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Summary

The diagnosis of osteoporosis based on a T score has in the
literature been slightly different in different countries, partly
depending on the reference population used. This will be
overcome in a WHO project on risk assessment that will c¢!-
culate the absolute fracture risk based on risk factgig,ir ciua,
ing BMD. In the cohorts studies this seems tciwor : wor| dvide.
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Tie dernition of ostecndroiis is\a'systematic skeletal disease
charecterized by low )en€ niass and micro-architectural deteri-
oration ofibfine tissue,_#ith a subsequent increase in bone
fraghity an\! cusce ptibility to fracture (Anonymous, 1993). This
desuripticn 's both concerning bone mineral density (BMD) and
bone quality, but at present we can only measure BMD. Thus,
the diagnosis of osteoporosis is based solely on a BMD mea-
surement (WHO, 1994). It is also important to separate the op-
erational diagnosis of osteoporosis based on the WHO T score
(WHO, 1994) from intervention thresholds (Kanis et al., 2002a)
since intervention thresholds should be based on the risk of
fracture and the absolute 10 year fracture risk differs markedly
at any given BMD depending mainly on age (Kanis et al.,
2001).

Furthermore, the clinical significance of osteoporosis lies in the
fractures (Johnell et al., 2004a) that arise with their attendant
morbidity and mortality (Johnell et al., 2004b). Low bone mass
is one of the most important component of the risk of fracture,
but other skeletal abnormalities contribute to bone fragility as
well as factors related to falls. Thus, ideally the assessment of
fracture risk should encompass all these aspects of risk (Kanis
et al., 2002b). Also for this reason there is a distinction to be
made between the diagnosis of osteoporosis and the assess-
ment of risk — a distinction between diagnostic and intervention
thresholds (Kanis et al., 2002b).

Low BMD is widely recognized as one of the major risk factors
for fractures (Marshall et al., 1996). Furthermore, BMD mea-
surements at the hip predict hip fractures with a risk that is
comparable to gradient of risk for cardiovascular disease pro-
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vided by measurement of blood pressure (Marshall et al.,
1996). Though several studies have been published on frac-
ture risk and BMD we still have several gaps, is BMD working
worldwide, is the threshold the same in men and women, is the
predictive ability similar at different ages etc.?

To clarify whether BMD has a relationship to fracture and if it is
similar worldwide we performed a study based on data from 12
perspective cohort studies that have hip BMD measured, in total
almost 40,000 men and women (Johnell et al., 2005) including
studies from Europe, North America, Asia and Australia. We
calculated the predictive ability of the BMD measurement.
There was no significant difference between the cohorts after
adjustment for age — thus no heterogeneity. The 12 perspective
cohorts — both men and women — were followed for 168,000
person years with almost 1,000 hip fractures and 2,600 osteo-
porotic fractures. The predictive ability was only marginally ¢if-
ferent between men and women and not statisticallytsigliiticart
(Johnell et al., 2005). There was an effect ofage ii¢het t /e gia-
dient of risk was not the same in_a'"maces Forip fracture the
aracient of risk was highest af the Ibwet waed and low at the
highest ages. The imalicetion ofth/i:sesfindings is that is better
to use BMD, i“yoiny aqus thariin old ages (Johnell et al.,
2005)+Tiere wi s casmiall attenuation of the gradient of risk with
time \aftel| assewssment for hip fractures, but not significant.
Tiere\wasalso a tendency that the gradient of risk per SD de-
crease in BMD for hip fractures decreased with increasingly bet-
ter Z score, thus there was a non-significant better predictive
ability of fractures in those with low BMD (Johnell et al., 2005).
In this study also ultrasound and peripheral measurements
were tested (Johnell et al., 2005). The predictive ability for hip
fractures was lower than for hip BMD but there was a signifi-
cant predictive effect of both ultrasound and peripheral mea-
surements.

In a separate calculation differences in prediction of hip frac-
ture were studied (O. Johnell and J.A. Kanis, personal commu-
nication), whether lumbar spine BMD measurement had the
same predictive ability as femoral neck BMD measurement and
if the combination of femoral neck BMD and lumbar spine BMD
could increase the predictive ability. The data show that for hip
fracture BMD at the hip had a better predictive ability than the
lumbar spine measurements and that combination of lumbar
spine BMD and femoral neck BMD did not contribute to an in-
creased predictive ability.

