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Abstract

Summary We observed higher proximal femur bone mineral
density (BMD) in European women compared to average
values derived from US Caucasian women in the National
Health and Nutrition Examination Survey (NHANES) study.
Across European centres, Parisian women had lower proximal
femur BMD compared to women from Kiel or Sheffield.
Introduction Proximal femur BMD of US adults (NHANES
IIT) may not accurately reflect that of European women. We
examined the heterogeneity of BMD across European and US
Caucasian women and across different European populations.
Methods Proximal femur BMD was measured in women
ages 20-39 years (n=258) and 55-79 years (n=1,426) from
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three European centres. Cross-calibrated BMD for total hip,
femoral neck, trochanter and intertrochanter were exam-
ined. International variation in BMD was assessed by
comparing means and SDs in the European data with those
from the US NHANES III study. European populations
were stratified into 5-year age bands to establish individual
centre reference intervals. Between-centre differences were
assessed using ANOVA and post hoc Fisher’s least
significant difference tests.

Results European women had higher BMD than US
women: The differences were 7.1% to 14.2% (p<0.001)
and 0% to 3.9% (p<0.05) in the older and younger women,
respectively. Standard deviations for BMD at the different
sites were comparable to those for US women. Among
older, but not younger European women, proximal femur
BMD was significantly lower in French women (Paris) than
in women from Germany (Kiel) or the UK (Sheffield)
(difference=5.0% to 9.6%, p<0.05).

Conclusions International variation in hip BMD does exist,
with international and between-centre differences being less
evident at the femoral neck.

Keywords European - Geographical variation -
International comparison - NHANES III -
Proximal femur bone mineral density -
Reference intervals

Introduction

Reference interval data for proximal femur bone mineral
density (BMD) determined using dual-energy X-ray
absorptiometry (DXA) have been established in US adults
as part of phases I and II of the third National Health and
Nutrition Examination Survey (NHANES III) [1, 2]. The
use of these data is advocated by the International Society
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for Clinical Densitometry (ISCD; www.iscd.org) in the
2007 Official Positions Statement [3], to standardize the
clinical interpretation of BMD results obtained using
different brands and types of densitometer.

Geographical variation in proximal femur BMD [2, 4-7],
however, has been shown to exist. European differences in
proximal femur BMD have been demonstrated within
pre- and post-menopausal populations in the Network in
Europe on Male Osteoporosis (NEMO) study [4] and the
European Vertebral Osteoporosis Study (EVOS) [5]. In
addition, regional within-country variation in proximal
femur BMD has been observed [2, 6]. The variation in
proximal femur BMD data between European populations
appears greater than that seen between US regions [6].

Bone mineral density measurements in the aforementioned
studies were predominantly performed using pencil-beam
technology and a variety of densitometers manufactured by
different companies. There are currently no population-based
reference intervals for proximal femur BMD based on a single
type and brand of fan-beam densitometer. Some studies have
reported between-country differences in femoral neck and
trochanteric BMD, but there is little information available
about the European and international heterogeneity of BMD
data acquired in other regions of interest, including the total
hip and intertrochanter.

We hypothesized that NHANES III proximal femur
reference intervals may not accurately reflect average BMD
values in European women and wished to identify international
variation in BMD at all sites of the proximal femur.

The aims of this study were to (1) establish normal
reference intervals for proximal femur BMD in European
women, (2) examine the variation in proximal femur BMD
between (a) European and US Caucasian women and (b)
different European countries and (3) extend current knowl-
edge of the international variation in BMD measured by
fan-beam technology at different regions of interest in the
proximal femur.

Materials and methods
Study design

The Osteoporosis and Ultrasound (OPUS) study, previously
described by Glueer et al [8], is a multi-centre population-
based study involving four European countries. Five centres
including Aberdeen (Department of Medicine and Thera-
peutics, University of Aberdeen, Aberdeen, UK), Berlin
(Diagnostische Radiologie, Klinikums, Benjamin Franklin
der Freien Universitit Berlin, Berlin, Germany), Kiel
(Medizinische Physik, Klinik fiir Diagnostische Radiologie,
Universititsklinikum Schleswig-Holstein, Campus Kiel,
Kiel, Germany), Paris (Paris Descartes University, Cochin
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Hospital, Department of Rheumatology, Paris, France) and
Sheffield (Academic Unit of Bone Metabolism, University
of Sheffield, Northern General Hospital, Sheffield, UK)
participated in the study.

