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ABSTRACT

BACKGROUND
Dehydroepiandrosterone (DHEA) and testosterone are widely promoted as antiaging
supplements, but the long-term benefits, as compared with potential harm, are un-
known.

METHODS

We performed a 2-year, placebo-controlled, randomized, double-blind study involving
87 elderly men with low levels of the sulfated form of DHEA and bioavailable testos-
terone and 57 elderly women with low levels of sulfated DHEA. Among the men, 29
received DHEA, 27 received testosterone, and 31 received placebo. Among the wom-
en, 27 received DHEA and 30 received placebo. Outcome measures included physical
performance, body composition, bone mineral density (BMD), glucose tolerance, and
quality of life.

RESULTS

As compared with the change from baseline to 24 months in the placebo group, sub-
jects who received DHEA for 2 years had an increase in plasma levels of sulfated DHEA
by a median of 3.4 ug per milliliter (9.2 wmol per liter) in men and by 3.8 ug per mil-
liliter (10.3 wmol per liter) in women. Among men who received testosterone, the level
of bioavailable testosterone increased by a median of 30.4 ng per deciliter (1.1 nmol
per liter), as compared with the change in the placebo group. A separate analysis of
men and women showed no significant effect of DHEA on body-composition mea-
surements. Neither hormone altered the peak volume of oxygen consumed per min-
ute, muscle strength, or insulin sensitivity. Men who received testosterone had a
slight increase in fat-free mass, and men in both treatment groups had an increase
in BMD at the femoral neck. Women who received DHEA had an increase in BMD at
the ultradistal radius. Neither treatment improved the quality of life or had major ad-
verse effects.

CONCLUSIONS
Neither DHEA nor low-dose testosterone replacement in elderly people has physiolog-
ically relevant beneficial effects on body composition, physical performance, insulin
sensitivity, or quality of life. (ClinicalTrials.gov number, NCT00254371.)
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ITH THE RAPID INCREASE IN THE

population of people 60 years of age and

older, considerable research is being fo-
cused on how to prevent or delay age-related dis-
abilities. One approach is to replace hormones
whose levels decline with age. Levels of dehydro-
epiandrosterone (DHEA) and its sulfated form,
the most abundant steroid hormone in the circu-
lation, decline from the third decade onward.»2
Studies in animals have shown beneficial effects
of DHEA on many age-related changes in body
composition and in conditions such as diabetes
mellitus and cardiovascular disease.3 These find-
ings in experimental models have generally been
supported by observational studies in hu-
mans.2*> Moreover, longevity in healthy humans®
and nonhuman primates is associated with rela-
tively high levels of DHEA,” a finding that has led
to extensive promotion of DHEA as an antiaging
agent by the lay media. However, the applicability
of findings in rodents to humans is open to ques-
tion, since rodents have very low levels of DHEA.®
Furthermore, a review of the literature indicated
that most studies showing positive effects in hu-
mans have been short-term or have used pharma-
cologic doses of DHEA.?

DHEA modestly increases testosterone levels in
women, although in the absence of overt hypogo-
nadism, DHEA replacement has a minimal effect
on testosterone levels in men.° It is unclear wheth-
er testosterone supplementation has a benefit in
elderly men with a modest reduction in the level
of “bioavailable” testosterone (i.e., the fraction of
circulating testosterone that is not bound to sex
hormone-binding globulin). Therefore, there is
a growing debate about whether to treat the sub-
stantial proportion of elderly men (up to 90% in
some reports)*® whose level of bioavailable testos-
terone is below that of young men. Moreover, tes-
tosterone replacement in elderly men may be as-
sociated with risks, especially of prostate cancer
and progression of benign prostatic hypertrophy.**
This uncertainty recently prompted the Institute
of Medicine to conclude that additional well-con-
trolled studies examining the risks and benefits of
testosterone replacement in elderly men should be
performed before large-scale, long-term clinical
trials are undertaken.!? In postmenopausal wom-
en, studies show that conventional estrogen re-
placement has substantial adverse effects; trials
of ultralow estrogen replacement have demon-
strated beneficial effects.’3

We conducted a 2-year, randomized, placebo-
controlled, double-blind study to determine the
effects of full DHEA replacement and low-dose
testosterone replacement on body composition,
physical performance, bone mineral density (BMD),
and glucose tolerance in elderly people with low
androgen levels. We also determined whether re-
ceiving this hormone-replacement therapy had ad-
verse effects related to the prostate.

