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Study Need and Importance: Testosterone reference
ranges for older men are long established in the uro-
logical literature. However, few studies have examined
testosterone levels in young men. As a result, clinicians
have struggled to counsel and evaluate young men
presenting with concerns about testosterone deficiency.
Contributing to this struggle is the fact that
testosterone levels decline with age, yet we use the
same age-independent cutoffs to evaluate young men
for testosterone deficiency as we do for older men. In
response, we performed the first study evaluating
population-based testosterone levels for younger men in
the United States. We also used the 2018 American
Urological Association guideline for testosterone defi-
ciency definition of a “normal testosterone” as the
middle tertile of the population, to provide age-specific
cutoffs for low testosterone levels in younger men.

What We Found: The mean total testosterone of men
20-44 years old was 466 ng/dL. Middle tertile, “normal”
testosterone levels were 409-558 ng/dL (20-24 years
old), 413-575 ng/dL (25-29 years old), 359-498 ng/dL
(30-34 years old), 352e478 ng/dL (35-39 years old),

and 350-473 ng/dL (40-44 years old). Age-specific cut-
offs for low testosterone levels were 409, 413, 359, 352,
and 350 ng/dL, respectively (see Figure).

Limitations: Our age-specific cutoffs for testosterone
are modeled on the American Urological Association
guideline definition that a normal testosterone level
is within the middle tertile. However, no randomized
controlled trials have been performed to select the
middle tertile as a cutoff value. Additionally, our
study is limited by some shortcomings of the National
Health and Nutrition Examination Survey database.
Namely, the National Health and Nutrition Exami-
nation Survey does not specifically query men for
hypogonadal signs and symptoms, and only 1 serum
testosterone value was obtained from each subject.

Interpretation for Patient Care: Clinicians should
integrate age-specific cutoffs into the evaluation of
younger men presenting with testosterone deficiency.
Age-specific cutoffs will be useful in evaluating younger
patients with hypogonadal symptoms who have his-
torically been disqualified from treatment based on
age-independent cutoffs.

Figure. Morning total testosterone level (ng/dL) distributions by age group.
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Purpose: There is an age-related decline in male testosterone production. It is
therefore surprising that young men are evaluated for testosterone deficiency
with the same cutoff of 300 ng/dL that was developed from samples of older men.
Our aim is to describe normative total testosterone levels and age-specific cutoffs
for low testosterone levels in men 20 to 44 years old.

Materials and Methods: We analyzed the 2011-2016 National Health and Nutri-
tion Examination Surveys, which survey nationally representative samples of
United States residents. Men 20 to 44 years old with testosterone levels were
included. Men on hormonal medications, with a history of testicular cancer or or-
chiectomy, and with afternoon/evening laboratory values were excluded. We sepa-
rated men into 5-year intervals and evaluated the testosterone levels of each age
group, and for all men 20 to 44 years old. We used the American Urological Asso-
ciation definition of a “normal testosterone level” (the “middle tertile”) to calculate
age-specific cutoffs for low testosterone levels.

Results: Our final analytic cohort contained 1,486 men. Age-specific middle tertile
levels were 409-558 ng/dL (20-24 years old), 413-575 ng/dL (25-29 years old), 359-
498 ng/dL (30-34 years old), 352-478 ng/dL (35-39 years old), and 350-473 ng/dL
(40-44 years old). Age-specific cutoffs for low testosterone levels were 409, 413,
359, 352, and 350 ng/dL, respectively.

Conclusions: Diagnosis of testosterone deficiency has traditionally been performed
in an age-indiscriminate manner. However, young men have different testosterone
reference ranges than older men. Accordingly, age-specific normative values and
cutoffs should be integrated into the evaluation of young men presenting with
testosterone deficiency.