Caucasian women who participated in the baseline visit
of the OPUS study were included in this analysis. The
population comprised younger women, ages 20 to 39 years
(n=258), and older women, ages 55 to 79 years (n=1426).
The women had been recruited from random population
samples in Sheffield (UK), Kiel (Germany) and Paris
(France), between April 1999 and April 2001. In Sheftield,
women registered on general practice lists and meeting the
study inclusion criteria were targeted using letters of
invitation. In Kiel, women were randomly selected from
government-provided registers (‘Einwohnermeldeamtslis-
ten’) and were initially contacted by mail. A similar
procedure was followed in France, using registers of a
complementary health insurance system. Recruitment was
monitored and adjusted accordingly throughout the study
period, to attempt to achieve a homogeneous distribution
across the age range. Exclusion criteria were limited to
disorders that precluded valid study measurements (e.g.
bilateral hip prostheses), general inability to undergo
specific examinations and cognitive limitations that would
prevent the completion of self-administered questionnaires
and pregnancy (to avoid exposure of a foetus to ionizing
radiation).

The OPUS study was registered with and approved by
Local Research Ethics Committees in the UK, Germany
and France, and all women gave their written informed
consent prior to participation in the study. All investigations
were carried out in accordance with the good clinical
practice guidelines established during the International
Conference on Harmonization and the Declaration of
Helsinki (ICH GCP).

Densitometry

Bone mineral density of the proximal femur was measured by
DXA in the posteroanterior projection. The measurements in
Sheffield, Kiel and Paris were performed using Hologic QDR
4500 Acclaim densitometers (Hologic Inc., Bedford, MA,
USA). Two further study centres, Berlin (Germany) and
Aberdeen (UK), participated in the OPUS study, but the BMD
data were collected using GE/Lunar densitometers and thus
are not included in the current analyses. Four regions of
interest, namely the total hip, femoral neck, trochanter and
intertrochanter, were studied.

Daily measurements of the local anthropomorphic phan-
tom and European Spine Phantom (ESP) were performed at
each centre, and the stability of the densitometry equipment
was monitored. A ‘travelling’ ESP was measured ten times at
each study centre in order to cross-calibrate the data produced
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by the three densitometers [9]. Proximal femur BMD was
cross-calibrated to the mean BMD of vertebrae L2 to L4
of the ‘travelling’ ESP phantom in accordance with the
method described by Genant et al. [10]. Cross-calibrated
BMD data were calculated for total hip (xTHBMD),
femoral neck (xFNBMD), trochanter (xTBMD) and
intertrochanter (XITBMD).

All densitometry measurement standard operating pro-
cedures were devised by the OPUS study coordinating
centre (Kiel) and standardized in accordance with
manufacturer-specified guidelines. The study was directed
by the OPUS study Steering Committee [8].

Data and statistical analyses

The OPUS study population was stratified into 10-year age
bands to establish an overall European reference interval for
proximal femur BMD, acquired using Hologic densitom-
eters, of the total hip, femoral neck, trochanter and
intertrochanter. International variation in BMD in all
regions of the proximal femur was then assessed using
hypothesis testing; the null hypothesis was that, on average,
BMD in European and US Caucasian women does not
differ significantly. Bone density at the Ward’s triangle was
not evaluated during these analyses as the clinical use of
these data is not advocated by the ISCD.

The European reference intervals for proximal femur
BMD, of the total hip, femoral neck, trochanter and
intertrochanter at the individual centres were established
by stratifying the study populations from Sheffield, Kiel
and Paris into 5-year age bands. ANOVA and Fisher’s least
significant difference post hoc tests were used to examine
variations in the anthropometric characteristics and the
proximal femur BMD of the women from the three OPUS
study centres. The influence of anthropometric character-
istics on between-centre differences in proximal femur
BMD was studied using multi-factorial analysis of variance
with BMD as the dependant variable and age and centre as
factors (independent variables). The covariates were
defined as weight, height and BMI. A type IIl sum of
squares approach was adopted to determine the independent
influence of each factor and covariate on BMD.

Data were analyzed using Statgraphics Plus V5.0
(Statistical Graphics Corp., Manguistics, Inc., Cambridge,
MA, USA). A level of p<0.05 was selected to indicate
statistical significance.

Results

Proximal femur BMD in older European women (age bands
60 to 69 and 70 to 79 years) was significantly higher at all
regions of interest (absolute difference=0.048 to 0.085 g/cm?,

percent difference=7.1% to 14.2%, p<0.0001 to p=0.018)
compared to that for US women (Fig. 1). Higher mean
values were also observed in the younger European women
for xITBMD in the age band 20 to 29 years (absolute
difference=0.040 g/cm?, percent difference=3.6%, p=0.011)
and for xXTHBMD and xTBMD in the age band 30 to
39 years (absolute difference=0.027 to 0.035 g/cm?, percent
difference=3.8% and 3.9%, p=0.01 to p=0.02). Differences
in XFNBMD between European and US women were less
evident (Fig. 1).