METHODS

SUBJECTS
Subjects were eligible to participate in the study
if they were at least 60 years of age. Eligibility
criteria included, for men, a level of bioavailable
testosterone that was less than 103 ng per decili-
ter (3.6 nmol per liter) and a sulfated DHEA level
that was less than 1.57 ug per milliliter (4.3 wmol
per liter), and for women, a sulfated DHEA level
that was less than 0.95 ug per milliliter (2.6 umol
per liter). These cutoff values, which represented
the 15th percentile of levels for normal young men
and women,? were chosen to ensure that a suffi-
cient number of healthy elderly people could par-
ticipate in the study. All volunteers underwent a
medical history taking and physical examination
and were excluded if there was evidence of clini-
cally important coexisting illnesses or conditions
that could have an effect on outcome measures.

In addition, we evaluated 38 healthy young
women and 37 healthy young men between the
ages of 18 and 31 years once in order to obtain a
baseline for a comparison of outcome measures.
Elderly men underwent a digital rectal examination
and ultrasonography to quantify the size of the
prostate and to detect any nodules, and all elderly
men with a level of prostate-specific antigen (PSA)
above the age-adjusted normal level were ex-
cluded.

STUDY DESIGN
The study was approved by the institutional review
board of the Mayo Foundation, and all subjects
gave written informed consent. The study was de-
signed and conducted entirely by the study team
without industry support. Randomization sched-
ules were prepared by study statisticians. Study
groups included elderly men receiving a DHEA tab-
let (75 mg per day) and a transdermal placebo
patch, a placebo tablet and a transdermal testos-
terone patch (5 mg per day; D-TRANS, Alza), or
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a placebo tablet plus a placebo transdermal patch.
Elderly women received either a DHEA tablet (50
mg per day) or a placebo tablet. Identical-appear-
ing blue capsules contained either DHEA (which
was 95.5% pure on analysis) or placebo with lactose
as filler. Only the statisticians and pharmacists had
access to the coded treatment assignments. We
randomly assigned 92 men and 60 women to the
study groups (Fig. 1).

Elderly subjects initially received a placebo tab-
let and placebo skin patch for 1 month in order
to exclude those in whom allergic reactions devel-
oped to the tablet or patch preparations. No sub-
jects were excluded after this test. At the end of
1 month, baseline studies were performed and
subjects were randomly assigned to the respective
treatment groups. Blood samples were collected
every 3 months for the measurement of liver en-
zymes, hematocrit, testosterone, sulfated DHEA,
and (among men) PSA. Every 3 months, the sub-
jects received a new supply of tablets and patches.

If we observed an increase in the PSA level of
0.75 ng per milliliter or more, we repeated the
PSA measurement in 3 months. If the PSA level
remained elevated, the subject was examined by
a urologist who was unaware of the subject’s treat-
ment assignment. A digital examination, ultra-
sonography, and a biopsy of the prostate were
performed if such procedures were clinically war-
ranted.

OUTCOME MEASURES
Primary outcome measures were physical perfor-
mance, the peak aerobic capacity, body composi-
tion, BMD, and levels of plasma insulin and glucose
after an overnight fast. Additional measurements
included body weight, the proportion of body fat,
the insulin-sensitivity index, quality of life, levels
of various hormones, and levels of alkaline phos-
phatase, alanine aminotransferase, aspartate trans-
ferase, and hemoglobin. Adverse effects, including
increases in the PSA, were assessed.

Measures of physical performance included
muscle strength and the peak aerobic capacity, as
reflected by the maximum volume of oxygen con-
sumed per minute (VO,). The peak VO, was mea-
sured during a graded-intensity treadmill-walking
test, with expired gas exchange assessed as pre-
viously described.'* Isometric torque of the knee
extensors was measured (the best of five maximal
voluntary contractions) on the dominant leg while
the subject was seated and the knee angle was

fixed at 60 degrees of flexion. The one-repetition
maximum (the highest weight that can be lifted
one time) for the double leg press and chest press
was determined from a progressive series of at-
tempts on adjustable weight-stack machines. All
subjects were familiarized with the equipment and
procedures on a separate visit preceding the data
collection, and all tests were supervised by exercise
specialists.

Body composition and BMD, including the pro-
portion of abdominal visceral fat and the fat-free
mass, were measured with the use of dual-energy
x-ray absorptiometry (DPX-IQ, Lunar),*> and the
thigh-muscle area was measured with computed
tomography.'® Abdominal visceral fat was mea-
sured as previously described.*>1” BMD was ob-
tained at the anteroposterior mass of the lumbar
spine (L2 to L4), femoral neck, total hip, distal
radius, and ultradistal radius.