Key Words: testosterone, hypogonadism

TESTOSTERONE deficiency, which is
defined as a combination of low serum
testosterone levels plus signs and
symptoms of hypogonadism, affects
4.0 to 13.8 million1,2 men in the U.S.
Although traditionally thought of as a
disease affecting elderly men, young
men are increasingly presenting with
concerns related to testosterone defi-
ciency. In addition, testosterone levels,

sperm counts, and fertility have
declined in young men over the past
2 decades.3 However, the diagnosis of
testosterone deficiency in young men
remains challenging. Whereas symp-
toms such as decreased libido or erec-
tile dysfunction are common in older
men, young men often present with
less specific symptoms such as low en-
ergy and fatigue.4
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Another significant challenge in evaluating young
men for testosterone deficiency is uncertainty about
what constitutes a “normal” testosterone level in
these men. Testosterone levels decline with age,5 yet
we historically have used the same age-independent
cutoffs to evaluate young men as we use for older
men. The American Urological Association (AUA)
guideline suggests using a cutoff for low testosterone
of 300 ng/dL when evaluating adult men.6 However,
this age-independent 300 ng/dL cutoff has 3 problems
for young men. First, this cutoff was derived from
testosterone replacement trials that primarily studied
men above the age of 45.6 Second, as described above,
it is known that testosterone levels decline with age.5

Third, there are competing cutoffs reported in litera-
ture2,7 and from professional societies such as the
American Association of Clinical Endocrinologists
(200 ng/dL),8 Endocrine Society (264 ng/dL),9 British
Society of Sexual Medicine (345 ng/dL),10 European
Association of Urology (345 ng/dL),11 International
Society of Sexual Medicine (350 ng/dL),12 and the
International Society for Study of Aging Male (350 ng/
dL;13 Table 1). The 2018 AUA guideline for testos-
terone deficiency recognized our knowledge gap about
normal testosterone levels for men of different ages
and specifically called for the development of age-
specific reference ranges for testosterone.6

Therefore, we used the National Health and
Nutrition Examination Survey (NHANES) to eval-
uate normative total testosterone levels and to esti-
mate age-specific testosterone reference ranges for
men 20 to 44 years old. We also calculated age-specific
cutoffs for low testosterone levels by utilizing the 2018
AUA guideline’s definition of a “normal testosterone”
as residing within the middle tertile of testosterone
levels. With over 55 million men in the U.S. between
20 and 44 years old,14 our findings can help clinicians
improve their counseling of young men presenting
with concerns about testosterone deficiency.

MATERIALS AND METHODS

Data Source
We used the 2011 to 2016 NHANES data to evaluate testos-
terone levels in U.S. men 20 to 44 years old. The NHANES
are cross-sectional, population-based surveys run by the
Centers for Disease Control and Prevention. These surveys
combine personal interviews with standardized physical ex-
aminations and laboratory tests to collect data on a nationally
representative sample of the U.S. population.15 Each year,
NHANES surveys approximately 5,000 people from a sam-
pling of U.S. counties. NHANES samples participants across
60-80 sampling domains (eg, age, sex, race, income), and
oversamples various groups to produce reliable estimates of
the U.S. population.15 Sampling weights are used to account
for differential probabilities of selection and nonresponse
among different groups.16 In lieu of a formal ethics committee,
the principles of the Helsinki Declaration were followed.

Study Population
We included 20- to 44-year-old men with morning total
testosterone levels (6:00 a.m. to 10:00 a.m.). We focused on
morning testosterone levels because there are diurnal vari-
ations in testosterone levels, especially for young men.17 We
excluded men on hormonal medications (eg, testosterone
injections; n[11), men with a history of testicular cancer
(n[0), men with history of orchiectomy (n[5), and men
with afternoon or evening blood draws (n[1,936). Addi-
tionally, among men with morning laboratory values, men
with missing testosterone levels (n[106) were excluded
(Fig. 1).

Testosterone Testing
From 2011 to 2016, NHANES used isotope dilution high-
performance liquid chromatography/tandem mass spec-
trometry for quantification of total testosterone in accordance
with the National Institute for Standards and Technology’s
reference method. Mass spectrometry is considered the gold
standard for evaluating testosterone levels.18 Isolation of the
analyte was achieved using liquid-liquid extraction. Addi-
tional details about the reliability, validation, and quality
control of testosterone levels is available in NHANES labo-
ratory methods.19

Data Analyses
We obtained total testosterone results from the NHANES
database and grouped men into 5-year age intervals (20-24,
25-29, 30-34, 35-39, and 40-44 years old). We calculated
the 2.5th, 5th, 10th, 25th, 33rd, 50th, 66th, 75th, and 90th
percentile testosterone levels for the final analytic cohort of