The characteristics of the European OPUS study
population, stratified into 5-year age bands, are shown in
Table 1. Between-centre differences in the anthropometric
characteristics of the OPUS population were observed.
Women from Kiel were taller (all age bands except 25 to
29 years, absolute difference=3.2 to 9.8 cm, percent
difference=2.0% to 6.0%, p=0.0066 to p<0.0001) than
those from Sheffield or Paris. Women from Sheffield were
heavier (all age bands for the older women and the 25 to
29 years age band, absolute difference=6.1 to 14.6 kg,
percent difference=10.1% to 27.3%, p=0.0039 to p<
0.0001) and had a higher BMI (all age bands for the older
women and the 25- to 29-year age band, absolute
difference=2.1 to 4.4 kg/m’, percent difference=8.5% to
21.9%, p=0.0045 to p<0.0001). Older women from Paris
had lower xTHBMD, xTBMD and xITBMD (all age
bands except 75 to 79 years, absolute difference=0.050 to
0.058 g/cm?, percent difference=6.0% to 9.6%, p<0.0001
to p=0.029), xFNBMD (age band=60 to 64 years,
absolute difference=0.052 g/cm?, percent difference=
7.2%, p=0.002) than Sheffield and Kiel. Inter-centre
differences in xFNBMD were less well defined. The
proximal femur BMD of younger women did not differ
significantly between the centres, but there was a tendency
for Sheffield women, in the 20- to 39-year age bands, to
have higher proximal femur BMD than those from Kiel or
Paris (Fig. 2 and Table 2).

Anthropometric factors in the European women were
associated with BMD at the trochanteric site only, where it
was higher in heavier (p=0.036) and taller (p=0.036)
individuals. Body mass index was not independently
associated with proximal femur BMD.

Discussion

The OPUS study is a large population-based, multi-centre
study that provides information about proximal femur BMD,
acquired using a single brand and type of densitometer and
fan-beam technology. We have established normal reference
intervals for younger and older European women and
contributed to current knowledge about the international and
European variation in proximal femur BMD. To date, this is
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Fig. 1 Cross-calibrated proximal femur BMD (mean + SEM) in
Caucasian women from the OPUS (Europe) and NHANES III (USA)
studies, stratified by 10-year age bands. Results are presented as total
hip bone mineral density (xXTHBMD, top left), femoral neck bone

the only study where European and US BMD data for all
regions of interest at the proximal femur have been compared
in Caucasian women over an age range of 20 to 79 years.
Published reports of international comparisons of proximal
femur BMD are few; hence, the results of our study contribute
substantially to this area of knowledge.

We observed that reference intervals from NHANES III
were significantly lower than those obtained in the OPUS
study; this indicates that significant differences in proximal
femur BMD exist between US and European Caucasian
women. The results of an international comparison of
trochanteric and femoral neck BMD were discussed by
Kaptoge et al. [4] following the evaluation of the NEMO
study data collected in young European men and women,
but BMD data at other proximal femur sites were not
presented. Kaptoge et al. found that young European
women had lower mean BMD (p<0.0001 for both
trochanteric and femoral neck regions) than their US
counterparts, but the standard deviations for the NEMO
and NHANES III populations were similar [2, 4]. We found
that the standard deviations of proximal femur BMD in
OPUS study participants were comparable to those reported
by Looker et al. for US women [2].
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mineral density (xFNBMD; top right), trochanteric bone mineral
density (xTBMD; bottom left) and intertrochanteric bone mineral
density (x/TBMD; bottom right). The percent differences between the
NHANES III and OPUS are indicated in parenthesis

A visual examination of the anthropometric data collected
during the NHANES III study revealed some differences in
the characteristics of US and European women [11]. Younger
US women (30 to 39 years) were found to be heavier and
had higher BMIs than young European women, whereas
young European women (20 to 29 years) were taller.
Differences in the weight and BMI of the older women
were evident in the 50- to 59-year age band only with US
women being heavier and having a higher BMI. Noon et al.
[12] reported a highly statistically significant relationship
between Z-score and weight at each BMD site during a
multi-centre UK study; heavier and taller OPUS participants
were found to have higher BMD at the trochanteric site only.
The centre-specific weight data collected during the OPUS
study, however, do not seem to explain the observed
European centre-specific differences in BMD.