After an overnight fast, subjects ingested a
mixed meal consisting of 45% carbohydrate, 40%
fat, and 15% protein, totaling 10 kcal per kilogram
of body weight.'® Arterialized venous blood was
sampled at regular intervals for 30 minutes before
and 6 hours after the meal to measure levels of
glucose, insulin, and C peptide. The oral glucose
minimal model*® was used to calculate the insu-
lin-sensitivity index.

Ultrasonography of the prostate was performed
with the use of a probe and biplanar imaging.

Levels of sulfated DHEA, total and bioavailable
testosterone, follicle-stimulating hormone, and
estradiol were measured by competitive chemilu-
minescence immunoassay (with a high-sensitiv-
ity competitive chemiluminescence immunoassay
for subjects with low levels of estradiol); sex hor-
mone-binding globulin was measured by solid-
phase, two-site chemiluminescence immunometric
assay (Immulite, Diagnostic Products). In subjects
with low testosterone levels, values were obtained
with the use of high-sensitivity competitive chemi-
luminescence immunoassay (ACS-180, Bayer Diag-
nostics); bioavailable testosterone and bioavailable
estradiol were measured on the basis of differen-
tial precipitation of sex hormone-binding globu-
lin by ammonium sulfate after the equilibration of
serum samples with tracer amounts of tritium-
labeled testosterone and estradiol.

We used the Health Status Questionnaire (HSQ)
to evaluate subjects’ quality of life.2° The HSQ adds
three questions to the Medical Outcomes Study 36-
item Short General Form Health Survey (SF-36)%*
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to provide a further assessment of emotional func-
tion. Although the HSQ gives rise to eight dimen-
sions, or scales, of health status, it can also be
scored to generate the two factor-derived scores
from the SF-36 questionnaire (the physical com-
ponent and the mental component). Each summary
score is assigned a mean (+SD) score of 50+10 on
the basis of an assessment of a general U.S. popu-
lation without chronic conditions; individual scores
were then compared with the normalized scores
for the general population.

STATISTICAL ANALYSIS
On the basis of preliminary estimates of the cor-
responding standard deviations, we determined
that 30 subjects would be required in each group
for the study to have a statistical power of 90% to
detect clinically meaningful differences between
groups. We therefore planned to enroll 150 elderly
subjects (90 men and 60 women) during a 5-year
period, with all subjects followed for 24 months.
Difficulties in recruiting volunteers in a timely
manner resulted in an extension of the study to
6 years. Recruitment was terminated on June 30,
2002; follow-up was terminated on December 31,
2003. Thus, not all subjects had their last follow-
up visit at a full 24 months. For men receiving
DHEA, the median duration of treatment was
23.2 months (interquartile range, 22.6 to 23.5);
for men receiving testosterone, the median was
also 23.2 months (interquartile range, 22.2 to 23.8);
and for men receiving placebo, the median was
23.1 months (interquartile range, 22.7 to 24.0). For
women receiving DHEA, the median duration of
treatment was 23.0 months (interquartile range,
22.7 to 23.7), and for women receiving placebo,
the median was 23.3 months (interquartile range,
22.4 to 23.5).

Changes in the end points of interest were cal-
culated by comparing the value at baseline with
that at the last measurement. The value at the last
follow-up visit was used for subjects who were fol-
lowed for less than 24 months but not less than
12 months. Univariate and multivariate associa-
tions of these changes for each end point were
calculated for each treatment group with the use
of multiple regression analysis. Independent vari-
ables included the group, the length of follow-up,
the age of the subject, and the baseline value of
the end point of interest. The dependent variable
was the change (from lowest to highest) from
baseline to 24 months. Four subjects for whom no

data were available at or after 12 months were not
included in the analysis. Two-sided tests were
used, and P values of less than 0.05 were consid-
ered to indicate statistical significance.

Randomization and maintenance of the proj-
ect database, data editing, and data analysis were
carried out in the Division of Biostatistics at the
Mayo Clinic.

RESULTS

BASELINE CHARACTERISTICS
The characteristics of the elderly men and wom-
en did not differ significantly among the groups
at baseline (Table 1). (Additional details are listed
in Table 1 of the Supplementary Appendix, avail-
able with the full text of this article at www.nejm.
org.) Baseline characteristics of young subjects are
listed in Table 2 of the Supplementary Appendix.