Table 1. Total Testosterone Cutoffs for Testosterone Deficiency

Recommended by Different Professional Organizations

Guideline
Total testosterone
cutoff (ng/dL)

American Association of Clinical Endocrinologists8 200
Endocrine Society9 264
American Urological Association6 300
British Society of Sexual Medicine10 345
European Association of Urology11 345
International Society of Sexual Medicine12 350
International Society for Study of Aging Male13 350

Figure 1. Consort diagram. NHANES indicates National Health

and Nutrition Examination Survey.
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20- to 44-year-old men overall and for each 5-year age
group. Additionally, we fit a linear regression model with
testosterone as the dependent variable and age as a
continuous variable to assess the association between a per
year increase of age and testosterone levels. All analyses
were performed using survey procedures in SAS to account
for the complex sampling design. Weights were divided by
one-third to account for combining 3 NHANES study pe-
riods in accordance with NHANES standard analysis pro-
cedures.20 We used SAS 9.4 at the 5% significance level for
all analyses with 95% confidence intervals based on the
multistage stratified design of NHANES.21

Determining “Low” Testosterone Levels for
Young Men
The 2018 AUA guideline for testosterone deficiency defines
normal testosterone levels as the middle tertile of the pop-
ulation.6 The guideline also states that “age-adjustments
should be made to define this middle range.” Therefore, we
calculated the middle tertile, the 33rd and 66th percentiles
to define normal testosterone levels for each 5-year age
grouping and for all men aged 20 to 44 years old. We then
used the 33rd percentile to determine age-specific cutoffs for
low testosterone levels for men in each 5-year age grouping
as well as in all men 20 to 44 years old.6

RESULTS
Our final analytic cohort contained 1,486 men 20 to 44
years old. This cohort represents a weighted sample of
22, 496, 685 U.S. men. The age, race, and BMI char-
acteristics of the study population are presented in
Table 2. The average age was 32 years old. There was a
relatively equal distribution of men in each age
grouping; 20% of the weighted population was 20-24
years old, 19%was 25-29 years old, 19%was 30-34 years
old, 20% was 35-39 years old, and 22% was 40-44 years
old. Since NHANES is a weighted sample, the distri-
bution of race was representative of the U.S. population.

Total morning testosterone levels are described
in Table 3. The mean total testosterone of men 20-44
years old was 466 ng/dL. There was an age-related
decline in testosterone levels, with 25- to 29-year-
old men having the highest mean testosterone (514
ng/dL) and 40- to 44-year-old men having the lowest
mean testosterone (430 ng/dL; Fig. 2). Between 20
and 44 years old, each increase in 1 year of age was
associated with a decrease in testosterone of 4.3 ng/dL
(P < .0001, SEM 0.669).

The middle tertile of testosterone levels for men 20
to 44 years old overall was 374 ng/dL to 511 ng/dL.
Age-specific middle tertile levels were 409-558 ng/dL
for men 20-24 years old, 413-575 ng/dL for 25-29
years old, 359-498 ng/dL for 30-34 years old, 352-478
ng/dL for 35-39 years old, and 350-473 ng/dL for 40-44
years old. Age-specific cutoffs for low testosterone
levelsdrepresenting the 33rd percentile per the AUA
guidelinedwere 409 ng/dL (20-24 years old), 413
ng/dL (25-29 years old), 359 ng/dL (30-34 years old),
352 ng/dL (35-39 years old), and 350 ng/dL (40-44
years old), and are described in Table 3 and Figure 2.

DISCUSSION
In this study, we provide the first evaluation of
normative, population-based testosterone levels for
youngmen in the United States. We also used the 2018
AUA guideline’s definition of “normal testosterone”
levels to provide the first age-specific cutoffs for low
testosterone levels from a nationally representative
population. These findings will provide valuable infor-
mation that clinicians can use in the evaluation and
management of young men presenting with concerns
about testosterone deficiency.

