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1. Introduction 

Osteoporosis is defined as a skeletal disorder characterized by loss of bone mass, decreased 
bone strength and resulting in increased risk of bone fracture. The disease is progressive 
with age, especially in postmenopausal women [1]. Osteoporotic hip fractures and vertebral 
fractures have become a major social problem because the elderly population continues to 
increase. Hip fractures account for about 10% of all osteoporosis-related fractures [2]. Hip 
fractures are particularly devastating and have a particularly negative impact on morbidity. 
Survivors often suffer severe and prolonged physical and social limitations, and fail to 
recover normal activity [3]. Vertebral fractures affect approximately 25% of postmenopausal 
women [4]. Vertebral fractures can be associated with chronic disabling pain and incur loss 
of normal activity. 

In addition to this increased awareness of osteoporosis as a significant health problem, there 
has been the emergence of several novel drugs that appear to be effective at reducing the 
risk of fracture, such as bisphosphonates. Consequently, clinicians and researchers are 
emphasizing the importance of early detection of osteoporosis, aggressive fracture 
prevention, and monitoring of patients who have high risk of fractures. Fracture risk 
associated with osteoporosis consisted of bone strength reduction and tendency to fall, 
therefore it is essential to measure bone strength to assess the risk of fracture. Bone strength 
reflects the integration of bone density and bone quality, which are influenced by bone 
architecture, bone turnover, accumulation of damage, and mineralization [5].  

Traditionally, measurement of areal bone mineral density (aBMD) by dual energy X-ray 
absorptiometry (DXA) has served as the means by which to best diagnose osteoporosis and 
evaluate fracture risk [6]. In 1994, the World Health Organization (WHO) published a set of 
diagnostic criteria to define osteoporosis in postmenopausal Caucasian women, using 
aBMD values measured by DXA [7]. Measurement of aBMD by DXA has been the standard 
method for diagnosing osteoporosis, in addition to assessing fracture risk and therapeutic 
effects. However, a variety of problems exist with DXA, which include its relatively high 
cost, the absence of DXA in many communities, especially in less-developed countries. 

www.intechopen.com



 
Dual Energy X-Ray Absorptiometry 

 

106 

Therefore, aBMD by DXA is not a suitable screening method for fracture risk in terms of 
accessibleness and cost. In addition, the correlations between bone strength and aBMD by 
DXA are reported to be 0.51-0.80 [8-11], which indicates aBMD only accounts for 50 to 80% 
of bone strength. And the application of aBMD measurements in isolation cannot identify 
individuals who eventually experience bone fracture because of the low sensitivity of the 
test [12]. 

Recently, quantitative ultrasound (QUS) is emerging as a relatively low-cost and readily 
accessible alternative means to identify osteoporosis, evaluate fracture risk, and initiate 
osteoporosis treatment. More recently, finite element (FE) method based on data from 
computed tomography (CT) has been used to assess bone strength, fracture risk, and 
therapeutic effects on osteoporosis. 

2. Dual energy X-ray absorptiometry (DXA) 

In the 1960s, a new method of measuring aBMD, called single-photon absorptiometry (SPA), 
was developed. In this method, a single-energy photon beam is passed through bone and 
soft tissue to a detector. The amount of mineral in the path is then quantified. This method 
most commonly uses a gamma-ray source coupled with a scintillation detector, which 
together scan across the area of interest [13]. The amount of the bone mineral in the tissue 
traversed by a well collimated gamma-ray beam is derived from its attenuation through 
bone plus soft tissue relative to that through soft tissue alone. The overall thickness of the 
soft tissue is standardized, usually by immersing the limb in water or cuffing with a fluid-
filled bag. The value obtained is proportional to the bone mineral content of the segment 
scanned. The value may be divided by the bone width (yielding a result in g/cm) or by an 
estimate of the cross-sectional area to give a value for bone mineral density in g/cm2. The 
technique has been applied to the femur, humerus, metacarpal, os calcis, hand and foot, but 
the most commonly used site is the forearm. The most frequently used source is 125I (27keV), 
but has the major drawback of a relatively short half-life (60 days). 

Accuracy may be compromised by a non-uniform thickness of fat, which has attenuation 
characteristics different from those of water or lean soft tissue. In some equipment, the 
program assumes the fat to be a uniform shell around the bone and makes a correction, but 
the correction requires a number of assumptions that influence the accuracy of the method. 
The heterogeneity of surrounding tissues is nevertheless considerably less than that of tissue 
surrounding axial sites such as the spine. Although true in vivo estimates of accuracy have 
not been made, errors in cadaveric studies of excised bone have sufficiently low to make the 
technique attractive for screening [14]. 

