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A Around 2.5 % of boys in Europe are operated because of cryptorchidism
A 20- 25 % are bilateral cases and 780 %are unilateral cases

A 15¢ 45 % of boys having surgery for bilateral cryptorchidism
In childhood ends up with azoospermia at folloyy in adult age

A 20¢ 27 % of men with azoospermia have a history of cryptorchidis

A Cry?torchi_dism IS a common component of various disorders of sexual development and congenital
malformation syndromes. Cryptorchidism is a component of approximately 450 distinct syndromes
I(htt_p://www.ncbl.nlm.nlh.gov omim) that are currently associated with hundreds of genes or genomic
oci.

A However, the etiology of nesyndromic cryptorchidism, comprising 80 to 85% of cases, remains
essentially unknown.
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After decadesf research:

AWe support thehypothesisoriginallyadvocatedby FarukHadziselimoviet al.,
Schweizhat:

A A substantialpart of boys with unilateral andparticularly bilateral non-
syndromiccryptorchidismhave transienthypogonadotropichypogonadism

A Alsonow supportedby JohrHutsonet al., RCH Melbourne
A> 500publicationson cryptorchidism

ATheexistenceof transienthypogonadotropiciypogonadisnacceptedn:

ARadmayeet al. Manasqement of undescended testes: European Association of
%cilé)%gE?%gngn oclety fétaediatridJrology Guidelines.BediatrUrol
12: e43.
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Whatis theincidenceof transient
hypogonadotropidiypogonadisnn boys with
cryptorchidisn?

ANo ubiquitousconsensusregardingthe incidence

AAccordingo the reseachof our groupin Copenhagen:
AApproximateley7.5/1000 boysdlmosta rarediseasg

AContinued ongoing investigation is needed for hormonal treatment to
optimize future fertility in select highisk cases

Thomas HKolon Journal of Pediatric Urology (2016) 12, 344
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Studies orGnRHstimulation

A2005¢ 2021: 6prospectivestudies

ANone ofthesewere sponsoredby the producer of the drugsed

AAIl studies hadmportant limitations
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36 unilateral
(21vs. 15)

10 bilateral
(5vs.5)

10 bilateral
(5vs.5)

24 unilateral
(12vs. 12)

55 unilateral
(32vs. 33)

42 unilateral and
bilateral

(21:12 unilateral
vs. 21:9 unilateral)

2.5-3.5 months at inclusion.

6 months at drug treatment
start and orchidopexy within
12 months

0.6-3.5 years at orchidopexy.

Drug treatment started 3
months later

Cryopreservation and second
biopsy 12 months later

7-55 (median 20 vs. 22
between the two groups)
months (p=0.32) at
orchidopexy.

Drug treatment immediately
after

10-62 (median 27 vs. 30)
months (p=0.18) at second
biopsy

21-110 (median 38) vs. 12-
123 (34.5) months (p=0.27) at
start of drug treatment

1-7 years at start of drug
treatment

11-100 (median 32) vs. 13-
100 (47) months (p=0.15) at
start of drug treatment

Gonadorelin (Kryptocur®)
in. 02 mg (0.1 ml)x6

every day for 4 weeks

Gonadorelin (Kryptocur®)
1n. 0.2 mg (0.1 ml) x 2 every
second day in 16 weeks

Buserelin (Suprefact®)
1.n. 10ug every second day in
6 months

Gonadorelin (Kryptocur®)
1.n. 1.2 mg every day for 4
weeks

17/32: Buscrelin
(Suprefact®) i.n. 20 ug every
day for 28 days + hCG 1.m.
1500 IU every week for 3
wecks

15/32: received hCG 1.m.
1500 IU every weck for 3
weeks

Gonadorelin i.n.

