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Osteoporosis in Men

TO THE EDITOR: In his review of osteoporosis in
men, Ebeling (April 3 issue)® presents the World
Health Organization (WHO) diagnostic criteria for
osteoporosis. Since then, the WHO has developed
an approach to determining risk, using data from
large international cohorts. This is available on-
line as a calculator, which gives the absolute risk
of a hip fracture within the next decade, based on
bone density and other clinical risk factors (www.
shef.ac.uk/FRAX/index.htm). The calculator re-
quires input of a T score, which must be derived
from the normal reference range for young wo-
men. However, in the United States, most of the
bone-density reports give the T score based on the
reference range for young men. Many physicians
do not realize that they need to do an additional
step to use the calculator for men. The mean (+SD)
value for the femoral neck in young women is
0.858+0.0.120 g per square centimeter, and for
young men it is 0.934+0.137 g per square centi-
meter.2 To convert a male-referent T score (mT)
into a female-referent T score (fT), the following
equation should be used:
fT={[(mT x0.137)+0.934] - 0.858}+0.120.
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TO THE EDITOR: Ebeling describes vertebral-frac-
ture reduction with the use of teriparatide in men?;
however, the data in the cited study were partly
based on treatment with the 40-ug dosage, the
fracture data were collected not only during but
also after treatment with teriparatide, and the dif-
ference was found only for moderate-to-severe frac-
tures. Relevant data for risedronate were not men-
tioned: among men after stroke, the risk of hip
fracture was reduced (0.19; 95% confidence inter-
val [CI], 0.04 to 0.89),2 and among glucocorticoid-
treated men, the risk of vertebral fracture deceased
by 82% (95% CI, 37 to 95), as compared with
placebo.?

Risedronate is registered in Europe for use in
men, based on the results of a randomized, pla-
cebo-controlled trial, in which an increase in the
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bone mineral density of the spine and hips was
observed.* This seems reasonable, since studies
with fractures as the primary end point are less
feasible in men for economic reasons, and these
drugs have been demonstrated to reduce the risk
of fracture among women.
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TO THE EDITOR: In regard to the use of bisphos-
phonates in men with osteoporosis, the studies
cited do not seem to support either the published
guidelines or the recommendations by Ebeling
for the patient described in the vignette. One
study showed a decrease only in radiologic —
ergo asymptomatic — vertebral fractures. An-
other also showed a decrease only in radiologic
vertebral fractures, and it was not blinded. A
third study showed a decrease in clinical frac-
tures, but not hip fractures, in men with a previ-
ous hip fracture.

For men with a low T score and no history of
fractures or with a low score and only radiologic
evidence of vertebral fractures, with or without
other risk factors, what evidence exists to show
that bisphosphonates will provide a benefit?
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CORRESPONDENCE

THE AUTHOR REPLIES: [ am grateful to Ott for her
timely comments on using the WHO online cal-
culator (FRAX) for assessing the absolute risk of
a hip fracture within the next decade in men,
based on femoral-neck bone density and other clin-
ical risk factors.* This tool is mentioned in my re-
view of osteoporosis in men, as is the calculation
of male-referent T scores with the use of a refer-
ence range for young men rather than for young
women. To use the online calculator in men, the
male-referent T score should be converted into a
female-referent T score with the use of the equa-
tion provided. Ideally, the FRAX tool could be up-
dated to include an online formula for this conver-
sion to be made before the derived female-referent
T score is used in the absolute-fracture-risk cal-
culator.

Lems and Geusens provide further evidence
of the efficacy of risedronate and teriparatide
treatment. Limited space in my article precluded a
comprehensive review of the literature. The study
of treatment with teriparatide in men with oste-
oporosis was terminated prematurely after an aver-
age follow-up of 11 months. Currently, treatment
is recommended for a total of 18 to 24 months.
The follow-up study data showing that vertebral
fractures are reduced by teriparatide are reassur-
ing and likely to be clinically relevant. The prob-
lem in assessing the efficacy of any treatment for
osteoporosis in men is the lack of data from pub-
lished trials using fractures as a primary end
point. The studies referred to in my review and by

these authors examined fracture rates as second-
ary end points and had limited statistical power.
Larger studies are required to definitively deter-
mine the effects of newer treatments on vertebral,
nonvertebral, and hip fractures in men with os-
teoporosis. However, evidence of the efficacy of
these drugs may be limited to data from studies
using the surrogate end points of bone mineral
density and bone-turnover markers, such as the
study of risedronate in men with osteoporosis by
Boonen et al.,2 with generalization of antifracture
efficacy from studies in postmenopausal women
with osteoporosis.

Joy’s questioning of the evidence on which cur-
rent published guidelines or treatment recommen-
dations are based reinforces the need for larger
studies of treatment in men with osteoporosis.
However, it makes sense to initiate treatment in
men with the highest absolute risk of fracture,
since they will be most likely to benefit. Applica-
tion of the FRAX tool will help identify the men
at highest risk.
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Sublingual Immunotherapy

TO THE EDITOR: In his discussion of allergic rhin-
itis and the clinical use of sublingual immuno-
therapy, Frew (May 22 issue)* reports that the ad-
verse effects of such therapy have been limited
mainly to the oral cavity, with only a few cases of
anaphylaxis reported. To our knowledge, the stud-
ies whose results have been published so far did not
look into the incidence of eosinophilic esophagitis
with sublingual immunotherapy. Eosinophilic eso-
phagitis is an emerging worldwide disease of un-
known cause that mimics gastroesophageal reflux
disease and can lead to esophageal narrowing and
stricture.? The majority of patients with the con-
dition have evidence of food and aeroallergen hy-
persensitivity. However, only a minority of patients
have a history of anaphylaxis, suggesting a dis-

tinct mechanism of IgE-mediated activation of mast
cells and basophils.? A temporal association be-
tween eosinophilic esophagitis and pollen expo-
sure has been described.* It is plausible that the
repeated delivery of specific allergens through sub-
lingual immunotherapy could lead to delayed cell-
mediated responses within the esophagus. We
wonder whether an evaluation of the long-term in-
cidence or aggravation of eosinophilic esophagi-
tis with such therapy is warranted.
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