Testosterone reference ranges for older men are
long established in the urological literature.22 How-
ever, few studies have examined testosterone levels
in young men. In an attempt to bridge this gap, the
Endocrine Society commissioned a study in 2017 to
evaluate testosterone reference ranges for young
men.23 This study pooled morning testosterone sam-
ples from the Framingham Heart Study and Sibling
Study of Osteoporosis and found that average testos-
terone levels for 19- to 39-year-old men were between
228 and 895 ng/dL.23 However, there are multiple is-
sues with the makeup of the Framingham Heart
Study and Sibling Study of Osteoporosis cohorts. The
Framingham Heart Study was composed exclusively
of sons and brothers from Framingham, Massachu-
setts consisted entirely of European Americans, and
excluded patients with most comorbid conditions.24

The Sibling Study of Osteoporosis was similarly
composed of 92% brothers who resided in Ghent,
Belgium, and who were all Caucasian and healthy.25

Other studies evaluating testosterone levels in young
men suffer from a similar lack of diversity in their
study populations.26

Our study builds upon these previous attempts to
evaluate normal testosterone levels in younger men by
utilizing the strengths of the NHANES database to
examine testosterone levels in a diverse, comorbid, and
nationally representative population. Whereas previ-
ous studies examined “healthy, nonobese young men
without major comorbidities,”23 our study includes all
men regardless of comorbidities, as long as they were
not on hormonal medications or had a history of

Table 2. Population Description (N[1,486)

Age, median (IQR), y 31.7 (25.1-38.4)
Body mass index, median (IQR), kg/m2 27.9 (24.0-37.8)
No. race, weighted percentage (SE)

Mexican American 229, 13 (1.6)
Non-Hispanic Black 265, 9.7 (1.1)
Non-Hispanic White 554, 60 (2.6)
Other Hispanic 151, 8.4 (1.1)
Other race 287, 9.3 (1.0)

Abbreviation: SE, standard error.

1298 WHAT IS NORMAL TESTOSTERONE LEVEL FOR YOUNG MEN?

Copyright © 2022 American Urological Association Education and Research, Inc. Unauthorized reproduction of this article is prohibited.

https://www.auajournals.org/servlet/linkout?type=rightslink&url=startPage%3D1295%26pageCount%3D8%26copyright%3D%26author%3DAlex%2BZhu%252C%2BJuan%2BAndino%252C%2BStephanie%2BDaignault-Newton%252C%2Bet%2Bal%26orderBeanReset%3Dtrue%26imprint%3DWoltersKluwer%26volumeNum%3D208%26issueNum%3D6%26contentID%3D10.1097%252FJU.0000000000002928%26title%3DWhat%2BIs%2Ba%2BNormal%2BTestosterone%2BLevel%2Bfor%2BYoung%2BMen%253F%2BRethinking%2Bthe%2B300%2Bng%252FdL%2BCutoff%2Bfor%2BTestosterone%2BDeficiency%2Bin%2BMen%2B20-44%2BYears%2BOld%26numPages%3D8%26pa%3D%26oa%3D%26issn%3D0022-5347%26publisherName%3DWoltersKluwer%26publication%3Djuro%26rpt%3Dn%26endPage%3D1302%26publicationDate%3D10%252F25%252F2022


testicular cancer or orchiectomy. Additionally, our
cohort was selected from a weighted sample of U.S.
counties, which is useful since testosterone levels can
vary by 20% depending on location of residence.27

Furthermore, men in our study were not from related
families, and ethnic/racial subgroups were weighted
and sampled to ensure a nationally representative
result. This diversity is important because ethnic/racial
heritage has been associated with differences in
testosterone levels as well.28 Taken together, the
intentional heterogeneity of our NHANES cohort may
provide a more accurate representation of the norma-
tive testosterone levels for young men in the U.S.,
regardless of comorbidities, location, or ethnic/racial
background.

Our study has several limitations. First, our decision
to use the 33rd percentile as a cutoff for low testos-
terone is based on the AUA guideline recommendation
that normal testosterone lies within the middle tertile.
No randomized control trials were performed to
select the 33rd percentile as a cutoff value.

