domain 
was fused to the anti-binding domain of α-catenin 
impeded the movement of follower cells. This 
demonstrates that N-Cad-actin linkage is vital 
for efficient, collective cell migration. In the novel 
mechanism presented, a mutation for N-Cad 
could have the same result. In the gonadal ridge, 
coelomic epithelial cells undergo EMT where AJ 
expression is reduced in favor of greater motility. 
With the mutant N-Cad discovered in this work, 
impaired binding of p120 catenin likely results 
in the reduction of AJ binding strength. Thus, it 
is reasonable to suggest that a decrease in N-Cad 
clustering fosters an environment for decreased 
AJ binding strength.  This can lead to increased 
motility of individual cells of the gonadal ridge, 
resulting in aberrant division and the development 
of polyorchidism. This same mechanism could 
apply in some instances of metastatic neoplasms.

Future Work

Genomic analysis of a SNT lead to the discovery 
of a novel N-Cad mutation. Using this N-Cad 
mutation and known factors involved in testicular 
genesis, a new molecular model was suggested for 
the development of polyorchidism. This work lays 
the foundation for future studies at the molecular 
and genetic level to further refine all factors and 
their mechanistic roles in the genesis of this 
pathology. As suggested by the current work, 
future studies may also show the application to 
oncologic models, as well as pathologies in other 
organ systems. 

Additional Findings

An additional finding from genomic sequencing 
of the male polyorchid in the present work identified 
a mutation in DCS2.  This mutation is known to be 
associated with arrhythmogenic right ventricular 
cardiomyopathy, type II.  The cause of death of 
the polyorchid was charted as cardiomyopathy.  A 
survey of the scientific literature did not document 
any known association between polyorchidism 
and this mutation in DCS2.  

Limitations

The research was conducted on a postmortem, 
96-year-old male anatomical donor.  Access to the 
comprehensive medical, social and occupational 
histories of the donor were not available. It is 
unknown if the donor was aware of the condition, 
if he had a family history of polyorchidism or 
reproductive challenges. Further, secondary to 
embalming solutions used in this donor and the 
time from initial embalming, DNA extraction from 
the STs did not yield a library for analysis.  However, 
the NCBI database allowed the utilization of the 
BLAST with known, unaltered genomic sequence 
for unaffected human and animal testes.  Lastly, 
because of the limited number of polyorchids, this 
study represents the genomic analysis of only one 
subject.

CONCLUSION
The etiology of polyorchidism is currently 

unknown, however, the present work establishes 
a plausible genetic theory based on N-Cad 
and p120 catenin. This work may apply to the 
development of supernumerary organs in other 
systems and in the development and metastasis 
of neoplasms. Finally, this work establishes a 
strong foundation for further exploration into the 
molecular mechanics of cell adhesion as it relates 
to findings in gross anatomy.

ACKNOWLEDGEMENTS

The authors wish to express their sincere 
gratitude to the patient and his family, who donated 
his remains to medical research and education.  
We also wish to thank the director and staff of 
Anatomical Gift Association of Illinois (Chicago, 
Illinois, USA) for their expertise in preparing 
this anatomical donor’s remains for the present 
study. We also express our sincere appreciation 
to Daniela Del Gaudio, Director, Molecular 
Diagnostic Laboratory, Kelly Arndt, Genomics 
Laboratories Manager, Pricilla Kandikatla, Senior 
Molecular Genomics Technologist, and the team 
at the University of Chicago Tissue Processing 
Center (University of Chicago, Chicago, IL, USA).



Cadherins and catenins in polyorchidism

44

NOTES ON CONTRIBUTORS
JACK D. WALSH received his B.S. in Molecular Biology and 

Biotechnology from North Park University (Chicago IL, USA).  Mr. Walsh 
served in the Biology Department at North Park University, where he 
participated in many projects to improve the laboratories as well as 
maintenance of equipment and preparation of laboratory venues for 
Cell Biology and Genetics. His honors include the Outstanding Senior 
in Biology Award, and active memberships in the Tri Beta Biological 
Honors Society and the American Society for Cell Biology, and the 
American Society for Biochemistry and Molecular Biology. Currently, 
Mr. Walsh is perusing his Doctorate of Philosophy in Chemistry and 
Biochemistry at the Georgia Institute of Technology (Atlanta, GA, USA).