We demonstrated considerable heterogeneity in the
proximal femur BMD of both younger and older Caucasian
women from different European countries. Similar results
have been published from the EVOS and NEMO studies
[4, 5], predominantly for data obtained using pencil-beam
densitometers; Lunt et al. and Kaptoge et al. reported
differences in femoral neck and trochanteric BMD in both
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Table 1 Characteristics of the

Age (years) Height (cm) Weight (kg) BMI (kg/cmz)

OPUS population for younger Age band (years) Number
(n=258, 20 to 39 years) and
older women (n=1,426, 55 to OPUS
79 years), shown as age-specific 20 to 24 33
Crmpbmiamnt e
30 to 34 72
35 to 39 82
55 to 59 324
60 to 64 315
65 to 69 288
70 to 74 273
75 to 79 226
Sheffield
20 to 24 18
25 to 29 29
30 to 34 22
35 to 39 24
5510 59 100
60 to 64 95
65 to 69 98
70 to 74 92
75 to 79 96
Kiel
20 to 24 13
25 to 29 35
30 to 34 32
35 to 39 25
55 to 59 102
60 to 64 124
65 to 69 106
70 to 74 98
75 to 79 82
Paris
20 to 24 2
25 to 29 7
30 to 34 18
35 to 39 33
55 to 59 122
*p<0.01; **p<0.001 indicate 60 to 64 96
significant between-centre
differences in the characteristics 65 to 69 84
of the OPUS population 70 to 74 83
(comprising of women from 75 to 79 48

Sheffield, Kiel and Paris)

23.1£1.0 166+6* 70.5+15.0 25.5+5.4
27.6+1.3 167+7 63.9+11.3* 22.9+3.5%
32.6+14 167+£7%* 64.3+9.7 232433
37.7+1.4 165+£6%* 65.6+10.9 24.1+3.9
57.5+1.3 162+£6%* 68.6+12.9%* 26.1+4.8%*
62.6+1.3 161+£6%* 70.2+13.3%* 27.0+5.0%*
67.4+14 161+£6%* 68.7+£12.2%* 26.6+4.4%*
72.4+1.4 159+£6%* 66.7+12.1%* 26.3+4.5%*
77.4+1.4% 158+£6%* 65.3+10.4* 26.0£3.7*
23.3+1.1 164+5 73.9+18.0 27.5+6.1
27.9+1.3 167+7 68.1+£14.0 24.5+4.6
32.5+1.5 162+5 63.6+£7.8 24.1+2.7
37.8+1.4 163+7 68.0+9.6 25.5+3.3
57.4+1.3 161+5 72.4+15.0 27.9+5.3
62.6+1.4 160+6 74.8+14.3 29.0+5.1
67.3£1.5 159+5 71.4+12.3 28.1+4.4
72.3+1.5 158+6 68.4+11.1 272443
77.3+1.5 157+6 66.5+£10.2 26.8+3.5
22.8+0.9 166+4 66.2+8.9 23.3+3.1
27.3+1.4 168+7 62.4+7.4 22.0+2.0
32.8+1.2 170+6 64.5+8.5 22.4+29
37.4+1.5 169+5 67.0+£9.2 23.3+3.0
57.7+1.2 164+6 70.2+11.1 26.1+4.3
62.5+1.2 164+6 71.4+12.2 26.6+4.6
67.6+1.2 163+6 70.9+10.9 26.6+3.9
72.7+1.3 162+6 70.4+12.2 27.0+4.6
77.8+1.2 160+5.4 66.7+9.7 25.9+3.6
22.4+04 174+4 69.0+£17.0 22.8+4.7
27.9+0.7 163+10 53.6+6.2 20.1£1.0
32.4+1.6 166+8 65.0£13.7 23.5+4.3
38.0+1.3 163+5 63.0+12.5 23.7+4.7
57.5+1.4 166+6 64.2+11.3 24.7+4.3
62.6t1.4 159+6 64.1£11.5 25.3+4.7
67314 159+6 62.9+11.7 25.0+4.4
72.2+1.5 157+6 60.6+£10.5 24.6+4.1
77.1£1.5 156+6 60.6+10.9 24.7+£3.9

older and younger European women. Kaptoge et al.
reported that 74% and 91% of the observed variation in
femoral neck and trochanteric BMD, respectively, could
be attributed to true between-centre differences [4]. We did
not observe any significant between-centre differences in the
younger women however, and this may have been due to the
smaller numbers of women recruited into the 20- and 30-year
age bands.