The problem with BMD is also that the absolute values differ
between the types of scanner but an algorithm has been creat-
ed to get a standardized BMD for the different scanners (Kanis
et al.,, 2002b). This is necessary to make an easy calculation
for the T score. As mentioned earlier, the diagnosis and the in-
tervention threshold should be divided (Kanis et al., 2002b).
Therefore focus on risk assessment for intervention threshold
with BMD measurements and other risk factors should be
done. The prevalence of osteoporosis is somewhat different in
the published studies in that there are more osteoporotic pa-
tients in some countries, partly depending on the reference
population, whether it is from the local area or from the manu-
facturer. Therefore we should shift focus from the diagnosis to
risk assessment. From the studies quoted this seems to work
worldwide (Johnell et al., 2005).
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A WHO project on risk assessment is almost finished and a
technical report will soon be published, where risk assessment
is based on health economically determined cut offs with ab-
solute fracture risk. There are several clinical risk factors that
can be used in risk assessment but they have to be validated
in multiple populations, adjusted for age, sex and type of frac-
ture, readily assessable by primary care physicians, contribute
to a risk that is amenable to the therapeutic manipulation in-
tended, intuitive rather than counterintuitive to medical care
(Kanis et al., 2002b). A cornerstone of the clinical risk factor is
a BMD measurement but also other risk factors have to be
added to BMD. The predictive ability of BMD + clinical risk fac-
tors is much better than clinical risk factors only. If there is a
possibility to use BMD worldwide more patients at high risk will
be identified by using a BMD measurement.

References

1. Anonymous. Consensus development conference: diagnosis, prophy-
laxis and treatment of osteoporosis. Am J Med. 1993;94:646-650.

2. WHO. Assessment of fracture risk and its application to screening
for postmenopausal osteoporosis. WHO technical report series,
843. WHO, Geneva, 1994.

3. Kanis JA, Black D, Cooper C, Dargent P, Dawson-Hughes B, De
Laet C, Delmas P, Eisman J, Johnell O, Melton J, Oden A, Papa-

Clinical Cases in Mineral and Bone Metabolism 2005; 2(2): 108-109

poulos S, Pols H, Rizzoli R, Silman A, Tenenhouse A. A new ap-
proach to the development of assessment guidelines for osteoporo-
sis. Osteoporosis Int. 2002a;13:527-536.

. Kanis JA, Johnell O, Odén A, Dawson A, De Laet C, Jonsson B.

Ten year probabilities of osteoporotic fractures according to BMD
and diagnostic thresholds. Osteoporos Int. 2001;12:989-995.

. Johnell O, Kanis JA, Oden A, Sernbo I, Redlund-Johnell |, Petterson

C, De Laet C, Jonsson B. Fracture risk following an osteoporotic
fracture. Osteoporos Int. 2004 Mar;15(3):175-9. Epub 2003 Dec 23.

. Johnell O, Kanis JA, Oden A, Sernbo |, Redlund-Johnell |, Petterson

C, De Laet C, Jonsson B. Mortality after osteoporotic fractures. Os-
teoporos Int. 2004 Jan;15(1):38-42. Epub 2003 Oct 30.

. Kanis JA, Black D, Cooper C, Dargent P, Dawson-Hughes B, De

Laet C, Delmas P, Eisman J, Johnell O, Melton J, Oden A, Papa-
poulos S, Pols H, Rizzoli R, Silman A, Tenenhouse A. A new ap-
proach to the development of assessment guidelines for osteoporo-
sis. Osteoporosis Int. 2002b;13; 527-536.

. Marshall D, Johnell O, Wedel H. Meta-analysis of how well mea-

sures of bone mineral density predict occurrence of osteoporotic
fractures. Br Med J. 1996;312:1254-1259.

. Johnell O, Kanis JA, Oden A, et al. Predictive value of bone mineral

density for hip and other fractures. Journal of Bone and Mineral Re-
search 2005; in press.

109