Nevertheless, the AUA guideline committee
analyzed multiple population epidemiological
studies to arrive at this suggested cutoff. Even if one
were to choose a different cutoff, our age-specific
normative testosterone ranges still provide young
men and their physicians a framework for coun-
seling (Table 3). Second, NHANES only obtained 1
serum testosterone value from each subject. Studies
have shown that 30%-35% of men who are classified
as hypogonadal based on a single low total testos-
terone subsequently have normal total testosterone
levels over the next 24 hours. Thus, 2 low total
testosterone values are recommended to confirm the
diagnosis of low testosterone.29 The NHANES do not
perform second blood draws, however, we believe the
strengths of the NHANES data source outweigh this
weakness. Third, the NHANES does not contain
data about hypogonadal symptomsdit only con-
tains serum testosterone laboratory values. How-
ever, lab values are a key component of counseling for
testosterone deficiency, and reference ranges are often

Table 3. Total Morning Testosterone Levels by Age Group

Age group, y
Mean morning

testosterone (ng/dL) SEM

Percentile

2.5th 5th 10th 25th 33rda 50th 66th 75th 90th

20-24 501 12.7 189 225 283 376 409 484 558 604 757
25-29 514 17.6 177 217 273 372 413 491 575 643 771
30-34 456 12.8 178 222 266 326 359 421 498 559 678
35-39 438 11.8 169 193 259 323 352 423 478 533 632
40-44 430 11.0 184 220 247 311 350 418 473 504 640
All men 466 8.0 177 216 261 337 374 444 511 563 712

Abbreviation: SEM, standard error of mean.
a The 33rd percentile was used to determine age-specific cutoffs for low testosterone levels for men in each 5-year age grouping as well as in all men 20 to 44 years old.

Figure 2. Morning total testosterone level (ng/dL) distributions by age group.
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questioned by young men in clinic. Additionally,
because NHANES does not ask about hypogonadal
symptoms, our population invariably contained some
men with symptomatic, clinical hypogonadism. Thus,
the normative values we provide may underestimate
the testosterone values for asymptomatic men. Never-
theless, patients with hypogonadal symptoms are pre-
sent within the general population and their
testosterone levels are part of the physiological range of
testosterone levels for all men. Fourth, the NHANES
does not provide information about bioavailable or free
testosterone. Bioavailable or free testosterone are un-
able to be calculated due to a lack of data regarding sex
hormone-binding globulin in the 2011 to 2012
NHANES data. Finally, we chose to use 5-year age
intervals when creating our normative values to strike
a balance between longer, 10-year intervals that have
been used in other testosterone studies and narrower
1-year age intervals that could be more difficult to
remember. Nevertheless, if clinicians needed wider or
narrower age-based values, they could be derived from
NHANES using the methods we described above.

These limitations notwithstanding, our findings
have important implications for clinicians, patients,
payers, and policy makers. Our age-specific cutoffs for
low testosterone levels can help clinicians who have
struggled with diagnosing testosterone deficiency in
young men. In today’s age of personalized medicine,
clinicians can now use age-specific testosterone levels
to evaluate youngmen instead of relying on a “one size
fits all” approach. For patients, we offer normative
reference ranges that can be used to compare their

testosterone levels to age-matched peers. Our cutoffs
also benefit young men who experience hypogonadal
symptoms but who have historically been disqualified
from treatment based on the age-independent 300 ng/dL
cutoff. Patients may also receive financial benefit from
these cutoffs, as many insurance companies currently
do not cover testosterone therapies if a man’s testos-
terone is >300 ng/dL. For payers and policy makers,
these age-specific cutoffs may serve as evidence-based
benchmarks to guide coverage decisions for treatment
of hypogonadism. Notably, young men in their
reproductive years must understand that testosterone
therapy can suppress spermatogenesis and must be
pursued with caution if they are interested in current
or future paternity.30

CONCLUSIONS
Our findings suggest that young men have different
testosterone reference ranges than older men;
management of young men should accordingly
reflect these differences. In particular, providers
should question the use of an age-independent cut-
off for young men and should integrate age-specific
cutoffs into their evaluation of young men present-
ing with testosterone deficiency. Future research
should correlate these age-specific cutoffs to hypo-
gonadal symptoms and responses to treatment.
Development of age-specific reference ranges and
cutoffs for free testosterone and sex hormone-
binding globulin may also be useful in the future
management of young men with hypogonadism.