ERNEST F. TALARICO, JR., serves in the appointments of Adjunct 
Professor of Anatomy (North Park University, Chicago, IL USA); Visiting 
Professor of Anatomy and Radiology, Medical Student Academic Adviser, 
and Research Adviser at Tan Tao University School of Medicine (Long 
An, Việt Nam).  He is a founding member of the medical advisory board 
and founder of the Center for Medical Education and Research at the 
new Nam Can Tho University Hospital (Can Tho, Việt Nam).  Dr. Talarico 
is a consultant and lead prosector for the Anatomical Gift Association 
of Illinois (Chicago, IL USA), and senior research consultant in the 
Cardiovascular Research Laboratories, Methodist Hospital (Merrillville, 
IN USA).  He created and served as director for the International 
Human Cadaver Prosection Program, which in 2008 received the 
award for most outstanding and innovative program in undergraduate 
and continuing medical education from the AAMC Central Group on 
Educational Affairs. He is creator of the “Talarico Protocol for Human 
Gross Anatomy” and is the 2008 recipient of the Partnership Matters 
Award from the Northwest Indiana Area Health Education Center. In 
recognition of his work and innovations in anatomical education, in 
October 2010, Dr. Talarico was inducted as a fellow into the Northwest 
Indiana Society of Innovators.

JOSEPH G. CASTANEDA is currently a junior, undergraduate 
student at North Park University (Chicago, IL USA) working on a B.S. in 
Biomedical Sciences.  He has served as a prosector in the human gross 
anatomy laboratory.  Mr. Castaneda created a multi-media presentation 
focused on aneurysms of brachial plexus that is used to educate other 
students and prosectors, and he presented this novel education project/
research, as well as his prior research on polyorchidism, at the 2022 
International Conference of the Human Anatomy and Physiology 
Society.  Mr. Castaneda currently works as a medical scribe, and he 
continues with his research on multi-media use for student learning in 
anatomical education. He plans to attend medical school. 

SANA M. WAHAB is a 2021 graduate from North Park University 
(Chicago, IL USA). She graduated with a B.S. in Biomedical Sciences. Ms. 
Wahab was involved in various academic groups including Women in 
STEM, the American Medical Student Association, the Tri Beta Honor 
Society, as well as cadaveric exploration groups. She also served as a 
teaching assistant and supplemental instructor for human anatomy. 
Ms. Wahab is currently working as a medical transcriptionist and 
applying to medical school.

KATELYN M. PAULUS is a junior undergraduate student in the 
Exercise Science program at North Park University (Chicago, IL USA). 
Her area of concentration is Kinesiology. Ms. Paulus has served in 
the cadaver prosection laboratory, and she created a multi-media 
presentation that is used to educate students about the brachial plexus 
and the innervated muscles. Ms. Paulus has consistently achieved the 
North Park University Dean’s List, while serving as captain of, and 
leading, the North Park University Dance Team.

AMY E. STROMBERG graduated from North Park University 
(Chicago, IL USA) in 2021 with a B.S in Biomedical Sciences and a minor 
in Psychology. She has served as a teaching assistant for anatomy and 
zoology, and has worked as the animal care coordinator for the zoology 
laboratory.  Ms. Stromberg’s prior student research focused on the roles 
of melanism in urban pigeons. She is currently serves as an emergency 
medical technician in Chicago and plans to attend medical school.

VICTORIA N. OLSON graduated in 2021 from North Park University 
(Chicago, IL USA), Summa Cum Laude with a B.A. in Biomedical Sciences 
and a minor in Chemistry. She served as an anatomy teaching assistant 
and an undergraduate learning assistant for advanced physiology, as 

well as Treasurer of the Tri Beta Honor Society. Ms. Olson created a 
human cadaver imaging atlas that has been implemented as a learning 
tool at North Park University. She is a member of the American Medical 
Student Association and is currently applying to medical school.