The radiation dose of SPA is very low and applied to a small volume of tissue, giving an 
effective dose equivalent of < 1µSv. Typical scanning times are 10-15 minutes. Single-energy 
X-ray absorptiometry (SXA) is a newly developed technique suitable for scanning 
appendicular sites. It avoids the need for isotopes and is likely to replace SPA. 

The proximal femur and the vertebral bodies, with their associated processes, are very 
irregular bones that are difficult to delineate. Furthermore, they are surrounded by a widely 
varying amount of fat and muscle mass. The ratio of bone mass to soft tissue is thus lower in 
the spine or hip than in the forearm, and standardization of soft tissue by immersion in 
water is not feasible for these sites. These and other factors limit the use of SPA or SXA to 
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the appendicular skeleton. The development of dual-photon absorptiometry (DPA) and, 
more recently, dual-energy X-ray absorptiometry (DXA) have resolved at least some of these 
problems. The different thickness of soft tissue can be accommodated by simultaneous 
measurement of the transmission of gamma-rays of two different energies, which makes the 
techniques applicable to any part of the body, but particularly the lumbar spine and hip. 

The theory underlying DPA and DXA requires that there are only two components present – 
bone and soft tissue of uniform composition. In practice, fat forms a further component with 
attenuation characteristics that differ from those of water, muscle and most organs. A 
uniform layer of fat is unimportant, but fat is distributed non-uniformly in the region of the 
lumbar spine and may cause errors of up to 10% in spinal bone mineral. Errors can also be 
introduced by fat within the vertebral bone marrow. 

Total body bone mineral can be measured by DPA, but instrumental problems are greater 
because of the wide range of count rates and the non-uniform distribution of fat, which 
introduces errors. However, total body bone mineral measured by neutron activation 
analysis. As with SPA, the radiation dose for DPA is low, the effective dose equivalent for 
part-body examinations being only a few microsieverts (µSv). 

Recently, sources of gamma radiation have been replaced by X-ray generators. The necessary 

pairs of effective energies can be obtained either by K-edge filtering, using cerium or 

samarium, or by rapidly switching the generator potential. The advantages of these 

approaches are a higher beam intensity and therefore faster scan, improved spatial resolution 

with easier identification of vertebrae, and better precision. The absence of source decay also 

eliminates problems associated with decreasing count rates over the lifetime of the source. 

Like DPA, DXA determines bone mineral density from an anterior-posterior image. The 
sites most commonly measured are the lumbar spine, generally L2-L4, including the 
intervertebral discs. Other sites include the hip, forearm, whole body and skeletal segments. 
The error in reproducibility in vitro is 1-2%. DXA has been reported to have a high short-
term and long-term precision in vivo, which is about twice that of DPA. This has led to its 
widespread use in studies of osteoporosis. 

A recent development has been scanning of the lumbar spine in the lateral position, which 
has the advantage of eliminating the posterior arch and the spines of the vertebrae as well as 
aortic calcification from the measurement. Its limitations are the increased soft tissue mass 
and overlap of the projected image by the ribs and pelvis, so that only one or two vertebrae 
are measured. Lateral scanning provides a measurement of vertebral depth which, together 
with the antero-posterior area, can provide a volumetric measurement for calculating bone 
mineral mass per unit volume. Whether this volumetric density measure is a better 
predictor of fracture is unknown. The technique may be useful in assessment of bone 
density in children, allowing accurate assessment of vertebral size. The precision error of 
measurement of the vertebral body and mid-slice in vivo is of the order of 2% [15]. DXA has 
now largely replaced DPA for screening because of its greater precision, ease of use and 
freedom from several technical artifacts. The WHO defines osteoporosis as a value for 
aBMD by DXA 2.5 standard deviation (SD) or more below the mean for young Caucasian 
adult women (T-score diagnostic criteria of -2.5), based on data that this criterion identified 
30% of all postmenopausal women as having osteoporosis, more than half of whom would 
have sustained a prior fracture [7].  
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3. Quantitative computed tomography (QCT) 

In quantitative computed tomography (QCT), a thin transverse slice through the body is 

imaged. Under appropriate conditions, the image can be quantified to give a measure of 

volumetric bone mineral density (vBMD) (mg/cm3), and cancellous bone can be measured 

independently of surrounding cortical bone and aortic calcification. Developments have 

been concentrated in two directions: the construction of special equipment using a 

radionuclide source for measurements of the forearm, and the adaptation of X-ray CT 

machines installed for general radiology to measure vBMD. The attraction of the technique 

is that cancellous bone can be examined separately from cortical bone. It also gives a true 

value for mineral density (mg/cm3) unlike other techniques.  