REFERENCES

1. Seftel AD. Male hypogonadism. Part I: epide-
miology of hypogonadism. Int J Impot Res.
2006;18(2):115-120.

2. Mulligan T, Frick MF, Zuraw QC, Stemhagen A,
McWhirter C. Prevalence of hypogonadism in
males aged at least 45 years: the HIM study. Int
J Clin Pract. 2006;60(7):762-769.

3. Lokeshwar SD, Patel P, Fantus RJ, et al. Decline
in serum testosterone levels among adolescent
and young adult men in the USA. Eur Urol Focus.
2021;7(4):886-889.

4. Cohen J, Nassau DE, Patel P, Ramasamy R. Low
testosterone in adolescents & young adults.
Front Endocrinol (Lausanne). 2019;10:916.

5. Travison TG, Araujo AB, Kupelian V, et al. The
relative contributions of aging, health, and life-
style factors to serum testosterone decline in
men. J Clin Endocrinol Metab. 2007;92(2):549-555.

6. Mulhall JP, Trost LW, Brannigan RE, et al. Evalu-
ation and management of testosterone deficiency:
AUA guideline. J Urol. 2018;200(2):423-432.

7. Millar AC, Lau ANC, Tomlinson G, et al. Predicting
low testosterone in aging men: a systematic re-
view. Can Med Assoc J.2016;188(13):E321-E330.

8. Petak SM, Nankin HR, Spark RF, Swerdloff RS,
Rodriguez-Rigau LJ. American Association of
Clinical Endocrinologists medical guidelines
for clinical practice for the evaluation and
treatment of hypogonadism in adult male
patientsd2002 update. Endocr Pract. 2002;8(6):440-
456.

9. Bhasin S, Brito JP, Cunningham GR, et al.
Testosterone therapy in men with hypogonadism:
an Endocrine Society clinical practice guideline. J
Clin Endocrinol Metab. 2018;103(5):1715-1744.

10. Hackett G, Kirby M, Edwards D, et al. British
Society for Sexual Medicine guidelines on adult
testosterone deficiency, with statements for UK
practice. J Sex Med. 2017;14(12):1504-1523.

11. European Association of Urology. Guidelines:
male hypogonadism. Accessed March 4, 2022.
https://uroweb.org/guideline/male-
hypogonadism/.

12. Dean JD, McMahon CG, Guay AT, et al. The
International Society for Sexual Medicine's pro-
cess of care for the assessment and manage-
ment of testosterone deficiency in adult men. J
Sex Med. 2015;12(8):1660-1686.

13. Lunenfeld B, Mskhalaya G, Zitzmann M, et al.
Recommendations on the diagnosis, treatment
and monitoring of hypogonadism in men. Aging
Male. 2015;18(1):5-15.

14. United States Census Bureau. Age and sex ta-
bles. Accessed June 30, 2021. https://www.
census.gov/topics/population/age-and-sex/data/
tables.html.

15. Zipf G, Chiappa M, Porter KS, Ostchega Y, Lewis
BG, Dostal J. National Health and Nutrition Ex-
amination Survey: plan and operations, 1999-
2010. Vital Health Stat 1. 2013;(56):1-37.

16. Ahluwalia N, Dwyer J, Terry A, Moshfegh A,
Johnson C. Update on NHANES dietary data:
focus on collection, release, analytical consid-
erations, and uses to inform public policy. Adv
Nutr. 2016;7(1):121-134.

1300 WHAT IS NORMAL TESTOSTERONE LEVEL FOR YOUNG MEN?

Copyright © 2022 American Urological Association Education and Research, Inc. Unauthorized reproduction of this article is prohibited.

https://uroweb.org/guideline/male-hypogonadism/
https://uroweb.org/guideline/male-hypogonadism/
https://www.census.gov/topics/population/age-and-sex/data/tables.html
https://www.census.gov/topics/population/age-and-sex/data/tables.html
https://www.census.gov/topics/population/age-and-sex/data/tables.html
https://www.auajournals.org/servlet/linkout?type=rightslink&url=startPage%3D1295%26pageCount%3D8%26copyright%3D%26author%3DAlex%2BZhu%252C%2BJuan%2BAndino%252C%2BStephanie%2BDaignault-Newton%252C%2Bet%2Bal%26orderBeanReset%3Dtrue%26imprint%3DWoltersKluwer%26volumeNum%3D208%26issueNum%3D6%26contentID%3D10.1097%252FJU.0000000000002928%26title%3DWhat%2BIs%2Ba%2BNormal%2BTestosterone%2BLevel%2Bfor%2BYoung%2BMen%253F%2BRethinking%2Bthe%2B300%2Bng%252FdL%2BCutoff%2Bfor%2BTestosterone%2BDeficiency%2Bin%2BMen%2B20-44%2BYears%2BOld%26numPages%3D8%26pa%3D%26oa%3D%26issn%3D0022-5347%26publisherName%3DWoltersKluwer%26publication%3Djuro%26rpt%3Dn%26endPage%3D1302%26publicationDate%3D10%252F25%252F2022