HORMONE AND METABOLIC VARIABLES
Subjects in the DHEA groups (but not the placebo
groups) had a significant increase from baseline
to 24 months in levels of sulfated DHEA and estra-
diol (both total and bioavailable forms), and wom-
en had an increase in levels of total testosterone
(Fig. 2; additional details are shown in Table 3 of
the Supplementary Appendix). Men in the testos-
terone group had a significant increase in levels
of bioavailable testosterone and total testosterone,
as compared with men in the placebo group. Nei-
ther men nor women in the DHEA group had sig-
nificant changes in the levels of follicle-stimulat-
ing hormone or luteinizing hormone; men in the
testosterone group had significantly lower levels
of both hormones (data not shown). Subjects in
both the DHEA group and the testosterone group
had no significant changes in fasting plasma glu-
cose or in the insulin-sensitivity index. Significant
changes in fasting insulin levels were noted in the
testosterone group but not in the placebo group.
Taken together, men and women in the DHEA
group had significant reductions in the levels of
high-density lipoprotein cholesterol, but no other
measures of lipids were affected by treatments.

BODY COMPOSITION AND PHYSICAL PERFORMANCE
Among the primary outcome measures, only fat-
free mass differed significantly between the treat-
ment groups and placebo groups. When men and
women in the DHEA group were considered sep-
arately, no significant changes were seen in body-
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Figure 2. Changes from Baseline to 24 Months in Sulfated DHEA, Bioavail-
able Estradiol, and Testosterone Levels in Elderly Subjects Receiving DHEA,
Testosterone, or Placebo.

Panel A shows a significant increase in median plasma levels of sulfated
DHEA in elderly men and women after treatment with DHEA, as compared
with placebo (P<0.001). Sulfated DHEA levels after treatment in elderly
people were in the high-normal range for young men and women (see
Table 2 of the Supplementary Appendix). Panel B shows a significant in-
crease in median plasma levels of bioavailable estradiol after DHEA treat-
ment, as compared with placebo, in both men and women (P<0.001). Pan-
el C shows a significant increase in levels of bioavailable testosterone in
elderly men after testosterone treatment, as compared with placebo
(P<0.001). The dashed lines indicate the normal range of testosterone val-
ues in young men. For data in all panels, measurements were performed at
a single, rather than at multiple, times during a 24-hour period at baseline
and at 24 months. I bars indicate interquartile ranges.
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composition measurements. When men and wom-
en were combined, the DHEA group had a slight
but significant increase in fat-free mass (less than
0.5 kg) and a decrease in the proportion of body fat
(less than 1.5%). Men in the testosterone group had
a significant increase in fat-free mass. The chang-
es in the peak VO, and the measures of muscle
strength were similar in the combined DHEA group
and the placebo group, as well as in the testoster-
one group and the placebo group.

BMD

In the DHEA group, women had a slight, but sig-
nificant increase in the BMD of the ultradistal ra-
dius, and men had a slight, but significant increase
in the BMD of the femoral neck. Men in the testos-
terone group had a significant increase in BMD
only in the femoral neck. Subjects in neither the
DHEA group nor the testosterone group had a sig-
nificant increase in BMD at other sites.

QUALITY OF LIFE

Subjects in the DHEA and testosterone groups had
no significant change in scores on the Physical
Component Scale and the Mental Component Scale
of the HSQ (Table 2, and Fig. 1, 2, and 3 of the
Supplementary Appendix).

ADVERSE EVENTS

Measures of prostate volume, PSA levels, liver func-
tion, electrolyte levels, and hemoglobin levels were
not significantly altered by treatment with either
DHEA or testosterone (Table 3, and Tables 4, 5, and
6 of the Supplementary Appendix).

DISCUSSION

The administration of DHEA for about 23 months
in elderly people with low androgen levels increased
the levels of sulfated DHEA to values that would
be considered in the high-normal range for young
people. This therapy slightly increased levels of
testosterone and estradiol in women and levels of
estradiol in men. The administration of low-dose
testosterone for just over 23 months significantly
increased the levels of both total and bioavailable
testosterone in men. However, treatment with nei-
ther DHEA nor testosterone had any detectable ef-
fect on physical performance, insulin sensitivity, or
the physical and mental components of the qual-
ity of life. Testosterone replacement resulted in a
small but significant increase in fat-free mass but
no significant change in thigh-muscle area or
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muscle strength. DHEA had no effect on fat-free
mass in men or women when the groups were
analyzed separately according to sex. The lack of
a significant effect on thigh-muscle area, strength,
or fitness largely discounts the relevance of the
change in fat-free mass. Among the five sites
measured for BMD, the women in the DHEA
group had a small but significant increase in
BMD of the ultradistal radius; men in both the
DHEA and testosterone groups had an increase
in BMD in the femoral neck. On the other hand,
treatment with DHEA or testosterone caused no
detectable harm, since side effects (including PSA
levels and prostate volume) did not differ signifi-
cantly between men in the treatment groups and
those in the placebo group.