A dedicated forearm scanner was first described in the mid 1970s [16,17]. The photon source 

is 125I and is mounted in a gantry with a sodium iodide scintillation detector. A linear scan is 

performed at each of 48 angular positions. Computer reconstruction generates an image in 

which a region of interest in the cancellous bone of the distal ulna is selected. Since 1980s, 

QCT has been used as a means for non-invasive quantitative determination of bone mineral 

of the spine [18,19]. 

A lateral plane projection scan is necessary for precise slice positioning through the centers 

of the vertebrae. Comparison between the CT Hounsfield numbers and a calibration 

standard scanned simultaneously allows bone density to be expressed in terms of the 

equivalent concentration of the material of the standard. Regions of interest within the 

vertebral bodies are selected: circular, elliptical, rectangular or other chosen areas are 

selected to include all the cancellous bone just inside the cortex. The relationship between 

the observed CT number and the true attenuation coefficient is subject to short- and long-

term variation, so that it is necessary to scan the patient and a calibration standard 

simultaneously. Recently, simple standards with fewer components based on suspensions of 

calcium hydroxyapatite in plastic have been adopted. Comparison between the standard 

and the Hounsfield numbers of the trabecular region of the vertebral bodies allows bone 

density to be expressed in terms of the equivalent concentration of the material of the 

standard.  

Investigators reported the prediction of vertebral body compressive strength using QCT. In 

1985, McBroom et al. [20] showed a strong positive correlation between QCT and apparent 

density of the vertebral trabecular bone but could find only suggestive, not quite significant, 

correlations between QCT and the vertebral body compressive strength. Cann et al. [21] 

showed that QCT evaluation of vertebral trabecular bone mineral density is a useful tool for 

determining the patients with increased risk of vertebral fracture. The positive correlations 

between QCT and vertebral body compressive strength in cadaver studies are 0.72-0.74 

[22,23]. 

The biggest source of error in X-ray CT systems is fat within the bone marrow: accuracy 

errors of up to 30%. The accuracy can be improved by carrying out scans at two different 

potentials (dual energy techniques); typically, 80 and 120 kVp are used. Kalender et al. [24] 

claim an accuracy error of 5% in vitro, but errors in vivo are likely to be larger. The effective 

radiation doses equivalent for QCT are 0.3 mSv for single energy techniques and 1 mSv for 

dual energy techniques, respectively [25]. 
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4. Quantitative ultrasound (QUS) bone assessment method  

QUS bone assessment method has been recently introduced as an alternative for peripheral 
bone mass assessment, reflecting bone strength, bone density, and bone elasticity or 
fragility, and may be superior to aBMD by DXA [26]. The advantages of this method over X-
ray-based techniques, which include low cost, portability, and no radiation exposure, have 
encouraged the use of this method for defining a stage of development of osteoporosis and 
evaluating bone fracture risk. 

There are several reports for assessing bone conditions in vivo using QUS method and 
apparatus. QUS devices can be classified mostly into 3 groups, related to the type of 
ultrasound transmission. Trabecular sound transmission is best for measuring the heel [27]. 
Cortical transverse transmission currently only is used in phalanx contact devices [28]. And 
cortical axial transmission presently is being investigated for use in phalanges, the radius, 
and the tibia [28]. Heel devices currently appear to have the most clinical applications, 
where QUS are being used and evaluated for the prediction of fracture risk, the diagnosis of 
osteoporosis, the initiation of osteoporosis treatment, the monitoring of osteoporosis 
treatment, and osteoporosis case finding. For these purposes, the recommended parameter 
of interest in clinical routine is a composite score, e.g., heel stiffness index or Quantitative 
Ultrasound Index (QUI) combining the results of broad-band ultrasound attenuation (BUA) 
and speed of sound (SOS), as measured in meters per second. 

At the present time, there is good evidence that QUS can discriminate those with 
osteoporotic fractures from age-matched controls without osteoporotic fracture [29,30]. The 
power of heel QUS to predict fracture observed in cross-sectional studies has been 
confirmed prospectively in some populations as defined by sex, age, and ethnic background. 
This is particularly true of heel QUS and for hip and spinal fractures. However, because of 
methodological issues, it is difficult to compare studies. Nonetheless, it is possible to make 
the following generations. Using QUS of the heel, the increase in relative risk for each 
standard deviation decrease in stiffness index (SI) is approximately 2.0 for the hip and spine 
and roughly 1.5 for all fractures combined [31-41]. 