GRIFFIN D. HALL graduated in 2022 with a Bachelor of Arts in 
Biochemistry from North Park University (Chicago, IL USA). Mr. Hall 
served as a laboratory assistant, supplemental instruction leader, 
and teaching assistant for classes such Organic Chemistry, Survey of 
Organic Chemistry and Biochemistry, and Introduction to Anatomy. 
Mr. Hall is currently pursuing his Doctor of Pharmacy at Roosevelt 
University College of Pharmacy (Chicago, IL USA) in the summer of 
2022.

PAUL J. JANUS received his Ed.D. in Higher Education and Adult 
Learning from Walden University (Minneapolis, MN USA).  Dr. Janus 
serves as Assistant Professor of Biology and the Director of Anatomical 
Research at North Park University (Chicago, IL USA). Dr. Janus also 
serves as the undergraduate student academic adviser, and he has 
served as the Laboratory Manager for the Department of Biology. 

NICHOLAS R. ROCCO is a doctor of allopathic medicine; graduated 
from Uniformed Services University of Health Sciences School of 
Medicine (Bethesda, MD USA). Dr. Rocco has completed extensive 
training in urology, and he serves as Department Head of Urologic 
Surgery at United States Naval Hospital Guam (Agana Heights, Guam). 
Dr. Rocco has completed extensive training in urology at Naval Medical 
Center San Diego (San Diego, CA USA). He now serves as Department 
Head of Urologic Surgery at United States Naval Hospital Guam (Agana 
Heights, Guam.

REFERENCES
ALBRECHT KH, EICHER EM (2001) Evidence that Sry is expressed 

in pre-Sertoli cells and Sertoli and granulosa cells have a common 
precursor. Dev Bio, 240(1): 92-107. 

ACLOQUE H, ADAMS MS, FISHWICK K, BRONNER-FRASER M, 
NIETO MA (2009) Epithelial-mesenchymal transitions: the importance 
of changing cell state in development and disease. J Clin Invest, 119(6): 
1438-1449. 

AMAGAI M, STANLEY JR (2012) Desmoglein as a target in skin 
disease and beyond. J Invest Dermatol, 132(3) (Pt2): 776-784. 

ARSLANOGLU, A, TUNCEL SA, HAMARAT M (2013) Polyorchidism: 
Color doppler ultrasonography and magnetic resonance imaging 
findings. Clin Imaging, 37(1): 189-191. 

ARTUL S, HABIB G (2014) Polyorchidism: two case reports and a 
review of the literature. J Med Case Rep, 8: 464-468. 

AVELLAR MCW, RIBEIRO CM, DIAS-DA-SILVA MR, SILVA EJR (2019) 
In search of new paradigms for epididymal health and disease: innate 
immunity, inflammatory mediators, and steroid hormones. Andrology, 
7(5): 690-702.  

AZIZ W, REHMAN KU, RAFIQUE MZ (2016) Doppler ultrasound 
findings in a patient with primary infertility and triorchidism. BMJ Case 
Rep, 2016: 215346. 

BERGHOZ R, WENKE K (2009) Polyorchidism: a meta-analysis. J 
Urol, 182(2): 2422-2427. 

BORNEMANN A, SCHMALBRUCH H (1994) Immunocytochemistry of 
M-cadherin in mature and regenerating rat muscle. Anat Rec, 239(2): 
119-125. 

CAO Z-Q, WANG Z, LENG P (2019) Aberrant N-cadherin expression 
in cancer. Biomed Pharmacother, 118: 109320. 

COHEN T, AGARD H, PAREKH N, CLARK C (2017) Management 
of bilateral undescended bilobed testes and review of the literature. 
Urology, 110: 213-215. 

COX T (2013) Sex-determining region Y in mammals. The Embryo 
Project Encyclopedia. Arizona State University, http://embryo.asu.edu/
handle/10776/6887.



Jack D. Walsh et al.

45

DELVA E, TUCKER DK, KOWALCZYK AP (2009) The desmosome. Cold 
Spring Harb Perspect Biol, 1(2): a002543.

