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The recent “epidemic of male hypogonadism” has been triggered by the emerged awareness of decrease of testosterone (T) production in aging men. The situation has been boosted by recent availability of novel easy-to-apply transdermal T preparations and their aggressive direct-to-consumer marketing and to physicians for a condition known as “low T syndrome”. The situation about T replacement therapy (TRT) of aging men is quite polarized. On one hand there is the “T lobby” that is convinced about great health benefits of pharmacological reversal of the suppressed T levels. On the other hand there are the skeptics that are not at all convinced about the health benefits and warn against potential harmful effects of long-term TRT. In the absence of convincing evidence-based information to support sufficiently either side the T debate is likely to continue in the foreseeable future.

Without taking sides in the low T debate, it goes without saying that if TRT is initiated in men at any age, the diagnosis has to be correct and the follow-up of treatment appropriate. The American Endocrine Society has published in 2010 Clinical Practice Guidelines on TRT of men with T deficiency syndromes [1]. They recommend that for the diagnosis of hypogonadism total T should be measured at least twice in morning blood samples. In addition, the gonadotropins (LH and FSH) should be measured to distinguish between primary (testicular) and secondary (hypothalamic-pituitary) cause. Additional studies are recommended in secondary hypogonadism to clarify the etiology of the hypothalamic-pituitary failure. If T treatment is initiated, the guidelines recommend monitoring of T levels 3-6 months after initiation of the therapy as well as hemoglobin and PSA measurements. 

Two earlier studies have reported on poor adherence of American and British physicians to the Endocrine Society Guidelines, based on information collected retrospectively from insurance claims data bases on > 60,000 [2] and > 400,000 [3] men. Only 14.5 - 18.0% of the men received the recommended two serum T tests, and in 25 - 40% there was not a single pretreatment T level available. In up to 20% TRT was initiated on men with normal T concentration, and follow-up measurement of T during the treatment was neglected in half of the men [3]. Altogether, the recommended guidelines for the diagnosis and TRT of hypogonadism were followed only in about 10% of men. 

The third paper on the same topic, published in the current issue of J Sex Med [4], studied a group of >60,000 men from another insurance data base and reported in principle similar findings. It also assessed the adherence to guidelines in gonadotropin testing and provided additional data on the post-treatment testing. In this cohort, 71% of men had their T tested once, 40% twice, and 29% had no T measurements before TRT. Only 12% had gonadotropins measured before the initiation of TRT. Following therapy, 46% of men had their T measured at least once. As observed before [3], patients treated by endocrinologists and urologists were more often – though still not sufficiently  (< 50%) – tested for hormones. Dose-adjustments were done on 40% of the patients receiving transdermal T, but in only in 62% this was followed-up by T determination during the post-index period. The suboptimal adherence to the clinical guidelines suggested again over-diagnosis of male hypogonadism, underdiagnosis of secondary hypogonadism, and inappropriate TRT use and management.

The three studies share the weaknesses of retrospective data base studies, including potential selection and stratification bias, missing data and chance of misclassification. They also lack patient level data such as symptoms, side-effects and individual T levels, or reasons of discontinuation. We do not know either how the results apply outside the study populations, in particular to other countries. 

The low rate of T testing during TRT may be explained by discontinuation which after transdermal T can be up to 50% within the first 3 months [5]. The reason may be due to side effects or lack of effect, which is particularly possible if the treatment is initiated in eugonadal patients, as seems to be the US practice in about 20% of men [2]. The patients who had their T measured according to the guidelines were more likely to have their T measured during the treatment and to continue on TRT [2]. This finding emphasizes the importance of proper diagnosis and adherence to the clinical guidelines. It would be interesting to know how often physicians start treatment of hypothyroidism without measurement of thyroid hormone and TSH levels, and statin treatment without cholesterol measurement. The analogy is relevant.

Hence, the three existing publications report surprisingly low adherence to the clinical guideline recommendation of two T and gonadotropin measurements before initiation of TRT and follow-up measurements during treatment. One can criticize details of the studies discussed, but the message is clear and important. It appears that more than half of men starting T treatment for “hypogonadism” had not had their diagnostic workup done properly and according to established clinical guidelines - neither was the follow-up of the therapy adequate. These practices are in striking breach with the current recommendations, and an alarming sign on the cavalier attitude of physicians towards T treatment. Genuine hypogonadism is a serious clinical condition that has to be properly diagnosed and treated, and T is a powerful hormone that does more harm than good if administered inappropriately. It is important that these data get widely publicized, to emphasize the jungle law that is currently prevailing in the field. 

References:
[bookmark: _ENREF_1]1. Bhasin S, Cunningham GR, Hayes FJ, Matsumoto AM, Snyder PJ, et al. (2010) Testosterone therapy in men with androgen deficiency syndromes: an Endocrine Society clinical practice guideline. J Clin Endocrinol Metab 95: 2536-2559.
[bookmark: _ENREF_2]2. Baillargeon J, Urban RJ, Ottenbacher KJ, Pierson KS, Goodwin JS (2013) Trends in androgen prescribing in the United States, 2001 to 2011. JAMA Intern Med 173: 1465-1466.
[bookmark: _ENREF_3]3. Layton JB, Li D, Meier CR, Sharpless JL, Sturmer T, et al. (2014) Testosterone lab testing and initiation in the United Kingdom and the United States, 2000 to 2011. J Clin Endocrinol Metab 99: 835-842.
[bookmark: _ENREF_4]4. XXX (2015) Use of Hormone Testing for the Diagnosis and Evaluation of Male Hypogonadism and Monitoring of Testosterone Therapy: Application of Hormone Testing Guideline Recommendations in Clinical Practice. J Sexual Med XX,: XX-XX.
[bookmark: _ENREF_5]5. Schoenfeld MJ, Shortridge E, Cui Z, Muram D (2013) Medication adherence and treatment patterns for hypogonadal patients treated with topical testosterone therapy: a retrospective medical claims analysis. J Sex Med 10: 1401-1409.




1