International and between-centre differences in BMD were
less evident for the femoral neck region. In light of this
finding, it could be assumed that the femoral neck is the
preferred site for measurement and interpretation of proximal
femur BMD. The ISCD [3] advocate the use of the lowest of
either the femoral neck BMD or total proximal femur BMD
as a means by which a diagnosis of osteoporosis can be
made. The clinical use of total proximal femur BMD has an
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Fig. 2 Cross-calibrated proximal femur BMD (mean + SEM) in
Caucasian women from three centres participating in the OPUS study
(Europe), stratified by 5-year age bands, together with NHANES III
reference interval data. Results are presented as total hip bone mineral
density (xTHBMD, top left), femoral neck bone mineral density

advantage over femoral neck BMD for patient follow-up,
with total proximal femur BMD measurements having better
precision due to the larger area being scanned.

All DXA measurements used in our analysis were
performed using the same brand and type of densitometer;
however, slight inherent performance differences are known
to exist between devices. Well-established cross-calibration
procedures were adopted during our study [9, 10], but
highly significant differences in proximal femur BMD were
still evident between different European study centres.
Similarly, in the NEMO study, there was significant
between-centre heterogeneity in both women and men even
after adjustment for age, height and weight [4]. These
differences remained even after cross-calibration and
standardization of BMD data collected during the EVOS
study and following correction for anthropometric factors
[5]. We used the established method of cross-calibrating
densitometers using the ESP as described by Genant et al.
[10]. The anthropomorphic design of the ESP offers an
excellent overall means of acquiring cross-calibrated BMD
data within the ‘typical’ clinical range; however, it cannot
truly mimic the anatomical and physiological variation
within the human spine, and there are also obvious
anatomical differences between the spine and the proximal
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(xFNBMD; top right), trochanteric bone mineral density (x7BMD;
bottom left) and intertrochanteric bone mineral density (x/TBMD;
bottom right). *p<0.05, **p<0.01 and ***p<0.001 indicate significant
between-centre difference for the OPUS study. The percent differences
between the highest and lowest centres are indicated in parenthesis

femur. Alternative methods based on the use of ‘biological
calibrants’, however, are not feasible.

An international meta-analysis of proximal femur BMD
data in men and women (#=39,000) from North America,
Europe, Australia and Asia concluded that low proximal
femur BMD is a significant indicator of hip fracture risk
[13]. Older Parisian women participating in the OPUS
study had significantly lower proximal femur BMD than
women of a similar age from Sheffield or Kiel. This could
suggest that Parisian women are at higher risk of hip
fracture. Our study has also shown that US women
participating in the NHANES III study have lower proximal
femur BMD than those from the OPUS study population,
and thus, US women may be at higher risk of sustaining hip
fracture than their European counterparts. It is likely that
the extent of the relationship between proximal femur BMD
and hip fracture risk varies from country to country.

Numerous other factors including, for example, geo-
graphic, genetic, environmental, lifestyle, dietary and other
factors have been investigated as potential determinants of
BMD [7, 14-16]. These factors also influence the variation
in proximal femur BMD, hip fracture risk and the incidence
rate for hip fracture that is evident between countries or
continents [17-19]. Although proximal femur BMD is an
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Table 2 Cross-calibrated bone mineral density (mean + SD) for younger (20 to 39 years) and older women (55 to 79 years) shown as age-specific
(5-year age bands) mean and standard deviations