DEPRISTO MA, BANKS E, POPLIN R, GARIMELLA, KV, MAGUIRE 
JR, HARTL C, PHILIPPAKIS AA, DEL ANGEL G, RIVAS MA, HANNA 
M, MCKENNA A, FENNELL TJ, KERNYTSKY AM, SIVACHENKO AY, 
CIBULSKIS K, GABRIEL SB, ALTSHULER D, DALY MJ (2011) A framework 
for variation discovery and genotyping using next-generation DNA 
sequencing data. Nat Genet, 43: 491-498.

DOLLARD DJ, FOBIA JB (2011) Extra scrotal spermatocele causing 
lower abdominal pain: a first case report. Am J Emerg Med, 29(3): 358.
e7-358.e9. 

FUKUMOTO Y, SHINTANI Y, REYNOLDS AB, JOHNSON KR, 
WHEELOCK MJ (2008) The regulatory or phosphorylation domain of 
p120 catenin controls E-cadherin dynamics at the plasma membrane. 
Exp Cell Res, 314(1): 52-67.

GUO B, QI M, HUANG S, ZHUO R, ZHANG W, ZHANG Y, XU M, LIU M, 
GUAN T, LIU Y (2021) Cadherin-12 regulates neurite outgrowth through 
the PKA/Rac1/Cdc42 pathway in cortical neurons. Front Cell Dev Biol, 9: 
768970. 

HARRISON OJ, JIN X, HONG S, BAHNA F, AHLSEN G, BRASCH J, WU 
Y, VENDOME J, FELSOVALYI K, HAMPTON CM, TROYANOVSKY SM, 
SHAPIRO L, HONIG B (2011) The extracellular architecture of adherens 
junctions revealed by crystal structures of type I cadherins. Structure, 
19(2): 244-256. 

HASSAN A, EL-MOGY MS, MOSTAFA T (2008) Triorchidism: a case 
report and review of similar conditions. Andrologia, 40(4): 265-269. 

HASSAN A, ELHANBLY S, EL-MOGY MS, MOSTAFA T (2014) 
Triorchidism: two case reports. Andrologia, 46(9): 1073-1077. 

HEKMATNIA F, MOMENI M, HEKMATNIA A, BARADARAN MAHDAVI 
MM (2016) A bilobed testicle diagnosed with ultrasound in an 18-year-
old boy. J Res Med Sci, 21: 62. 

HERNÁNDEZ-MARTÍNEZ R, RAMKUMAR N, ANDERSON KV (2019) 
p120-catenin regulates WNT signaling and EMT in the mouse embryo. 
Proc Natl Acd Sci USA, 116(34): 16872-16881. 

HOARE BS, KHAN YS (2022) Anatomy, abdomen and pelvis, female 
internal genitals. In: StatPearls [Internet]. Treasure Island (FL): 
StatPearls Publishing, Available from: https://www.ncbi.nlm.nih.gov/
books/NBK554601/.

ILIADOU PK, TSAMETIS C, KAPRARA A, PAPADIMAS I, GOULIS DG 
(2015) The sertoli cell: novel clinical potentiality. Hormones (Athens, 
Greece), 14(4): 504-514. 

INUZUKA H, REDIES C, TAKEICHI M (1991) Differential expression 
of R- and N-cadherin in neural and mesodermal tissues during early 
chicken development. Development, 113: 959-967.

KATO T, ESAKI M, AYMAI M, YAYOI I (2012) NR5A1 is required for 
functional maturation of Sertoli cells during postnatal development. 
Reproduction, 143(5): 663-672. 

KISTER AE, ROYTBERG MA, CHOTHIA C, VASILIEV JM, GELFAND IM 
(2001) The sequence determinants of cadherin molecules. Protein Sci, 
10(9): 1801-1810. 

KOCH AW, FAROOQ A, SHAN W, ZENG L, COLMAN DR, ZHOU 
MM (2004) Structure of the neural (N-) cadherin prodomain 
reveals a cadherin extracellular domain-like fold without adhesive 
characteristics. Structure, 12(5): 793-805. 