On the basis of the 95% CIs shown in Table 2,
it is not likely that our negative findings can be
attributed to the small number of subjects in the
study. Specifically, these CIs indicate that the num-
ber of subjects was sufficient to establish that any
treatment effects that might exist were not clini-
cally meaningful. For example, the 95% CI in the
DHEA group for the measure of fat-free mass in
elderly men ranged from 0 to 1.78 kg, thus ruling
out an effect greater than 1.8 kg. If the study had
enrolled more subjects, the CI would have been
even narrower. The upper limit of the 95% CI for
the effect of DHEA on fat-free mass in elderly
women was 1.35 kg, and for testosterone in men it
was 2.15 kg.

Similarly, the number of subjects in the study
appears to have been adequate to rule out clini-
cally meaningful effect sizes for muscle strength,
as measured by the upper limits of the 95% CI for
the chest press (2.27 kg for both men and women
in the DHEA group and 4.54 kg in the testosterone
group), the fasting glucose level (1.37 mg per deci-
liter [0.08 mmol per liter] for men and 2.45 mg per
deciliter [0.14 mmol per liter] for women in the
DHEA group and 2.99 mg per deciliter [0.17 mmol
per liter] in the testosterone group), and BMD at
the femoral neck (0.04 g per square centimeter of
body-surface area for men and 0.02 g per square
centimeter for women in the DHEA group and
0.05 g per square centimeter in the testosterone
group). Even though women in the DHEA group
had a significant increase in BMD at the ultradis-
tal radius (P=0.005), the number of subjects was
adequate to establish that the magnitude of the
effect was less than that reported with current
treatments, such as bisphosphonates.?? In contrast
with our findings, 3 months of resistance exer-

cise training increased chest-press strength by an
average of 15 kg in older people.?

We administered 75 and 50 mg of DHEA per day
to elderly men and women, respectively, to achieve
circulating levels present in young people of the
same sex.2#25 Previous studies have examined the
effects of DHEA doses ranging from 50 mg2°28 to
1600 mg?*:3° given as a single dose or as repeated
daily doses for up to 1 year.253%32 These studies
have had inconsistent results, with some report-
ing positive effects on body composition, muscle
strength, BMD, and glucose tolerance, and others
showing no effect.®921,25,27.29,33-41 The ]ack of a
detectable effect of DHEA replacement on strength,
peak VO,, quality of life, or measures of insulin
sensitivity does not preclude the possibility that
DHEA had short-term effects on these measures
or that pharmacologic doses could have a biologic
effect. However, the current data indicate that if
short-term restoration of DHEA levels in elderly
subjects has favorable biologic effects, they are not
sustained.

The effect of DHEA on BMD is less clear. El-
derly women in the DHEA group had a small but
significant increase in BMD of the ultradistal ra-
dius, and men in both the DHEA group and the
testosterone group had an increase in BMD of the
femoral neck. However, there was no significant
increase in BMD at other sites in either group.
Although this may have been a chance finding, an
actual effect might have been influenced by the
associated plasma estrogen levels. Since other well-
tolerated and tested pharmacologic agents result
in a far greater increase in BMD, the value of
DHEA for either preventing or treating osteoporo-
sis in elderly men or women is probably limited.

The administration of low-dose testosterone
was associated with a small increase in fat-free
mass but was not associated with a significant
increase in the thigh-muscle area or with an im-
provement in any of the performance measures.
In contrast to these results, a study of intramus-
cular testosterone therapy (at a dose of 200 mg
every 2 weeks for 36 months)#? demonstrated a
larger increase in fat-free mass (6.7%) and a larger
decrease in the proportion of body fat (17.3%).
A previous study in elderly people in which testos-
terone levels were increased to values that were in
the middle of the normal range for young people
also did not show any effect on muscle strength.?
Thus, although a pharmacologic dose of testoster-
one may have a marked effect on body composi-
tion and function, low-dose replacement has no
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Table 3. Summary of Adverse Events.*

System Affected by Event Placebo
Men Women
(N=32)  (N=30)
Cardiovascular 5 2

Gastrointestinal
Genitourinaryy
Hematopoietic and lymphatic
Immunologic
Musculoskeletal

Nervous

Respiratory

A LW NN O MMNDN O
O H = = = = W O

Other system

DHEA Testosterone Total (N=151)
Men Women Men
(N=30) (N=29) (N=30)
2 6 5 20
0 2 2 5
4 1 8 22
0 3 2 8
0 3 6 12
3 0 1 5
2 1 1 7
3 2 2 11
2 2 1 9

* There were no significant differences between placebo and treatment groups.
7 Adverse events associated with the prostate occurred in four men in the placebo group, three in the DHEA group, and

five in the testosterone group.

demonstrable effect. Higher doses of testosterone
that increase levels in older men to levels seen in
young men may increase adverse effects (prostate
enlargement and prostate cancer''), and any ben-
eficial effects remain to be established.