Age band (years) Number Total hip BMD Femoral neck BMD Trochanteric BMD Intertrochanteric BMD
(XTHBMD; g/cm?) (xFNBMD; g/cm?) (XTBMD:;, g/cm?) (xITBMD; g/em?)
OPUS*
20 to 24 33 0.999+0.120 0.894+0.132 0.760+0.100 1.167+0.135
25t0 29 71 0.938+0.110 0.824+0.104 0.706+0.102 1.117+0.136
30 to 34 72 0.962+0.114 0.835+0.108 0.715+0.105 1.132+0.131
35 to 39 82 0.970+0.115 0.832+0.103 0.737+0.096 1.132+0.139
55t0 59 324 0.914+0.110 0.759+0.103 0.694+0.095 1.084+0.137
60 to 64 315 0.913+0.122 0.751+0.103 0.696+0.102 1.099+0.162
65 to 69 288 0.865+0.129 0.706+0.114 0.662+0.108 1.027+0.161
70 to 74 273 0.833+0.128 0.683+0.106 0.636+0.110 0.990+0.162
75 to 79 226 0.787+0.123 0.649+0.099 0.567+0.100 0.939+0.156
Sheffield
20 to 24 18 0.984+0.119 0.875+0.124 0.753+0.102 1.150+0.135
2510 29 29 0.954+0.090 0.830+0.090 0.726+0.083 1.127+0.108
30 to 34 22 0.997+0.096 0.866+0.104 0.759+0.087 1.171+0.111
35 to 39 24 0.998+0.106 0.844+0.105 0.760+0.088 1.183+0.129
55 to 59 100 0.944+0.109 0.769+0.100 0.725+0.095 1.125+0.135
60 to 64 95 0.942+0.116 0.772+0.099 0.717+0.098 1.130+0.156
65 to 69 98 0.887+0.138 0.712+0.118 0.680+0.110 1.061+0.176
70 to 74 92 0.860+0.143 0.688+0.110 0.664+0.117 1.052+0.185
75 t0 79 96 0.805+0.131 0.656+0.105 0.613+0.104 0.963+0.165
Kiel
20 to 24 13 1.012+0.129 0.912+0.151 0.764+0.108 1.180+0.143
2510 29 35 0.927 £0.125 0.817+0.117 0.688+0.114 1.106+0.150
30 to 34 32 0.945+0.091 0.829+0.089 0.694+0.087 1.123+0.101
35 to 39 25 0.940+0.120 0.810+0.103 0.715+0.096 1.102+0.149
55 to 59 102 0.920+0.112 0.758+0.111 0.702+0.093 1.087+0.140
60 to 64 124 0.923+0.129 0.756+0.111 0.710+0.110 1.098+0.160
65 to 69 106 0.868+0.124 0.707+0.110 0.669+0.106 1.033+0.523
70 to 74 98 0.838+0.124 0.695+0.108 0.637+0.111 0.993+0.151
75 t0 79 82 0.775+0.120 0.643+0.100 0.597+0.098 0.919+0.153
Paris
20 to 24 2 1.051+0.062 0.787+0.012 0.947+0.064 1.230+0.120
2510 29 7 0.929+0.108 0.797+0.090 0.707+0.106 1.130+0.181
30 to 34 18 0.948+0.162 0.823+0.139 0.696+0.138 1.102+0.186
35 to 39 33 0.973+0.116 0.832+0.101 0.736+0.100 1.118+0.132
55 to 59 122 0.884+0.103 0.742+0.100 0.661+0.087 1.047+0.127
60 to 64 96 0.873+0.112 0.720+0.091 0.656+0.083 1.039+0.160
65 to 69 84 0.837+0.120 0.700+0.114 0.634+0.011 0.980+0.020
70 to 74 83 0.800+0.109 0.663+0.100 0.605+0.094 0.949+0.140
75 to 79 48 0.770+0.107 0.645+0.084 0.565+0.870 0.928+0.140

#The OPUS population comprised of women from Sheffield, Kiel and Paris

important factor in the determination of hip fracture risk, Our study has some limitations. We studied women over
these other influences must be also considered. However,  a wide age range, but BMD data were obtained from three
an in-depth analysis of such influences is beyond the scope  centres only; thus, the study population may not fully
of this report. represent all European women.
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Different recruitment methods, including the use of general
practice registers and government-provided registers, were
applied at the three centres. Although all the participants were
randomly recruited, there may have been some population
selection bias. We aimed to recruit equal numbers of subjects
in each age band; however, some age bands may not have
been adequately represented. The recruitment of younger
women, particularly the 20- to 24-year age band, was
problematic for all three centres. Fewer younger women in
the 25- to 29-year age band were recruited by the centre in
Paris when compared to Sheffield and Kiel. As many of the
women in the younger age bands worked and/or had young
families, the recruitment of these subjects was extremely
challenging. This may have influenced the accuracy of the
estimates of young normal BMD at the proximal femur or
the between-centre differences in BMD. Overestimation of
the SDs for BMD may have resulted from the small
number of women in age bands 20 to 24 and 25 to
29 years. Small recruitment numbers, however, do not
always result in larger SDs. Consequently, it is difficult to
draw conclusions for the women in these age bands.

Only those individuals who were physically capable of
travelling to the study centres were able to participate in the
OPUS study, and this may have excluded a large proportion
of the elderly population including those with severely
impaired mobility, the house-bound and those living in
residential care. These women are more likely to have
lower proximal femur BMD and are consequently at a
higher risk of sustaining a hip fracture. Women >70 years
of age may have been under represented in this study, and
thus, proximal femur BMD in the general population may
be somewhat lower.

