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[Abstract] Objective To conduct preliminary investigation into the correlation between transforming growth
factor beta-activated protein kinase 1-binding protein 2 (TAB2) gene and the incidence of cryptorchidism in Han Chinese
population in Southwest China. Methods A total of 259 patients with cryptorchidism and 355 healthy controls from
Southwest China were enrolled for the study. Polymerase chain reaction-restriction fragment length polymorphism
method was used to analyze the genotype of the 3 tag single nucleotide polymorphisms (SNPs) of TAB2 gene, i.e.,
rs237028, rs521845 and rs652921. The Chi-square test was used to analyze the relationship between the genotype
frequency of the three tag SNPs and the incidence of cryptorchidism. Results The distribution of the 3 tag SNPs’ alleles
and genotypes were in agreement with the Hardy-Weinberg equilibrium, and the genotype results of polymerase chain
reaction-restriction fragment length polymorphism assay were consistent with those of Sanger sequencing. The frequency
of the G allele at TAB 2 rs237028 was significantly higher in the cryptorchidism group than that in the control group
(30.9% vs. 25.6%, P=0.04, OR=1.31, 95% CI: 1.01-1.70). In the dominant model, the risk of cryptorchidism was
significantly higher in AG/GG genotype carriers (P=0.006, OR=1.57, 95% CI: 1.14-2.17). In the cryptorchidism group, the
TC/CC genotype frequency of the rs652921 locus were significantly higher than that of the control group (75.3% vs.
67.0%, P=0.03, OR=1.50, 95% CI: 1.05-2.14). Correlation between rs521845 and susceptibility to cryptorchidism was not
observed in the Han Chinese population. Conclusion The AG/GG genotype of rs237028 locus and the TC/CC genotype
of rs652921 locus of the TAB2 gene may be associated with increased risks of cryptorchidism in Han Chinese population

in southwest China.
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Table 1 Primer sequences and reaction conditions for genotyping three tag SNPs

SNP Primer sequence Wild/mutated allele ~ Annealingtemperature/C’ Restrictionenzyme  Product size/bp
rs237028 F: 5-GCAGACTTGGAAAAGCAAACA-3' G/A 60 Hpy188 1 A (138)

R: 5-CCAGCCTGAGCAACAAGAG-3' G (106+32)
rs652921 F: 5'-CAGTGAAACTTTTTCCCGATG-3' C/T 60 Bse] | T (120)

R: 5'-TCGCTGTGAACAGTGTGAGA-3' C(99+21)
1rs521845 F: 5-TAGGGCGGTTGAGAAGTGAA-3' G/T 60 Acll T (120)

R: 5'-CCTGGGTGACTGAGCTCTTA-3’ G (100+26)

SNP: Single nucleotide polymorphism; F: Forward primer; R: Reverse primer.
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Fig 1 Genotypes of TAB2 rs237028, rs521845 and rs652921

A: Genotypes of rs237028 polymorphism (Lane 1: GG genotype; Lane 2: AG genotype; Lane 3: AA genotype); B: Genotypes of rs521845 polymorphism (Lane 1: GG

genotype; Lane 2: TG genotype; Lane 3: TT genotype); C: Genotypes of rs652921 polymorphism (Lane 1: CC genotype; Lane 2: TC genotype; Lane 3: TT genotype); M:

Marker.
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Table2 Allele frequencies of SNPs in TAB2 gene among patients and controls and their association with risks for cryptorchidism

SNP Genotype Control group/case (%) Patient group/case (%) OR (95% CI) P
15237028 A 528 (74.4) 358 (69.1) 1 (ref) 0.04*
G 182 (25.6) 160 (30.9) 1.31 (1.01-1.70)*
rs521845 T 462 (65.1) 317 (61.2) 1 (ref) 0.17
G 248 (34.9) 201 (38.8) 1.18 (0.93-1.49)
15652921 T 400 (56.3) 270 (52.1) 1 (ref) 0.14
C 310 (43.7) 248 (47.9) 1.19 (0.94-1.49)

SNP: Single nucleotide polymorphism; OR: Odds ratio; CI: Confidence interval. * indicates a significant difference at the 5% level.

