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            Key Points

                	
                  Cryptorchidism (undescended testes) is one of the most common congenital abnormalities observed in boys, and is one of the few known risk factors for testicular cancer

                
	
                  The key factors associated with the occurrence of cryptorchidism remain elusive

                
	
                  Few factors are supported by consistent evidence of an association with cryptorchidism despite a considerable body of aetiological research

                
	
                  For factors for which evidence seems unequivocal, the measured factor is likely to be a surrogate for the true causal factor

                
	
                  The relative importance of each risk factor could vary considerably between motherâ€“son pairs depending on an array of genetic, maternal, placental and fetal factors, which could vary between regions

                


              

Abstract
Undescended testis â€” known as cryptorchidism â€” is one of the most common congenital abnormalities observed in boys, and is one of the few known risk factors for testicular cancer. The key factors that contribute to the occurrence of cryptorchidism remain elusive. Testicular descent is thought to occur during two hormonally-controlled phases in fetal development â€” between 8â€“15 weeks (the first phase of decent) and 25â€“35 weeks gestation (the second phase of descent); the failure of a testis to descend permanently is probably caused by disruptions to one or both of these phases, but the causes and mechanisms of such disruptions are still unclear. A broad range of putative risk factors have been evaluated in relation to the development of cryptorchidism but their plausibility is still in question. Consistent evidence of an association with cryptorchidism exists for only a few factors, and in those cases in which evidence seems unequivocal the factor is likely to be a surrogate for the true causal exposure. The relative importance of each risk factor could vary considerably between motherâ€“son pairs depending on an array of genetic, maternal, placental and fetal factors â€” all of which could vary between regions. Thus, the role of causative factors in aetiology of cryptorchidism requires further research.
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                    Figure 1: Descent of the testis in humans.[image: ]
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Glossary
	Orchidopexy
	
                  Surgical repositioning of the cryptorchid testis into the scrotum.

                
	Subfertility
	
                  Reduced ability to reproduce, as measured in males using self-reported markers, such as difficulty impregnating a partner, or biomarkers, such as sperm count and motility.

                
	Preeclampsia
	
                  A pregnancy-related condition involving high blood pressure, and often including fluid retention and proteinurea.

                
	Mendelian randomization
	
                  A methodological technique in which inherited genetic variants that alter predisposition to (or mirror the effect of) a given environmental exposure are used to study the effect of the exposure on disease risk.
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