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LATE-ONSET HYPODONADISM (LOH) 
FUNCTIONAL HYPOGONADISM (better)

J Clin Endocrinol Metab, 2017 

«Functional hypogonadism (also referred to as late-onset, age-related or adult-onset
hypogonadism) is defined as the coexistence of androgen deficiency-like features and
low serum T concentrations occurring in the absence of both intrinsic structural
hypothalamic-pituitary-testis (HPT) axis pathology and of specific pathologic conditions
suppressing the HPT axis (such as microprolactinoma, endogenous Cushing syndrome) in
middle-aged or older men (≥ 50 years)»

«The community prevalence estimates of potentially functional hypogonadism in middle-
aged and older men vary from 2.1% to 12.3%».



FUNCTIONAL HYPOGONADISM (or LOH)

J Clin Endocrinol Metab, 2017 

• Functional hypogonadism (or LOH) is a complex disorder that cannot be
classified into one of specific hypogonadism categories;
• Is associated with both primary and secondary (difficulty
for classification);

• Gonadal dysfunction: steroidogenesis impairment and LCs loss of
sensibility to LH with a decreased of T secretion.

• HPT axis dysfunction: decrease of GnRH pulses with
consequently reducted LH levels.

This complex disorderes
fits, at least in part, both
subcategories of
hypogonadism, which
suggests that as the
development.



FUNCTIONAL HYPOGONADISM (or LOH)
Symtoms and Signs



FUNCTIONAL HYPOGONADISM (or LOH)
Management



FUNCTIONAL HYPOGONADISM (or LOH)
Terapia



IS LOH A METABOLIC DISEASE? 

J Clin Endocrinol Metab, 2017 



IS LOH A METABOLIC DISEASE? 

Bidirectional link between metabolic impairment and 
hypogonadotropic hypogonadism

lipoprotein
lipase activity



IS LOH A METABOLIC DISEASE? 

Aging: T2D and/or obesity highlights the
contribution of metabolic dysfunction

LOH: T deficiency enhances metabolic diseases
comorbidities.

vicious cycle



OBESITY AND HYPOGONADISM

Nutrients 2018, 10, 474

European Male Aging Study (EMAS):
BMI > 30 kg/m2): TT 30% lower and a 13-fold increase in
LOH prevalence compared to men with a BMI of <25 kg/m2



J Clin Endocrinol Metab, May 2008, 93(5):1834–1840

DIABETES AND HYPOGONADISM
(Prevalence) 

43% of T2D patients

In particular:
- Age < 40: 20%;
- Age 40-49: 29%;
- Age 50-59: 37%;
- Age 60-69: 43%;
- Age 70-79: 46%;
- Age ≥80 or older: 61%.



IS TRT AN EFFECTIVE THERAPY FOR 
TREATING METABOLIC DISTURBANCES 



IS TRT AN EFFECTIVE THERAPY FOR 
TREATING METABOLIC DISTURBANCES? 



IS TRT AN EFFECTIVE THERAPY FOR 
TREATING METABOLIC DISTURBANCES? 
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• Positive effect of TRT on metabolic disturbances among
RCT trials

• Could provide useful information for clinicians who treat
LOH patients.

• It also gives guidance for individual personalized
treatment

care of LOH patients.

• Proper guidance could prevent both overprescribing and
passive treatment of TRT.

Conclusions

For better hared decision-making, future studies are 
needed to show the long-term efficacy and safety of TRT 

for nonorganic LOH.





“Mean levels of testosterone are lower in men with
diabetes compared with agematched men without
diabetes, but obesity is a major confounder…

Testosterone replacement in men with symptomatic
hypogonadism may have benefits including improved
sexual function, well-being, muscle mass and
strength, and bone density….



E in Italia?
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