In conclusion, there is significant European and interna-
tional variation in proximal femur BMD which may lead to
differences in fracture risk. This needs to be taken into
account in the clinical interpretation of BMD results for
patients originating from different geographic locations. No
single approach has been advocated, but the use of local
BMD reference ranges and country-specific adjustment
factors resulting in the regional correction of T- and
Z-scores have been suggested. Both approaches, however,
are problematic and may be difficult to apply, leading to
inconsistent BMD estimates and inaccurate interpretation
of these data. Currently, the interpretation of BMD data
for diagnostic purposes should only be made as part of a
comprehensive risk assessment including a risk factor
questionnaire, which may reveal specific geographical risk
factors, e.g. limited sunlight exposure, and if clinically
indicated further investigation of underlying causes. The
centre-specific data presented for BMD should be
interpreted with caution, particularly for young Parisian
women. Therefore, until further knowledge about regional
and international variation in proximal femur BMD has

@ Springer

been gained, NHANES III should remain the preferred
reference interval data source.

Acknowledgements We would like to thank our sponsors Eli Lilly,
Sanofi-Aventis, Procter & Gamble Pharmaceuticals, Hoffman-La
Roche, Pfizer, Novartis and the National Institute for Health Research
(NIHR). Acknowledgements go to the editorial board of the Bone
Biomedical Research Unit, Sheffield NIHR Bone Biomedical
Research Unit for their help in preparing this manuscript. We would
also like to recognize the contribution made by all the skilled
densitometer operators who acquired DXA scans during the OPUS
study.

Conflicts of interest None.

References

1. Looker AC, Wahner HW, Dunn WL, Calvo MS, Harris TB, Heyse
SP, Johnston CC, Lindsay RL (1995) Proximal femur bone
mineral levels of US adults. Osteoporos Int 5:389-409

2. Looker AC, Wahner HW, Dunn WL, Calvo MS, Harris TB,
Heyse SP, Johnston CC, Lindsay RL (1998) Updated data on
proximal femur bone mineral levels of US adults. Osteoporos
Int 8:468-489

3. Official Positions and Pediatric Official Positions of the Interna-
tional Society for Clinical Densitometry (2007) http:/www.iscd.
org/Visitors/positions/Official PositionsText.cfim

4. Kaptoge S, da Silva JA, Brixen K, Reid DM, Kroger H, Nielson
TL, Anderson M, Hagen C, Lorenc R, Boonen S, de Vernejoul M-C,
Stepan JJ, Adams J, Kuafman J-M, Reeve J (2008) Geographical
variation in DXA bone mineral density in young European men and
women. Results from the Network in Europe on Male Osteoporosis
(NEMO) study. Bone 43:332-339

5. Lunt M, Felsenberg D, Adams J, Benevolenskaya L, Cannata J,
Dequeker J, Dodenhof C, Falch JA, Johnell O, Khaw K-T,
Masaryk P, Pols H, Poor G, Reid D, Scheidt-Nave C, Weber K,
Silman A, Reeve J (1997) Population based geographic variations
in DXA bone density in Europe: the EVOS study. Osteoporos Int
7:175-189

6. Omsland TK, Gjesdal CG, Emaus N, Tell GS, Meyer A (2009)
Regional differences in hip bone mineral density levels in
Norway: the NOREPOS study. Osteoporos Int 20:631-638

7. Kaptoge S, Reid DM, Scheidt-Nave C, Poor G, Pols HAP, Khaw
K-T, Felsenberg D, Benevolenskaya LI, Naves Diaz M, Stepan JJ,
Eastell R, Boonen S, Cannata JB, Glueer CC, Crabtree NIJ,
Kaufman JM, Reeve J (2007) Geographic and other determinants
of BMD change in European men and women at the hip and
spine. A population-based study from the Network in Europe for
Male Osteoporosis (NEMO). Bone 40:662—-673

8. Glueer CC, Eastell R, Reid DM, Felsenberg D, Roux C,
Barkmann R, Timm W, Blenk T, Armbrecht G, Stewart A,
Clowes J, Thomasius FE, Kolta S (2004) Association of five
quantitative ultrasound devices and bone densitometry with
osteoporotic vertebral fractures in a population-based sample:
the OPUS study. J Bone Miner Res 19:782-793

9. Kalender WA, Felsenberg D, Genant HK, Fischer M, Dequeker J,
Reeve J (1995) The European Spine Phantom—a tool for
standardization and quality control in spinal bone mineral
measurements by DXA and QCT. Eur J Radiol 20:83-92

10. Genant HK, Grampp S, Glueer CC, Faulkner KG, Jergas M, Engelke
K, Hagiwara S, van Kuijk C (1994) Universal standardization for
dual X-ray absorptiometry: patient and phantom cross-calibration
results. J] Bone Miner Res 9:1503-1514


http://www.iscd.org/Visitors/positions/OfficialPositionsText.cfm
http://www.iscd.org/Visitors/positions/OfficialPositionsText.cfm

Osteoporos Int (2011) 22:721-729

729

11.