The evidence from studies is good that the heel QUS SI using QUS devices is predictive of 
hip fracture risk in Caucasian and Asian women over age 55 and of any fracture risk in 
Asian women over age 55. Cortical axial transmission devices have no prospectively proven 
clinical utility, although clinical use in adults of phalanx QUS devices using cortical 
transverse transmission is also limited. These results for heel QUS are roughly the same as 
for DXA by BMD in terms of hip and spine fracture risk per SD decrease [12,42]. Discordant 
results between heel QUS and DXA, which are not infrequent, are not necessarily an 
indication of methodological error but rather due to the independence between the 2 
techniques. 

Diagnosing osteoporosis using QUS is less supported by evidence and more complicated 
and problematic than assessing fracture risk. To start with, the T-score diagnostic criteria of -
2.5, classically used for DXA aBMD, cannot be applied to QUS without discrepancies in the 
numbers of women diagnosed with osteoporosis because of tremendous variations in QUS 
measurements by skeletal site, because different QUS devices yield different results, and 
because of the relatively poor correlation between heel QUS and hip/spine DXA 
measurements. If the prevalence of osteoporosis is defined as -2.5 SD from the mean 
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threshold for QUS, even within the same sample population, different QUS instruments and 
different skeletal sites generate prevalence estimates that vary as much as 10-fold, such as 
prevalence estimates among Caucasian women over age 65 ranging from 4 to 50% [43-46]. 
To overcome this dilemma, there is a need for predefined, device-specific diagnostic 
thresholds. One recommended system suggests calibrating QUS measurements with DXA 
results, the latter used as the “gold standard,” so that an upper QUS threshold is set to 
identify osteoporosis with 90% sensitivity and a lower threshold is set to identify 
osteoporosis with 90% specificity [47]. Using such a system, one could identify osteoporosis 
with high probability in patients whose results fall below the lower threshold for QUS, 
where specificity exceeds 90%; between the upper and lower thresholds, the diagnosis of 
osteoporosis would be considered quite equivocal, so that another means of measurement, 
like DXA aBMD, would be highly recommended; and above the upper threshold for QUS, 
where the sensitivity of a value below the threshold is 90%, osteoporosis would be deemed 
unlikely. 

Except in the case of a low-energy fractures of the hip or spine, when the fracture alone is 
adequate to require treatment, all currently published recommendations for the initiation of 
treatment for osteoporosis are based on DXA aBMD values; in no instance, to date, are the 
results of QUS the definitive parameter. Despite this, several studies have demonstrated 
high levels of correlation between heel trabecular sound transmission and aBMD at matched 
skeletal sites [48-50]. Moreover, both SOS and BUA, standard QUS measurements, are 
dependent on overall bone strength which, in turn, is related to bone density, architecture 
and turnover, and the extent of bone mineralization [48,50,51-56]. These factors likely work 
together to maintain the overall quality and strength of bone and to prevent fractures and 
other bone failure. QUS parameters of heel trabecular transverse transmission are highly 
correlated with bone strength [57-62]. Consequently, it is conceivable that QUS guidelines 
for treatment initiation could be created, especially if combined with the use of clinical risk 
factors [63]. But no randomized clinical trials have been published examining whether 
individuals identified as high risk for fracture by QUS respond to treatment. 

5. Finite element (FE) method based on data from computed tomography 

The finite element (FE) method, an advanced computer technique of structural stress 
analysis developed in engineering mechanics, was first introduced to orthopaedic 
biomechanics in 1972 to evaluate stressed in human bones [64]. Since then, this method has 
been used to study the mechanics of human bones [65]. In the early 1990s, the FE method of 
analyzing a bone for fracture risk using 3-dimensional CT data was developed.  

The object of this method is to measure non-invasively the strength of an individual bone in 
an individual patient. This measurement can then be used to determine whether or not the 
bone will fracture under specified loading conditions such as those normally seen in daily 
living. It can also be used to estimate fracture risks under abnormal loading conditions such 
as occur in falling, jumping or during athletic events or heavy training regimens. This 
method uses the distribution of physical properties of bone measured non-invasively in an 
individual and mathematical analysis of that distribution to predict the risk that a bone may 
fracture under applied loads. The use of such methods relates to the clinical disease of 
osteoporosis, or in general metabolic bone diseases. In a primary application, 3-dimensional 
CT data acquired using a conventional CT scanner are used to determine the distribution of 
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bone mineral density, this distribution is used to define bone material properties, and the FE 
method of analysis is used to determine structural properties of the whole or a part of the 
bone. This information is then used to predict risk of fracture under specified loading 
conditions. Specifically, the distribution of bone material properties determined non-
invasively is used as input to a FE analysis of structural strength, and other parameters such 
as loading conditions and boundary conditions are also included in the model as needed. 
Using mathematical methods contained in commercially-available or specially written 
computer programs, the model of a bone can be incrementally loaded until failure, and the 
yield strength determined. 