KOURTIDIS A, NGOK SP, ANASTASIADIS PZ (2013) p120 catenin: an 
essential regulator of cadherin stability, adhesion-induced signaling, 
and cancer progression. Prog Mol Biol Transl Sci, 116: 409-432. 

LANE WA (1895) A case of supernumerary testis. Trans Clin Soc Lond, 
28: 59-60.

LATEFI NS, PEDRAZA L, SCHOHL A, LI Z, RUTHAZER ES (2009) 
N-cadherin prodomain cleavage regulates synapse formation in vivo. 
Dev Neurobiol, 69(8): 518-529. 

LAWRENTSCHUK N, MACGREGOR RJ (2013) Polyorchidism: a case 
report and review of the literature. ANZ J Surg, 74(12): 1130-1132. 

LI H (2013) Aligning sequence reads, clone sequences and assembly 
contigs with BWA-MEM. ArXiv, Cornell University, arXiv:1303.3997v2 
[q-bio.GN].

LOH CY, CHAI JY, TANG TF, WONG WF, SETHI G, SHANMUGAM MK, 
CHONG PP, LOOI CY (2019) The e-cadherin and n-cadherin switch 
in epithelial-to-mesenchymal transition: signaling, therapeutic 
implications, and challenges. Cells, 8(10): 1118. 

MAÎTRE JL, HEISENBERG CP (2013) Three functions of cadherins in 
cell adhesion. Curr Biol, 23(14): R626-R633. 

MARIOTTI A, PEROTTI A, SESSA C, RÜEGG C (2007) N-cadherin as 
a therapeutic target in cancer. Expert Opin Invest Drugs, 16(4): 451-465. 

MATHUR P, PRABHU K, KHAMERSRA HL (2002) Polyorchidism 
revisited. Pediatr Surg Int, 18(5-6): 499-450. 

MITTAL PK, ABDALLA AS, CHATTERJEE A, BAUMGARTEN DA, 
HARRI PA, PATEL J, MORENO CC, GABRIEL H, MILLER FH (2018) 
Spectrum of extratesticular and testicular pathologic conditions at 
scrotal MR imaging. Radiographics, 38(3): 806-830. 

MROZIK KM, BLASCHUK OW, CHEONG CM, ZANNETTINO ACW, 
VANDYKE K (2018) N-cadherin in cancer metastasis, its emerging role 
in haematological malignancies and potential as a therapeutic target in 
cancer. BMC Cancer, 18(1): 939 P1-16. 

NOSE A, NAGAFUCHUI A, TAKEICHI M (1986) Expressed 
recombinant cadherins mediate cell sorting in model systems. Cell, 
54(7): 993-1001.

NURFAJRI DH, PRANOTO D, PRAMOD SV, SAFRIADI F, HERNOWO BS 
(2021) Polyorchidism and testicular malignancy, what can we learn: A 
case report. Urol Case Rep, 39: 101828.

OSTRER H (2019) Swyer Syndrome. National Organization for Rare 
Disorders (NORD), available from:  https://rarediseases.org/rare-
diseases/swyer-syndrome/.

OTERO J, BEN-YAKAR N, ALEMAYEHU B, KOZUSKO SD, BORAO F, 
VATES III TS (2016) A unique case of intraabdominal polyorchidism: a 
case study. Case Rep Urol, 2016: 2729614.

PANCHO A, AERTS T, MITOSGIANNIS MD, SEUNTJENS E (2020) 
Protocadherins at the crossroad of signaling pathways. Front Mol 
Neurosci, 13: 117. 

PIPREK RP, KOLASA M, PODKOWA D, MALGORZATA K, KUBIAK JZ 
(2019a) Tissue-specific knockout of E-cadherin (Cdh1) in developing 
mouse gonads causes germ cell loss. Reproduction, 158(2): 147-157. 

PIPREK RP, KOLASA M, PODKOWA D, MALGORZATA K, KUBIAK 
JZ (2019b) N-cadherin is critical for the survival of germ cells, the 
formation of steroidogenic cells, and the architecture of developing 
mouse gonads. Cells, 8(12): 1610.