It is reassuring that men in the DHEA, testos-
terone, and placebo groups had similar changes in
both the PSA level and prostate size. However, the
2 years of observation may not be sufficient to
detect subtle adverse effects of DHEA or testoster-
one on prostate growth and differentiation. Our
study also does not preclude the possibility of ad-
verse effects from higher doses of either of these
agents. We therefore believe that the long-term
safety of DHEA or testosterone therapy in elderly
people remains uncertain.

In all, we found little if any beneficial effect of
the restoration of DHEA levels in elderly men and
women to those in healthy young people of the
same sex. Although DHEA replacement has no
detectable effect on body composition, physical
performance, insulin action, or quality of life, it

resulted in a minimal and inconsistent effect on
BMD, the magnitude of which was far smaller
than that of established therapies for osteoporo-
sis. Additional long-term studies of testosterone
are warranted to determine the risk—benefit ratio
of higher doses. Taken together, our data provide
no evidence that either DHEA or low-dose testos-
terone is an effective antiaging hormone supple-
ment and argue strongly against the use of these

agents for this purpose.

Supported by grants (PO1 AG14283 and MO1 RR00585) from
the National Institutes of Health; by the Department of Medi-
cine, Mayo Clinic; and by the Mayo Foundation. Dr. Nair is sup-
ported by the David Murdock Professorship.

Dr. Melton reports having received lecture fees from Amgen,
Merck, Novartis, and Procter & Gamble. Dr. Nehra reports hav-
ing served as a consultant to Pfizer. No other potential conflict
of interest relevant to this article was reported.

We are indebted to Traci Hammer for coordinating the study;
to Barbara Norby, Jean Feehan, and Laurie Wahlstrom for their
nursing support; to Peggy Helwig and the Chemistry Core Labo-
ratory of the General Clinical Research Center (GCRC) for their
technical assistance; to Drs. Ann O’Berg, Terry M. Therneau,
Scott Przybelski, and Claudia Powell for their statistical support;
to Melissa Aakre for her secretarial support; and to members of
the GCRC nursing and dietetic staff.

REFERENCES

1. Orentreich N, Brind JL, Vogelman JH,
Andres R, Baldwin H. Long-term longitu-
dinal measurements of plasma dehydro-
epiandrosterone sulfate in normal men.
J Clin Endocrinol Metab 1992;75:1002-4.

2. Khosla S, Melton LJ III, Atkinson EJ,
O’Fallon WM, Klee GG, Riggs BL. Rela-
tionship of serum sex steroid levels and
bone turnover markers with bone mineral
density in men and women: a key role for

bioavailable estrogen. J Clin Endocrinol
Metab 1998;83:2266-74.

3. Labrie F. Intracrinology. Mol Cell En-
docrinol 1991;78:C113-C118.

4. Barrett-Connor E, Khaw K-T, Yen SS.
A prospective study of dehydroepiandros-
terone sulfate, mortality, and cardiovas-
cular disease. N Engl) Med 1986;315:1519-
24.

5. Helzlsouer KJ, Gordon GB, Alberg A,

Bush TL, Comstock GW. Relationship of
prediagnostic serum levels of dehydroepi-
androsterone and dehydroepiandrosterone
sulfate to the risk of developing premeno-
pausal breast cancer. Cancer Res 1992;52:
1-4.

6. Schwartz AG, Pashko LL. Dehydroepi-
androsterone, glucose-6-phosphate dehy-
drogenase, and longevity. Ageing Res Rev
2004;3:171-87.

N ENGLJ MED 355,16 WWW.NEJM.ORG OCTOBER 19, 2006

Downloaded from www.nejm.org on February 9, 2010 . For personal use only. No other uses without permission.

Copyright © 2006 Massachusetts Medical Society. All rights reserved.



DHEA IN ELDERLY WOMEN AND DHEA OR TESTOSTERONE IN ELDERLY MEN

7. Roth GS, Lane MA, Ingram DK, et al.
Biomarkers of caloric restriction may pre-
dict longevity in humans. Science 2002;
297:811.