A FE method based on data from CT has been applied to predict proximal femoral fracture 

[66-70]. CT-based FE method appears more predictive of femoral strength than QCT or DXA 

alone [66] and can predict proximal femoral fracture location [68]. Nonlinear FE method 

demonstrated improved predictions of femoral strength [69]. For the spine, CT-based 

nonlinear FE method was clinically applied to assess vertebral strength [71] and cadaver 

studies have been performed to evaluate the accuracy of CT-based FE method [72-77]. The 

cadaver studies have verified CT-based FE method predicts failure loads and fracture 

patterns for 10-mm-thick vertebral sections [72] and can predict ex vivo vertebral 

compressive strength better than aBMD [73,74] and QCT alone [75]. CT-based nonlinear FE 

method can accurately predict vertebral strength, fracture sites and distribution of minimum 

principal strain ex vivo [77]. Based on verification by the cadaver studies, FE method has 

been applied clinically to the assessment of chronic glucocorticoid treatment at the hip [78], 

as well as teriparatide and alendronate treatment for osteoporosis at the lumbar spine [79], 

proving useful for assessing medication effects on bone strength. 

A study assessing vertebral fracture risk and medication effects on osteoporosis in vivo with 

CT-based nonlinear FE method showed that analyzed vertebral compressive strength had 

stronger discriminatory power for vertebral fracture than aBMD and vBMD, and detected 

alendronate effects at 3 months earlier than aBMD and vBMD [80]. The CV (coefficient of 

variation) for the measurement of vertebral compressive strength was 0.96% ex vivo. The 

effective radiation dose for assessing vertebral compressive strength is 3 mSv.  

CT-based FE method predicts compressive bone strength accurately and is useful for 

assessing the risk of fracture and therapeutic effects on osteoporosis, and provides unique 

theories from a biomechanical perspective. This method also predicts bone strength under 

specified loading conditions such as those normally seen in activities of daily living [81,82].  

6. Assessment of vertebral strength ex vivo by DXA 

This study was conducted at Tokyo University in Tokyo, Japan. The study protocol was 

approved by the ethics committee. 

Twelve thoracolumbar (T11, T12, and L1) vertebrae with no skeletal pathologies were 

collected within 24 hours of death from 4 males (31, 55, 67, and 83 years old). Causes of 

death for the four donors were myelodysplastic syndrome, pneumonia, adult T-cell 

leukemia, and bladder cancer, respectively. All of the specimens were obtained at Tokyo 

University Hospital with the approval of the ethics committee and with informed consent. 

They were stored at –70 C after each step in the protocol. The vertebrae were disarticulated, 
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and the discs were excised. Then the posterior elements of each vertebra were removed by 

cutting through the pedicles. The vertebrae were immersed in water and aBMD (g/cm2) of 

the vertebrae were measured by DXA (DPX; Lunar, Madison, WI, USA) in the supine 

position. 

To assess vertebral strength, a quasi-static uniaxial compression test of each vertebra was 
conducted. To restrain the specimens for load testing, both upper and lower surfaces of the 
vertebrae were embedded in dental resin (Ostron; GC Dental Products Co., Aichi, Japan) so 
that the two surfaces were exactly parallel. Then the embedded specimens were placed on a 
mechanical testing machine (TENSILON UTM-2.5T; Orientec, Tokyo, Japan) and were 
compressed at a cross-head displacement rate of 0.5 mm per minute. A compression plate 
with a ball joint was used to apply a uniform load onto the upper surface of the specimen. 
The applied load was measured by a load cell (T-CLB-5-F-SR; T. S. Engineering, Kanagawa, 
Japan). The load was recorded using MacLab/4うAD Instruments, Castle Hill, NSW, 

Australiaえat a sampling rate of 2 Hz. The measured vertebral strength was defined as the 

ultimate load achieved. Pearson's correlation analysis was used to evaluate correlations 
between the measured aBMD by DXA and the measured vertebral strength by mechanical 
testing. 

The result from the ex vivo assessment, aBMD by DXA ranged from 0.287 to 0.705 g/cm2, 
while the measured vertebral strength by mechanical testing ranged from 1.54 to 4.62 kN. 
There were significant linear correlations between aBMD and the measured vertebral 
strength (r = 0.915, p < 0.0001) (Fig. 1). 