PIPREK RP, MALGORZATA K, MIZIA P, KUBIAK JZ (2020) The central 
role of Cadherins in gonad development, reproduction, and fertility. Int 
J Mol Sci, 21(21): 8264.

RAYA-SANDINO A, LUISSINT AC, KUSTERS DHM, NARAYANAN V, 
FLEMMING S, GARCIA-HERNANDEZ V, GODSEL LM, GREEN KJ, HAGEN 
SJ, CONWAY DE, PARKOS CA, NUSRAT A (2021) Regulation of intestinal 
epithelial intercellular adhesion and barrier function by desmosomal 
cadherin desmocollin-2. Mol Biol Cell, 32(8): 753-768. 

ROCA-FERRER J, RODRIGUEZ E, RAMIREZ GA, MORAGAS C, SALA M 
(2015) A rare case of polyorchidism in a cat with four intra-abdominal 
testes. Reprod Domest Animi, 50(1): 172-176.

SAKAMOTO H, SAITO K, OOHTA M, INOUE K, OGAWA Y, 
YOSHIDA H (2007) Testicular volume measurement: comparison of 
ultrasonography, orchidometry, and water displacement. Urology, 
69(1): 152-157.

https://www.ncbi.nlm.nih.gov/books/NBK554601/
https://www.ncbi.nlm.nih.gov/books/NBK554601/


Cadherins and catenins in polyorchidism

46

SEKIDO R, LOVELL-BADGE R (2008) Sex determination involves 
synergistic action of SRY and SF1 on a specific Sox9 enhancer. Nature, 
453(7197): 930-934.  

SHEAH K, TEH HS, PEH OH (2004) Supernumerary testicle in a case 
of polyorchidism. Ann Acad Med Singap, 33(3): 368-370. 

SHAPIRO L, WEIS WI (2009) Structure and biochemistry of cadherins 
and catenins. Cold Spring Harb Perspect Biol, 1(3): a003053. 

TALARICO JR EF, CASTANEDA JG, WAHAB SM, PAULUS KM, 
WALSH JD, STROMBERG AE, OLSON VN, JANUS PJ, ROCCO NR (2022) 
An unusual case of quadruple polyorchidism in a human cadaver 
mimicking bilateral lipoma. Eur J Anat, 26(1): 117-131. 

TALARICO JR EF, MAS JL, JONES JA (2018) Characterization and 
radiographic study of stage III testicular cancer in a 31-year-old male 
patient. Eur J Anat, 22(3): 241-256.

TAKEICHI M (1977) Functional correlation between cell adhesive 
properties and some cell surface proteins. J Cell Biol, 75(2 Pt 1): 464-
474. 

TAMMINEN TM, LEINONEN MR, KACK H, ANDERSSON M (2012) A 
polyorchid dog. Reprod Domests Anim, 47(2): e26-28. 

TONAPE T, SINGH G, KOUSHIK P, TUMEPALLI T (2012) Triorchidism: 
a rare genitourinary abnormality. J Surg Tech Case Rep, 4(2): 126-128. 

WALSH JD, TALARICO JR EF, JANUS PJ (2022a) Homo sapiens 
Cadherin 2 (CDH2) In polyorchidism, partial cds Genbank Direct 
Submission, National Center for Biotechnology Information 
(Submission SNP No. 2137544389, Local Identifier: CDH2V1).

WALSH JD, TALARICO JR EF, JANUS PJ (2022b) Homo sapiens 
Cadherin 2 (CDH2) In polyorchidism, partial cds Genbank Direct 
Submission, National Center for Biotechnology Information 
(Submission SNP No. 5981325822, Local Identifier: CDH2V2).

WALSH JD, TALARICO JR EF, JANUS PJ (2022c) Homo sapiens 
Desmocollin 2 In polyorchidism, partial cds Genbank Direct Submission, 
National Center for Biotechnology Information (Submission SNP No. 
5981325823, Local Identifier: DCS2V1).