8. Dhatariya KK, Nair KS. Dehydroepi-
androsterone: is there a role for replace-
ment? Mayo Clin Proc 2003;78:1257-73.

9. Morales AJ, Haubrich RH, Hwang JY,
Asakura H, Yen SS. The effect of six
months treatment with a 100 mg daily
dose of dehydroepiandrosterone (DHEA)
on circulating sex steroids, body compo-
sition and muscle strength in age-advanced
men and women. Clin Endocrinol (Oxf)
1998;49:421-32.

10. Harman SM, Metter EJ, Tobin JD,
Pearson J, Blackman MR. Longitudinal
effects of aging on serum total and free
testosterone levels in healthy men. J Clin
Endocrinol Metab 2001;86:724-31.

11. Kaufman JM, Vermeulen A. The de-
cline of androgen levels in elderly men
and its clinical and therapeutic implica-
tions. Endocr Rev 2005;26:833-76.

12. Committee on Assessing the Need
for Clinical Trials of Testosterone Re-
placement Therapy. Executive summary.
In: Liverman CT, Blazer DG, eds. Testos-
terone and aging: clinical research direc-
tions. Washington, DC: National Acade-
my Press, 2004:1-10.

13. Prestwood KM, Kenny AM, Klepping-
er A, Kulldorff M. Ultralow-dose micron-
ized 17beta-estradiol and bone density
and bone metabolism in older women:
a randomized controlled trial. JAMA 2003;
290:1042-8.

14. Proctor DN, Beck KC. Delay time ad-
justments to minimize errors in breath-
by-breath measurement of VO, during
exercise. J Appl Physiol 1996;81:2495-9.
15. Jensen MD, Kanaley JA, Roust LR, et
al. Assessment of body composition with
use of dual-energy x-ray absorptiometry:
evaluation and comparison with other
methods. Mayo Clin Proc 1993;68:867-
73.

16. Levine JA, Abboud L, Barry M, Reed
JE, Sheedy PF, Jensen MD. Measuring leg
muscle and fat mass in humans: compari-
son of CT and dual-energy X-ray absorpti-
ometry. ] Appl Physiol 2000;88:452-6.

17. Jensen MD, Kanaley JA, Reed JE,
Sheedy PF. Measurement of abdominal
and visceral fat with computed tomogra-
phy and dual-energy x-ray absorptiometry.
Am J Clin Nutr 1995;61:274-8.

18. Basu R, Breda E, Oberg AL, et al.
Mechanisms of the age-associated deteri-
oration in glucose tolerance: contribution
of alterations in insulin secretion, action,
and clearance. Diabetes 2003;52:1738-48.
[Erratum, Diabetes 2003;52:3014.]

19. Dalla Man C, Caumo A, Cobelli C. The
oral glucose minimal model: estimation of

insulin sensitivity from a meal test. IEEE
Trans Biomed Eng 2002;49:419-29.

20. Health Status Questionnaire (HSQ).
Bloomington, MN: Health Outcomes In-
stitute, 1993.

21. McHorney CA, Ware JE Jr, Raczek AE.
The MOS 36-Item Short-Form Health Sur-
vey (SF-36): II. Psychometric and clinical
tests of validity in measuring physical and
mental health constructs. Med Care 1993;
31:247-63.

22. Liberman UA, Weiss SR, Broll J, et al.
Effect of oral alendronate on bone min-
eral density and the incidence of fractures
in postmenopausal osteoporosis. N Engl J
Med 1995;333:1437-43.

23. Balagopal P, Schimke JC, Ades P,
Adey D, Nair KS. Age effect on transcript
levels and synthesis rate of muscle MHC
and response to resistance exercise. Am J
Physiol Endocrinol Metab 2001;280:E203-
E208.

24. Tan KC, Shiu SW, Pang RW, Kung AW.
Effects of testosterone replacement on
HDL subfractions and apolipoprotein A-I
containing lipoproteins. Clin Endocrinol
(Oxf) 1998;48:187-94.

25. Lasco A, Frisina N, Morabito N, et al.
Metabolic effects of dehydroepiandros-
terone replacement therapy in postmeno-
pausal women. Eur J Endocrinol 2001;145:
457-61.