 

 

Fig. 1. The experimentally measured vertebral strength versus aBMD measured by DXA. 
They were significantly correlated. 
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7. Assessment of vertebral fracture risk in vivo by DXA 

This study was conducted at Tokyo Metropolitan Geriatric Medical Center in Tokyo, Japan. 
The study protocol was approved by the ethics committee and each participant provided 
written informed consent in accordance with the Declaration of Helsinki. 

The inclusion criteria included ambulatory postmenopausal Japanese women aged between 
49 and 85 years old. Exclusion criteria included women with any disorders of bone and 
mineral metabolism other than postmenopausal osteoporosis, those who had any recent or 
current treatment with the potential to alter bone turnover or bone metabolism. Vertebral 
fracture was diagnosed based on lateral spine radiography. Radiographic vertebral fracture 

was defined if either the anterior or central height was 20% less than posterior height. A 
total of 123 eligible participants were enrolled in this cross-sectional study. For all 
participants, aBMD of the anteroposterior (AP) lumbar spine (L2-4) were measured by DXA 
(DPX; Lunar, Madison, WI, USA). 

Logistic regression analysis was performed to estimate risk factors for vertebral fracture. L2-
4 aBMD was assessed using sensitivity and specificity curves to determine the optimal cut-
off point as the vertebral fracture threshold. For each statistical analysis, differences were 
considered significant at p<0.05. Statistical analysis was performed using StatView for 
Windows version 5.0 software (SAS Institute, Cary, NC, USA). 

The 123 women enrolled in the in vivo clinical study had a mean age of 71.8 ±7.4 years, mean 
height of 149.4 ±5.6 cm, and mean weight of 50.2 ±7.4 kg. Measured L2-4 aBMD was 0.816 
±0.191 g/cm2. Subjects were classified on the basis of prior vertebral fracture. Among the 
123 women, 75 subjects did not have any vertebral fractures (nonfracture group) and 48 
subjects already had vertebral fractures (fracture group). The average aBMD of the non-
fracture group was 0.860 ± 0.166 g/cm2, which was greater than that of the fracture group at 
0.759 ± 0.207 g/cm2 (Mann-Whitney U test, p = 0.0255).  

Vertebral fractures were present in 39.0% of the total study population. Among the fracture 
group, vertebral fractures spontaneously developed in 29 women (spontaneous fracture 
group) and were caused by trauma in 19 women (traumatic fracture group). Among the 19 
subjects in the traumatic fracture group, 18 women developed fracture following a fall from 
standing height, and 1 woman developed fracture following a fall down stairs. To exclude 
factors of trauma, 75 subjects in the nonfracture group and 29 subjects in the spontaneous 
fracture group were compared. aBMD (Mann-Whitney U test, p=0.0033) was significantly 
decreased in the spontaneous fracture group compared with the nonfracture group. Logistic 
regression analysis after adjustment for age and body weight revealed that aBMD reduction as 
risk factors associated with spontaneous vertebral fracture, the odds ratio per SD decrease was 
1.83 with 1.13-3.26 of 95% confidence interval (p=0.0238). aBMD was also assessed by 
sensitivity and specificity curves. The nonfracture group and spontaneous fracture group (104 
women in total) were assessed in a cross-sectional manner. The optimal point on the sensitivity 
and specificity curves used as the fracture threshold to predict spontaneous vertebral fractures 
for aBMD was 0.816 g/cm2 with 69.0% sensitivity and 72.0% specificity (Fig. 2). 

8. Discussion 

Bone strength primarily reflects bone density and bone quality, which are influenced by 
bone architecture, turnover, accumulation of damage, and mineralization [5]. Previous  
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Fig. 2. Sensitivity and specificity curves to determine the optimal cut-off point of aBMD 
measured by DXA to predict spontaneous vertebral fracture. 

studies showed that aBMD explained 50-80% of vertebral strength [8-11] based on data that 
the correlations between aBMD and the measured vertebral strength were 0.51 to 0.80. In 
this study, the correlations between the measured values of aBMD and the vertebral 
strength were 0.915 and better than the previous studies. This ex vivo study showed that 
aBMD measurements in isolation might assess vertebral strength well. 

In the treatment of osteoporosis, the target is to assess fracture risk and prevent fractures. 

This in vivo study showed that aBMD had high discriminatory power for spontaneous 

vertebral fracture. The cut-off value of aBMD for predicting vertebral fractures without 

trauma was 0.816 g/cm2, equivalent to -2.62 SD compared to young healthy Japanese women. 