17. Bremner WJ, Vitiello MV, Prinz PN. Loss of
circadian rhythmicity in blood testosterone levels
with aging in normal men. J Clin Endocrinol
Metab. 1983;56(6):1278-1281.

18. Kanakis GA, Tsametis CP, Goulis DG. Measuring
testosterone in women and men. Maturitas.
2019;125:41-44.

19. Vesper HW, Pirkle J. Laboratory Procedure Manual.
https://wwwn.cdc.gov/nchs/data/nhanes/2015-
2016/labmethods/TST_I_MET_TST_EST.pdf.

20. Centers for Disease Control and Prevention.
NHANES tutorials-module 3-weighting. Accessed
March 4, 2022. https://wwwn.cdc.gov/nchs/
nhanes/tutorials/module3.aspx.

21. Centers for Disease Control and Prevention.
NHANES tutorials-module 2-sample design.
Accessed March 4, 2022. https://www.cdc.gov/
nchs/nhanes/tutorials/module2.aspx.

22. Le M, Flores D, May D, Gourley E, Nangia AK.
Current practices of measuring and reference

range reporting of free and total testosterone in
the United States. J Urol. 2016;195(5):1556-1561.

23. Travison TG, Vesper HW, Orwoll E, et al.
Harmonized reference ranges for circulating
testosterone levels in men of four cohort studies
in the United States and Europe. J Clin Endo-
crinol Metab. 2017;102(4):1161-1173.

24. Mahmood SS, Levy D, Vasan RS, Wang TJ. The
Framingham Heart Study and the epidemiology
of cardiovascular disease: a historical perspec-
tive. Lancet. 2014;383(9921):999-1008.

25. Lapauw BM, Taes Y, Bogaert V, et al. Serum
estradiol is associated with volumetric BMD and
modulates the impact of physical activity on
bone size at the age of peak bone mass: a study
in healthy male siblings. J Bone Miner Res.
2009;24(6):1075-1085.

26. Atlantis E, Martin SA, Haren MT, et al. De-
mographic, physical and lifestyle factors associ-
ated with androgen status: the Florey Adelaide

Male Ageing Study (FAMAS). Clin Endocrinol
(Oxf). 2009;71(2):261-272.

27. Orwoll ES, Nielson CM, Labrie F, et al. Evidence
for geographical and racial variation in serum
sex steroid levels in older men. J Clin Endocrinol
Metab. 2010;95(10):E151-E160.

28. Heald AH, Ivison F, Anderson SG, Cruickshank K,
Laing I, Gibson JM. Significant ethnic variation
in total and free testosterone concentration. Clin
Endocrinol (Oxf). 2003;58(3):262-266.

29. Swerdloff RS, Wang C, Cunningham G, et al.
Long-term pharmacokinetics of transdermal
testosterone gel in hypogonadal men. J Clin
Endocrinol Metab. 2000;85(12):4500-4510.

30. Scovell JM, Khera M. Testosterone replacement
therapy versus clomiphene citrate in the young
hypogonadal male. Eur Urol Focus. 2018;4(3):321-323.