26. Wolf OT, Neumann O, Hellhammer
DH, et al. Effects of a two-week physio-
logical dehydroepiandrosterone substitu-
tion on cognitive performance and well-
being in healthy elderly women and men.
J Clin Endocrinol Metab 1997;82:2363-7.
27. Morales AJ, Nolan JJ, Nelson JC, Yen
SS. Effects of replacement dose of dehy-
droepiandrosterone in men and women of’
advancing age. J Clin Endocrinol Metab
1994;78:1360-7. [Erratum, J Clin Endocri-
nol Metab 1995;80:2799.]

28. Arlt W, Callies F, Koehler I, et al. De-
hydroepiandrosterone  supplementation
in healthy men with an age-related decline
of dehydroepiandrosterone secretion. J Clin
Endocrinol Metab 2001;86:4686-92.

29. Nestler JE, Barlascini CO, Clore JN,
Blackard WG. Dehydroepiandrosterone
reduces serum low density lipoprotein
levels and body fat but does not alter insu-
lin sensitivity in normal men. J Clin Endo-
crinol Metab 1988;66:57-61.

30. Mortola JF, Yen SS. The effects of oral
dehydroepiandrosterone on endocrine-
metabolic parameters in postmenopausal
women. ] Clin Endocrinol Metab 1990;71:
696-704.

31. Baulieu EE, Thomas G, Legrain S, etal.
Dehydroepiandrosterone (DHEA), DHEA
sulfate, and aging: contribution of the
DHEAge Study to a sociobiomedical issue.
Proc Natl Acad Sci U S A 2000;97:4279-84.

32. Labrie F, Diamond P, Cusan L, Gomez
JL, Belanger A, Candas B. Effect of 12-
month dehydroepiandrosterone replace-
ment therapy on bone, vagina, and endome-
trium in postmenopausal women. J Clin
Endocrinol Metab 1997;82:3498-505.

33. Villareal DT, Holloszy JO. Effect of
DHEA on abdominal fat and insulin ac-
tion in elderly women and men: a ran-
domized controlled trial. JAMA 2004;292:
2243-8.

34. Valenti G, Maggio M, Ceresini G, et
al. The relationship between DHEAS lev-
els and muscle strength in men: results
from the InCHIANTI Study. Presented at
the 84th Annual Meeting of The Endo-
crine Society, San Francisco, June 21,
2002.

35. Diamond P, Cusan L, Gomez JL, Be-
langer A, Labrie F. Metabolic effects of
12-month percutaneous dehydroepiandros-
terone replacement therapy in postmeno-
pausal women. J Endocrinol 1996;150:
Suppl:S43-S50.

36. Villareal DT, Holloszy JO, Kohrt WM.
Effects of DHEA replacement on bone
mineral density and body composition in
elderly women and men. Clin Endocrinol
(Oxf) 2000;53:561-8.

37. Flynn MA, Weaver-Osterholtz D, Sharpe-
Timms KL, Allen S, Krause G. Dehydroepi-
androsterone replacement in aging hu-
mans. J Clin Endocrinol Metab 1999;84:
1527-33.

38. Turner RT, Lifrak ET, Beckner M,
Wakley GK, Hannon K8, Parker LN. Dehy-
droepiandrosterone reduces cancellous
bone osteopenia in ovariectomized rats.
Am J Physiol 1990;258:E673-E677.

39. Clarke BL, Ebeling PR, Jones JD, et al.
Predictors of bone mineral density in ag-
ing healthy men varies by skeletal site.
Calcif Tissue Int 2002;70:137-45.

40. Nordin BE, Robertson A, Seamark RF,
et al. The relation between calcium ab-
sorption, serum dehydroepiandrosterone,
and vertebral mineral density in postmeno-
pausal women. J Clin Endocrinol Metab
1985;60:651-7.

41. Shepherd A, Cleary MP. Metabolic al-
terations after dehydroepiandrosterone
treatment in Zucker rats. Am J Physiol
1984;246:E123-E128.

42. Page ST, Amory JK, Bowman FD, et al.
Exogenous testosterone (T) alone or with
finasteride increases physical perfor-
mance, grip strength, and lean body mass
in older men with low serum T. J Clin En-
docrinol Metab 2005;90:1502-10.

43. Snyder PJ, Peachey H, Hannoush P, et
al. Effect of testosterone treatment on
body composition and muscle strength in
men over 65 years of age. J Clin Endocri-
nol Metab 1999;84:2647-53.

Copyright © 2006 Massachusetts Medical Society.

N ENGL J MED 355,16  WWW.NEJM.ORG OCTOBER 19, 2006

Downloaded from www.nejm.org on February 9, 2010 . For personal use only. No other uses without permission.

Copyright © 2006 Massachusetts Medical Society. All rights reserved.

1659