Low trauma fractures such as a fall from a standing height are due to osteoporosis. The 

present assessment excluded the traumatic fracture group. Therefore, the threshold value was 

not for diagnosing osteoporosis, but for assessing spontaneous vertebral fracture risk. 

This ex vivo and in vivo study showed that aBMD was a good parameter of vertebral strength 
and vertebral fracture risk. However, aBMD in isolation can only assess bone density and 
can not assess bone quality. Therefore, accuracy of assessing vertebral strength by aBMD is 
limited. 

To improve accuracy of assessing vertebral strength and vertebral fracture risk, new method 
has been developed. CT-based nonlinear FE method can accurately predict vertebral 
strength, fracture sites and distribution of minimum principal strain ex vivo [77]. Based on 
verification by the cadaver studies, FE method has been applied clinically. A study assessing 
vertebral fracture risk and medication effects on osteoporosis in vivo with CT-based 
nonlinear FE method showed that analyzed vertebral compressive strength had stronger 
discriminatory power for vertebral fracture than aBMD and detected alendronate effects at 3 
months earlier than aBMD [80]. 
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This method assesses bone geometry and heterogeneous bone mass distribution as well as 
aBMD, but cannot detect microdamage and bone turnover. In clinical application, other 
parameters such as age and bone turnover markers should be included to assess the risk of 
fracture and therapeutic effects. Methods for assessing fracture risk and therapeutic effects 
on osteoporosis in the future might include other parameters as well as CT data. 

Prediction by FE method with a smaller element size using the data from CT scans with a 
thinner slice thickness and a smaller pixel size is more accurate. On the other hand, thinner 
CT slices lead to more radiation exposure in the clinical situation. To decrease radiation 
exposure as much as possible during CT scanning, optimization of the element size of the FE 
method was performed by assessing the accuracy of the FE method simulation [83]. With 
the limited resolution of currently available CT scanners, the micro-architecture of the bone 
cannot be precisely assessed. Micro-CT and synchrotron micro-CT visualize bone 
microstructure. However, obtaining micro-CT scans of a whole vertebra in vivo would be 
impossible with the currently available scanners. Also, use of thinner CT slices to obtain 
images leads to more radiation exposure. With future developments, FE method based on 
micro-CT data with less radiation dose might be promising. 

9. References 

[1] Cummings SR, Kelsey JL, Nevitt MC, O'Dowd KJ. Epidemiology of osteoporosis and 
osteoporotic fractures. Epidemiol Rev. 1985;7:178-208. 

[2] Eastell R, Reid DM, Compston J, et al. Secondary prevention of osteoporosis: when 
should a non-vertebral fracture be a trigger for action? Q J Med 2001;94:575-597. 

[3] Wolinsky FD, Fitzgerald JF, Stump TE. The effect of hip fracture on mortality, 
hospitalization, and functional status: a prospective study. Am J Public Health 
1997;87:398-403. 

[4] Melton LJ 3rd. Epidemiology of spinal osteoporosis. Spine 1997;22(suppl):2-11. 
[5] NIH Consensus Development Panel on Osteoporosis Prevention, Diagnosis, and 

Therapy. Osteoporosis prevention, diagnosis, and therapy. JAMA 2001;285:785-795. 
[6] Kanis JA, Delmas P, Burckhardt P, Cooper C, Torgerson D. Guidelines for diagnosis and 

management of osteoporosis. The European Foundation for Osteoporosis and Bone 
Disease. Osteoporos Int. 1997;7:390-406.  

[7] World Health Organization. Assessment of fracture risk and its application to screening 
for postmenopausal osteoporosis. Report of a WHO Study Group. World Health 
Organ Tech Rep Ser 1994;843:1-129. 

[8] Edmondston SJ, Singer KP, Day RE, et al. In-vitro relationships between vertebral body 
density, size and compressive strength in the elderly thoracolumbar spine. Clin 
Biomecha 1994; 9: 180-186. 

[9] Cheng XG, Nicholson PH, Boonen S, et al. Prediction of vertebral strength in vitro by 
spinal bone densitometry and calcaneal ultrasound. J Bone Miner Res 1997;12:1721-
1728. 

[10] Myers BS, Arbogast KB, Lobaugh B, Harper KD, Richardson WJ, Drezner MK. 
Improved assessment of lumbar vertebral body strength using supine lateral dual-
energy x-ray absorptiometry. J Bone Miner Res 1994;9:687-693. 

www.intechopen.com



 
Dual Energy X-Ray Absorptiometry 

 

116 

[11] Bjarnason K, Hassager C, Svendsen OL, Stang H, Christiansen C. Anteroposterior and 
lateral spinal DXA for the assessment of vertebral body strength: comparison with 
hip and forearm measurement. Osteoporosis Int 1996;6:37-42. 

