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• Around 2.5 % of boys in Europe are operated because of cryptorchidism 

• 20 - 25 % are bilateral cases and 75 - 80 % are unilateral cases

• 15 – 45 % of boys having surgery for bilateral cryptorchidism 

in childhood ends up with azoospermia at follow-up in adult age

• 20 – 27 % of men with azoospermia have a history of cryptorchidism

• Cryptorchidism is a common component of various disorders of sexual development and congenital 
malformation syndromes. Cryptorchidism is a component of approximately 450 distinct syndromes 
(http://www.ncbi.nlm.nih.gov/omim) that are currently associated with hundreds of genes or genomic 
loci.

• However, the etiology of non-syndromic cryptorchidism, comprising 80 to 85% of cases, remains 
essentially unknown.

• But !!!!!



After decades of research:
• We support the hypothesis originally advocated by Faruk Hadziselimovic et al., 

Schweiz that:

• A substantial part of boys with unilateral and particularly bilateral non-
syndromic cryptorchidism have transient hypogonadotropic hypogonadism

• Also now supported by John Hutson et al., RCH Melbourne 

• > 500 publications on cryptorchidism

• The existence of transient hypogonadotropic hypogonadism accepted in: 

• Radmayr et al. Management of undescended testes: European Association of 
Urology/European Society for Paediatric Urology Guidelines. J Pediatr Urol
2016;12: 335e43.





What is the incidence of transient 
hypogonadotropic hypogonadism in boys with 
cryptorchidism?

• No ubiquitous consensus regarding the incidence

• According to the reseach of our group in Copenhagen: 

• Approximateley 7.5/1000 boys (almost a rare disease)

• Continued ongoing investigation is needed for hormonal treatment to 
optimize future fertility in select high-risk cases

Thomas F. Kolon. Journal of Pediatric Urology (2016) 12, 344





Studies on GnRH stimulation

• 2005 – 2021: 6 prospective studies

• None of these were sponsored by the producer of the drug used

• All studies had important limitations
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Financing the study
• 2010-2013: contacts in vain to colleges in the pharma-industry and 2 

rejections from Danish research foundations regarding applications
for financing a postoperative adjuvant hormone placebo-controlled
study

• 2014-2018: Hospital sponsored prospective cases/controlled pilot 
study with kryptocur

• 2020 - : after 2 rejections (2017 and 2019) we finally received a grant 
from Novo Nordic Foundation to perform a investigator initiated
randomized double-blind placebo controlled study on Gonadorelin for 
transient hypogonadotropic hypogonadism and cryptorchidism. 



Adjuvant hormonal treatment

Prospective double-blinded placebo-controlled RCT
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Study details

• 52 boys will be included

• Kryptocur® nasal spray 0.2mg/0.1ml x 2 every second day (3 
ml/month) = 4 bottles á 10g (10 ml) in 4 months or placebo in a 
randomized double-blind setup.

• The total dose of kryptocur® used for the patients in the present 
study is 22.4 mg in a 112-days (4 months) period. The recommended 
dose from the manufacturer is 33.6 mg in a 28-days period.

• Placebo treated patients will receive active hormone after blinded 
evaluation of the germ cell number in follow-up testicular biopsy.
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