12.

13.

14.

15.

McDowell MA, Fryar CD, Ogden CL (2009) Anthropometric
reference data for children and adults: United States 1988—1994.
Vital and Health Statistics 11(249):1-68

Noon E, Singh S, Cuzick J, Spector TD, Williams FMK, Frost
ML, Howell A, Harvie M, Eastell R, Coleman RE, Fogelman I,
Blake GM for the IBIS-II Bone Substudy (2010). Significant
differences in UK and US female bone density reference ranges.
Osteoporos Int. doi:10.1007/s00198-009-1153-1

Johnell O, Kanis JA, Oden A, Johansson H, De Laet C, Delams P,
Eismann JA, Fujiwara S, Kroger H, Mellstrom D, Meunier PJ,
Melton PJ III, O’Neill T, Pols H, Reeve J, Silman A, Tenenhouse
A (2005) Predictive value of BMD for the hip and other fractures.
J Bone Miner Res 20:1185-1194

Cauley JA, Fullman RL, Stone KL, Zumda JM, Bauer DC,
Barrett-Connor E, Ensrud K, Lau EMC, Orwoll ES, for the Mr.
OS Research Group (2005) Factors associated with the lumbar
spine and proximal femur bone mineral density in older men.
Osteoporos Int 16:1525-1537

Mitchell BD, Kammerer CM, Schneider JL, Perez R, Bauer RL
(2003) Genetic and environmental determinants of bone mineral

16.

17.

18.

19.

density in Mexican Americans: results from the San Antonio
Family Osteoporosis Study. Bone 33:839-846

Lunt M, Masaryk P, Scheidt-Nave C, Nijs J, Poor G, Pols H,
Falch JA, Hammermeister G, Reid DM, Benevolenskaya L,
Weber K, Cannata J, O’Neill TW, Felsenberg D, Silman AJ,
Reeve J (2001) The effects of lifestyle, dietary dairy intake and
diabetes on bone density and vertebral deformity prevalence: the
EVOS study. Osteoporos Int 12:688—698

Elffors I, Allander E, Kanis JA, Gullberg B, Johnell O, Dequeker
J, Dilsen G, Gennari C, Lopes Vaz AA, Lyritis G, Mazzuoli GF,
Miravet L, Passeri M, Perez Cano R, Rapado A, Ribot C (1994)
The variable incidence of hip fracture in southern Europe: the
MEDOS study. Osteoporos Int 4:253-263

Barbier S, Ecochard R, Schott A-M, Colin C, Delmas PD, Jaglal
SB, Couris CM (2009) Geographical variation in hip fracture risk
for women: strong effects hidden in standardized ratios. Osteo-
poros Int 20:371-377

Johnell O, Borgstrom F, Jonsson B, Kanis J (2007) Latitude,
socioeconomic prosperity, mobile phones and hip fracture risk.
Osteoporos Int 18:333-337

@ Springer


http://dx.doi.org/10.1007/s00198-009-1153-1

	International variation in proximal femur bone mineral density
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Study design
	Densitometry
	Data and statistical analyses

	Results
	Discussion
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated v2 300% \050ECI\051)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 1.30
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e5c4f5e55663e793a3001901a8fc775355b5090ae4ef653d190014ee553ca901a8fc756e072797f5153d15e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc87a25e55986f793a3001901a904e96fb5b5090f54ef650b390014ee553ca57287db2969b7db28def4e0a767c5e03300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020d654ba740020d45cc2dc002c0020c804c7900020ba54c77c002c0020c778d130b137c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor weergave op een beeldscherm, e-mail en internet. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for on-screen display, e-mail, and the Internet.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
    /DEU <FEFF004a006f0062006f007000740069006f006e007300200066006f00720020004100630072006f006200610074002000440069007300740069006c006c0065007200200037000d00500072006f006400750063006500730020005000440046002000660069006c0065007300200077006800690063006800200061007200650020007500730065006400200066006f00720020006f006e006c0069006e0065002e000d0028006300290020003200300031003000200053007000720069006e006700650072002d005600650072006c0061006700200047006d006200480020>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToRGB
      /DestinationProfileName (sRGB IEC61966-2.1)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing false
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