x3 HOARNRATAB2E Frs237028 E ERSF R L4

Table 3 Genotype frequencies of rs237028 in TAB2 gene among patients and controls and their association with cryptorchidism

Model Genotype Control group/case (%) Patient group/case (%) OR (95% CI) P

Codominant AA 199 (56.1) 116 (44.8) 1 (ref) 0.01*
AG 130 (36.6) 126 (48.6) 1.66 (1.19-2.33)*
GG 26 (7.3) 17 (6.6) 1.12 (0.58-2.15)

Dominant AA 199 (56.1) 116 (44.8) 1 (ref) 0.006*
AG/GG 156 (43.9) 143 (55.2) 1.57 (1.14-2.17)*

Recessive AA/AG 329(92.7) 242 (93.4) 1 (ref) 0.71
GG 26 (7.3) 17 (6.6) 0.89 (0.47-1.67)

Over-dominant AA/GG 225 (63.4) 133 (51.4) 1 (ref) 0.003*
AG 130 (36.6) 126 (48.6) 1.64 (1.18-2.27)*

OR: Odds ratio; CI: Confidence interval. * indicates a significant difference at the 5% level.
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Table4 Genotype frequencies of rs521845 in TAB2 gene among patients and controls and their association with cryptorchidism
Model Genotype Control group/case (%) Patient group/case (%) OR (95% CI) P
Codominant TT 153 (43.1) 95 (36.7) 1 (ref) 0.28
TG 156 (43.9) 127 (49.0) 1.31 (0.93-1.86)
GG 46 (13.0) 37 (14.3) 1.30 (0.78-2.14)
Dominant T 153 (43.1) 95 (36.7) 1 (ref) 0.11
TG/GG 202 (56.9) 164 (63.3) 1.31 (0.94-1.82)
Recessive TT/TG 309 (87.0) 222 (85.7) 1 (ref) 0.58
GG 46 (13.0) 37 (14.3) 1.12 (0.70-1.78)
Over-dominant TT/GG 199 (56.1) 132 (51.0) 1 (ref) 0.21
TG 156 (43.9) 127 (49.0) 1.23 (0.89-1.69)
OR: Odds ratio; CI: Confidence interval.
x5 AHIERITRATAB2E Ers652921 5 F B [L ik
Table 5 Genotype frequencies of rs652921 in TAB2 gene among patients and controls and their association with cryptorchidism
Model Genotype Control group/case (%) Patient group/case (%) OR (95% CI) P
Codominant TT 117 (33.0) 64 (24.7) 1 (ref) 0.07
TC 116 (46.8) 142 (54.8) 1.56 (1.07-2.28)
CC 72 (20.3) 53 (20.5) 1.35 (0.84-2.15)
Dominant TT 117 (33.0) 64 (24.7) 1 (ref) 0.03*
TC/CC 238 (67.0) 195 (75.3) 1.50 (1.05-2.14)*
Recessive TT/TC 283 (79.7) 206 (79.5) 1 (ref) 0.96
cC 72 (20.3) 53 (20.5) 1.01 (0.68-1.50)
Over-dominant TT/CC 189 (53.2) 117 (45.2) 1 (ref) 0.048*
TC 166 (46.8) 142 (54.8) 1.38 (1.00-1.91)*
OR: Odds ratio; CI: Confidence interval. * indicates a significant difference at the 5% level.
®6 TWHSXRAKTAB2ERE B FRIFE
Table 6 Haplotype frequencies of TAB2 gene in patients and controls
Haplotype rs237028 rs521845 1s652921 Controls Patients OR (95% CI) 14
1 A T T 0.5510 0.4811 1 (ref) -
2 G G C 0.2279 0.2572 1.32(0.99-1.75) 0.06
3 A G C 0.1091 0.1092 1.15 (0.77-1.70) 0.50
4 A T C 0.0778 0.0868 1.27 (0.81-1.97) 0.30
5 G T C 0.0218 0.0257 1.46 (0.65-3.31) 0.36
Global haplotype association P=0.04. OR: Odds ratio; CI: Confidence interval.
rs652921), Hn] g 5 B 52 5 MR AR G (P=0.06,  AREMEIUEMIBERFRZ ", HEER ExF TR
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