WARR N, GREENFIELD A (2012) The molecular and cellular basis of 
gonadal sex reversal in mice and humans. Wiley Interdiscip Rev Dev Biol, 
(4): 559-777. 

WITT CC, BAUTISTA E (2011) Triorchidism in a Hummingbird. 
Wilson J Ornithol, 123(3): 632-635. 

YAMAUCHI T, IWABU M, OKADA-IWABU M, KADOWAKI T (2014) 
Adiponectin receptors: a review of their structure, function and how 
they work. Best Pract Res Clin Endocrinol Metab, 28(1): 15-23. 

YAMAMOTO T, MATSUDA Y, SHIBAMORI K, MATSUKI M, IWAKI 
H, YANASE M (2015) Polyorchidism: a case report and review of the 
literature. Hinyokika Kiyo, 61(3): 121-124. 

YANG Y, WORKMAN S, WILSON M (2018) The molecular pathways 
underlying early gonadal development. J Mol Endocrinol, 17-0314, doi: 
10.1530/JME-17-0314.

YU W, YANG L, LI T, ZHANG Y (2019) Cadherin signaling in cancer: its 
functions and role as a therapeutic target. Front Oncol, 9: 989.

ZHANG Y, ZHAO Y, JIANG G, ZHANG X, ZHAO H, WU J, XU K, WANG 
E (2014) Impact of p120-catenin isoforms 1A and 3A on epithelial 
mesenchymal transition of lung cancer cells expressing E-cadherin in 
different subcellular locations. PLoS One, 9(2): e88064.


	_Hlk87033287
	_Hlk86771603
	_Hlk114338400
	_Hlk109295555
	_Hlk114341125
	_Hlk114339156
	_Hlk104558464
	_Hlk104558735
	_Hlk104558850
	_Hlk106183922
	_Hlk87097723
	_Hlk103085700
	_Hlk103264479
	OLE_LINK3
	_Hlk121080312
	Histomorphological and histomorphometric changes in the testes of male Wistar rats following prepubertal exposure to caffeine
	Evaluation of mandibular incisive canal and mental foramen in Turkish population by conical beam computed tomography
	Neslihan Yuzbasıoglu1, Selva Sen1, H. Emir Yuzbasioglu2,3, B. Ufuk Sakul1

	Ubiquity and attribution of Haller cells – A CBCT study
	Cadherins and catenins as a novel theoretical mechanism in a polyorchid cadaver
	Jack D. Walsh1A, Ernest F. Talarico, Jr.2B,3C, Joseph G. Castaneda3C, Sana M. Wahab3C, Katelyn M. Paulus3C, Amy E. Stromberg3C, Victoria N. Olson3C, Griffin D. Hall4D, Paul J. Janus3C, Nicholas R. Rocco5E

	Myocardial bridge over coronary arteries and myocardial coat lining coronary sinus: clinical implications
	Dibakar Borthakur, Rajesh Kumar, Rima Dada

	Anatomical study of pulmonary fissures
	Alexander Zahariev, Andrés Berke, Santiago Cubas, Ana Villar, Gustavo A. Ugon 

	Structural and functional deficits of the hippocampus in hydrocephalic rats: the role of age at onset and duration of disease
	Matthew T. Shokunbi1,2, Omowumi M. Femi-Akinlosotu1, Funmilayo E. Olopade1, Catherine Winiki1

	Comparative analysis of neurophysiological studies in the diagnosis of bulbar syndrome in patients with Chiari malformation Type 1
	Gennady E. Chmutin1,2, Gayrat M. Kariev3, Rano O. Ismailova3, Hanifa M. Khalimova1,4, Gerald Musa1, Adam Majer1, Boris E. Oleinikov1,2

	Rats kidney morphological particularities and functions post-treatment with vernonia amygdalina extract and low-dose lead acetate
	Gabryel G. Akunna1, L.C. Saalu1, A. Irozuoke2, E. Joshua1 

	Significance of foetal autopsy in diagnosis of VACTERL association
	The electron microscope on the eve of its first centenary
	Pedro J. Mestres Ventura

	Mixed reality model for learning and teaching in anatomy using peer assisted learning approach