EDITORIAL COMMENTS

In this study, the authors have undertaken the task of
more appropriately characterizing the testosterone
cutoffs for testosterone deficiency in men aged 20-44
years. The authors did this through analysis of 2011-
2016 National Health and Nutrition Examination
Survey (NHANES) data to obtain nationally represen-
tative samples of United States residents in 5-year age
increments. Men with confounding medical histories
including hormonal medications, testicular cancer, or-
chiectomies, and non-morning labs were appropriately
excluded. The authors found age-specific cutoffs for low
testosterone that differed from the American Urological
Association guideline standard of 300 ng/dL.1

The NHANES database remained consistent in
measurement of total testosterone in serum using
isotope dilution liquid chromatography tandem mass
spectrometry from 2011 to 2016.2 This method is the
gold standard for testosterone level determination
and has demonstrated high accuracy and precision in
serum evaluation. Still, caution should be taken
when exploring the NHANES data set for hypo-
gonadism, as associated survey data is obtained from
physical functioning and sexual behavior question-
naires, none of which contain validated investigation

that reflects signs and symptoms of low testosterone.
Thus, reliable conclusions towards hypogonadal di-
agnoses from this dataset are not readily drawn.

The ranges proposed herein by the authors may
determine eligibility of therapy to those who may
otherwise be overlooked or held to a standard by
which men are judged on the basis of non-aged-
matched counterparts. The referenced age-specific
middle tertiles, combined with hypogonadal symp-
toms, would provide a reasonable target for restora-
tion of testosterone to normal levels in men aged 20-44
years. As this particular population of men may not
otherwise have routine health screenings and have
other health considerations, such as preservation of
fertility, it’s important they be evaluated in a care
capacity that will investigate and identify problems
through a comprehensive men’s health evaluation.

Kevin J. Campbell1*
1Department of Urology

University of Florida College of Medicine

Gainesville, Florida
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Hypogonadism is a common concern among men in the
United States and is only becoming more common in
younger men.1 This article uses the well-regarded
National Health and Nutrition Examination Survey
study to better define age-specific low testosterone
levels, specifically in men under the age of 44. For
years we have used an age independent cutoff to define
hypogonadism, using values (200-350 ng/dL) that the
major medical societies cannot even agree upon. As
most of those data are based on men over the age of 45
years, they have little applicability to younger men.2

This study attempts to define what is a "normal"
testosterone level in young men. Unfortunately, given
the high incidence of hypogonadism in the population,
at least some of these men would have hypogonadism,
which likely skewed these data. Like many previous
studies on low testosterone published before, I do not

know if this study definitively gives us "normal"
testosterone ranges in this cohort and may have actu-
ally underestimated the true testosterone levels.
Regardless, this study provides important data for
urologists and other men’s health professionals that
will only further our care of this patient population.
Medical societies and guideline committees should take
note of these and other similar findings and begin to
develop more nuanced recommendations for the
treatment of hypogonadism, especially in younger men.
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1Division of Urology

Southern Illinois University School of Medicine

Springfield, Illinois

*Email: nicktadros@gmail.com
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REPLY BY AUTHORS

In 2018, the American Urological Association released
its guideline on the management of testosterone
deficiency.1 In this guideline, clinicians were recom-
mended to use a total testosterone of <300 ng/dL as
the cutoff for low testosterone. As noted by Tadros and
Campbell, the applicability of this cutoff for may be
limited for younger men.

We thank Tadros and Campbell for their thoughtful
editorials. They helpfully point out that since the Na-
tional Health and Nutrition Examination Survey
(NHANES) does not query patients about hypogonadal
symptoms, the men in NHANES with lower testos-
terone levels likely include those with and without
hypogonadal symptoms. As a result, we believe that
the age-specific cutoffs for low testosterone we propose
are likely conservative estimates of a “low” testos-
terone. If men with symptomatic hypogonadism (and
presumably lower testosterone levels) were excluded,

our cutoff values would likely be higher. Despite this
limitation, our potentially conservative cutoffs are a
step in the right direction for evaluating younger men
with real hypogonadal symptoms who are currently
excluded from treatment due to the age-independent
<300 ng/dL cutoff. It should be noted that other med-
ical societies, such as the Endocrine Society, European
Association of Urology, and the International Society
for Sexual Medicine, also use age-independent cutoffs
in their guidelines. Age-specific cutoffs such as the ones
we propose from NHANES allow clinicians to identify
the lower range of testosterone levels for younger men
and provide improved baselines to consider therapy.
We believe our cutoffs fill knowledge gaps about what
constitutes a “low” testosterone in younger men and
addresses the American Urological Association guide-
line’s explicitly stated need to develop age-specific
reference ranges for testosterone.
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