1.2 mg every day for4
weeks before orchidopexy

Pre-orchidopexy

Concentrations of LH, FSH, testosterone.

mhibin B, AMH. penile size and testicular
size were evaluated at 3 months of age and

at orchidopexy

Post-orchidopexy

Histology before and after: G/T (at least
100) and Ad spermatogonia per cross-
sectional tubule (at least 250). Offered
cryopreservation 12 months after primary

orchidopexy
Post-orchidopexy
Histology before and after: G/T (at least

100) and Ad spermatogonia per cross-
sectional tubules (at least 100)

At surgery, G/T was similar (p=0.67)

Pre-orchidopexy

Histology: Ad spermatogonia per tubule
(at least 50)

Pre-orchidopexy

Histology: Ad spermatogonia per tubule
(at least 50)

Testosterone: Before, 14 days after

Buscrelin®, 24h after cach hCG, and 3
months after orchidopexy

Pre-orchidopexy

Histology: Ad spermatogonia per tubule
(at least 80)

No significant effect on hormonal
concentrations, penile and testicular size
(p=0.05)

Improved fertility potential as 3/5 cases
normalized, one of whom lacked Ad
spermatogonia at inclusion

Improved fertility potential as G/T increased
within the treated group: median 0.11 vs. 0.43
(p=0.03) compared to no change found in the
surgery alone group

Ad spermatogonia only appeared after
treatment (all lacked at inclusion)

Improved fertility potential as mean Ad

spermatogonia per tubule was greater: .88 vs.
0.49 (p=0.002)

Only significance in boys treated after 3 years

Improvedfauhtypomnalasmouu'eaud

boys had number of Ad spermatogonia per

tubules above 0.1 with 53% vs. 18% (p=0.019)

Those with normal Ad spermatogonia count
had better sufficient Leydig cell function by
testosterone concentration (p<0.003)

Improved fertility potential as mean Ad
spermatogonia per tubule was greater: 1.05 vs.
0.52 (p=0.007)

Treated boys had 101.9% more spermatogonia
per tubule

Best cffect in bilateral cases (0.96 vs. 0.56.
p=0.005)

No side cffects (high
dose to infants)

No side cffects

None of boys with G/T
less than 0.2
improvedsignificantly,
whether they were
treated or not

No side effects

Unknown and none-
authorized dilution of
buserelin.

No side effects.

No side cffects

None-authorized
dilution of buserelin.

No side cffects

Best effect within the
first year
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Financinghe study

A2010-2013:contactsin vainto colleges in thggharmaindustryand 2
rejectionsfrom Danish researctfoundationsregardingapplications
for financinga postoperativeadjuvanthormoneplacebacontrolled
study

A2014-2018: Hospitasponsoredprospectivecasestontrolled pilot
studywith kryptocur

A2020- : after 2 rejections(2017 and 2019)e finally receiveda grant
from Novo Nordic Foundation to performiavestigatorinitiated
randomizeddouble-blind placebacontrolledstudyon Gonadorelinfor
transienthypogonadotropidiypogonadisnmand cryptorchidism
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Adjuvanthormonaltreatment

In collaboration

Kryptocur | .
X w—if with the Department of
Prospective doubtblinded placebeacontrolled RCT ’ = Pathologyand
ReproductiveBiology
Lab, RH
Reduceds/T: 0.20.8
and/orlow inhibinB
with norise in FSH
Diagnosis :
M 1 Inclusion Cryopreservation
= Surgery l
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Studydetalls

A52 boyswill beincluded

AKryptocu® nasal spra.2mg/0.1ml x 2 every second day (3
ml/month) = 4 bottles & 10g (10 ml) in 4 monthisplacebo in a

randomized doubldélind setup.

AThe total dose okryptocur® used for the patients in the present
study is 22.4 mg in a 1idays (4 months) period. The recommended

dose from the manufacturer is 33.6 mg in ad@a/s period.

APlacebo treated patients will receive active hormone after blinded
evaluation of the germ cell number in follemp testicular biopsy.
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Significant levels statistic differences are 0.05. This calculation is in

accordance with the results of previous studies carried out:

Sample Size: X-Sectional, Cohort, & Randomized Clinical Trials
Openepi: https://www.openepi.com/SampleSize/SSCohort.htm

Two-sided significance level(1-alpha): 95
Power (1-beta, % chance of detecting): 80
Ratio of sample size, Unexposed/Exposed: 1

Percent of Unexposed with Outcome: 0.1
Percent of Exposed with Outcome: 40
Odds Ratio: 670
Risk/Prevalence Ratio: 400
Risk/Prevalence difference: 40

Kelsey Fleiss Fleiss with CC

Sample Size - Exposed 16 15 20
Sample Size-Nonexposed 16 15 20
Total sample size: 32 30 40
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