Dehydroepiandrosterone Sulfate Has Not
Been Substantiated as an Anabolic Hormone

n their assessment of the relationship between mor-

tality and anabolic hormones, I am surprised that

Maggio etal' continue to include dehydroepiandros-
terone sulfate (DHEA-S) in this group. Despite being the
most abundant steroid hormone in the circulation sys-
tem, the purpose of DHEA-S in humans has yet to be iden-
tified. There have been several studies looking at its ef-
fects on a number of different physiological and
psychological systems that have not shed any light on its
role.> With particular respect to the role described by Mag-
gio et al,' observational and interventional studies have
consistently failed to show a convincing relationship be-
tween muscle strength and body composition with
DHEA-S levels®* or have had conflicting results.>® Thus,
to class DHEA-S as an anabolic hormone is an assump-
tion that has yet to be substantiated.
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In reply

We thank Dhatariya for his comments on our study.! Dha-
tariya mentions that there is no reason to include DHEA-S
in the group of anabolic hormones. Although some studies
in women partially support Dhatariya’s arguments,” there
is enough evidence in the literature that DHEA-S exerts an
anabolic effect on several tissues, which may be direct or
mediated by the conversion to testosterone or by the stimu-
lation of insulinlike growth factor 1 secretion.” A number
of observational studies show a significant positive associa-
tion between serum DHEA-S levels and muscle mass and
strength and a negative association with fat mass in both
men and women.*> There is also evidence that DHEA-S is
positively associated with bone mineral density (BMD) in
the older population.®

The potential role of DHEA-S as an anabolic hormone
is also supported by some intervention studies. Random-
ized placebo-controlled trials of DHEA in older men show
a significant increase in muscle mass and strength, a sig-

nificant decrease in fat mass,” and a significant increase in
BMD.8 Similarly, in a recent study, Nair et al’ were able to
detect a positive and independent association between DHEA
and fat-free mass and a negative association with fat mass
when men and women in their study population were ana-
lyzed together. Moreover, women in the DHEA group had
a slight but significant increase in BMD of the distal ra-
dius, while men had a significant increase in BMD of the
femoral neck.’

After an accurate revision of the literature, we recently
published a consensus document suggesting that the strength
of evidence of the putative anabolic effect of DHEA in
older subjects can be defined as level Ib (according to the
criteria of the North of England Evidence-Based Guide-
lines Development Project).” Interestingly, the anabolic effect
of DHEA is even stronger in men with primary adrenal in-
sufficiency.”

Marcello Maggio, MD, PhD
Gian Paolo Ceda, MD
Shehzad Basaria, MD
Giorgio Valenti, MD

Luigi Ferrucci, MD, PhD

Correspondence: Dr Maggio, Department of Internal
Medicine and Biomedical Sciences, Section of Geri-
atrics, University of Parma, Via Gramsci, 14 43100 Parma,
Italy (marcellomaggio2001@yahoo.it).

1. Maggio M, Lauretani F, Ceda GP, et al. Relationship between low levels of ana-
bolic hormones and 6-year mortality in older men: the aging in the Chianti Area
(InCHIANT]I) study. Arch Intern Med. 2007;167(20):2249-2254.

2. Goldman N, Glei DA. Sex differences in the relationship between DHEAS
and health. Exp Gerontol. 2007;42(10):979-987.

3. Valenti G, Denti L, Sacco M, et al; GISEG (Italian Study Group on Geriatric
Endocrinology). Consensus Document on substitution therapy with DHEA
in the elderly. Aging Clin Exp Res. 2006;18(4):277-300.

4. Kostka T, Arsac LM, Patricot MC, Berthouze SE, Lacour JR, Bonnefoy M.
Leg extensor power and dehydroepiandrosterone sulfate, insulin-like growth
factor-T and testosterone in healthy active elderly people. Eur J Appl Physiol.
2000;82(1-2):83-90.

5. Valenti G, Denti L, Maggio M, et al. Effect of DHEAS on skeletal muscle over
the life span: the InCHIANTI study. J Gerontol A Biol Sci Med Sci. 2004;
59(5):466-472.

6. Greendale GA, Edelstein S, Barrett-Connor E. Endogenous sex steroids and
bone mineral density in older women and men: the Rancho Bernardo Study.
J Bone Miner Res. 1997;12(11):1833-1843.

7. 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 cir-
culating sex steroids, body composition and muscle strength in age-advanced
men and women. Clin Endocrinol (Oxf). 1998;49(4):421-432.

8. Jankowski CM, Gozansky WS, Schwartz RS, et al. Effects of dehydroepiandros-
terone replacement therapy on bone mineral density in older adults: a ran-
domized, controlled trial. J Clin Endocrinol Metab. 2006;91(8):2986-2993.

9. Nair KS, Rizza RA, O'Brien P, et al. DHEA in elderly women and DHEA or

testosterone in elderly men. N Engl ] Med. 2006;355(16):1647-1659.

Gurnell EM, Hunt PJ, Curran SE, et al. Long-term DHEA replacement in

primary adrenal insufficiency: a randomized, controlled trial. J Clin Endo-

crinol Metab. 2008;93(2):400-409.

10.

Opportunity Realized? Medical
Consultation for Patients Undergoing
Major Surgery

uerbach et al' presented a retrospective analy-
sis of patients who underwent surgery. The use
of perioperative consultation in this popula-
tion was not associated with differences in the adminis-

(REPRINTED) ARCH INTERN MED/VOL 168 (NO. 13), JULY 14, 2008

1470

WWW.ARCHINTERNMED.COM

Downloaded from www.archinternmed.com on July 20, 2008
©2008 American Medical Association. All rights reserved.


http://www.archinternmed.com