[12] Marshall D, Johnell O, Wedel H. Meta-analysis of how well measures of bone mineral 
density predict occurrence of osteoporotic fractures. BMJ 1996;312:1254-1259. 

[13] Vogel JM. Bone mineral measurement: Skylab experiment M-078. Acta Astronaut 
1975;2:129-139. 

[14] Oyster N, Smith FW. A postmortem correlation of four techniques of assessment of 
osteoporosis with force of bone compression. Calcif Tissue Int 1988;43:77-82. 

[15] Uebelhart D, Duboeuf F, Meunier PJ, Delmas PD. Lateral dual-photon absorptiometry: a 
new technique to measure the bone mineral density at the lumbar spine. J Bone 
Miner Res 1990;5:525-531. 

[16] Rüegsegger P, Elsasser U, Anliker M, Gnehm H, Kind H, Prader A. Quantification of 
bone mineralization using computed tomography. Radiology 1976;121:93-97. 

[17] Isherwood I, Rutherford RA, Pullan BR, Adams PH. Bone-mineral estimation by 
computer-assisted transverse axial tomography. Lancet 1976;2:712-715. 

[18] Genant HK, Boyd D, Rosenfeld D, Abols Y, Cann CE. Computed tomography. Non-
invasive measurements of bone mass and their clinical application. Florida, CRC 
Press 1981;121-149. 

[19] Powell MR, Kolb FO, Genant HK, Cann CE, Stebler BG. Comparison of dual photon 
absorbtiometry and quantitative computer tomography of the lumbar spine in the 
same subjects. Clinical disorders of bone and mineral metabolism. Amsterdam, 
Excerpta Medica 1983;58-60. 

[20] McBroom RJ, Hayes WC, Edwards WT, et al. Prediction of vertebral body compressive 
fracture using quantitative computed tomography. J Bone Joint Surg 1985;67-
A:1206-1214. 

[21] Cann CE, Genant HK, Kolb FO, Ettinger B. Quantitative computed tomography for 
prediction of vertebral fracture risk. Bone 1985;6:1-7. 

[22] Mosekilde L, Bentzen SM, Ortoft G, Jorgensen J. The predictive value of quantitative 
computed tomography for vertebral body compressive strength and ash density. 
Bone 1989;10:465-470. 

[23] Eriksson SA, Isberg BO, Lindgren JU. Prediction of vertebral strength by dual photon 
absorptiometry and quantitative computed tomography. Calcif Tissue Int 
1989;44:243-250. 

[24] Kalender WA, Klotz E, Suess C. Vertebral bone mineral analysis: an integrated 
approach with CT. Radiology 1987;164:419-423. 

[25] Huda W, Morin RL. Patient doses in bone mineral densitometry. Br J Radiol 
1996;69:422-425. 

[26] Hans D, Arlot ME, Schott AM, Roux JP, Kotzki PO, Meunier PJ. Do ultrasound 
measurements on the os calcis reflect more the bone microarchitecture than the 
bone mass? A two-dimensional histomorphometric study. Bone 1995;16:295-300. 

[27] Njeh CF, Hans D, Fuerst T, Gluer CC, Genant HK (ed.), Quantitative ultrasound: 
assessment of osteoporisis and bone status – Calcaneal quantitative ultrasound. 
London, Martin Dunitz. 1999;109-144. 

www.intechopen.com



Ex Vivo and In Vivo Assessment of Vertebral Strength 
and Vertebral Fracture Risk Assessed by Dual Energy X-Ray Absorptiometry 

 

117 

[28] Njeh CF, Hans D, Fuerst T, Gluer CC, Genant HK (ed.), Quantitative ultrasound: 
assessment of osteoporisis and bone status – Non-heel quantitative ultrasound 
devices. London, Martin Dunitz. 1999;145-162. 

[29] Durosier C, Hans D, Krieg MA, Schott AM. Prediction and discrimination of 
osteoporotic hip fracture in postmenopausal women. J Clin Densitom 2006;9:475-
495. 

[30] Krieg MA, Barkmann R, Gonnelli S, et al. Quantitative ultrasound in the management of 
osteoporosis: The 2007 ISCD official positions. J Clin Densitom Assess Skelet Health 
2008;11:163-187. 

[31] Porter RW, Miller CG, Grainger D, Palmer SB. Prediction of hip fracture in elderly 
women: A prospective study. BMJ 1990;301:638-641. 

[32] Heaney RP, Avioli LV, Chesnut CH 3rd, Lappe J, Recker RR, Brandenburger GH. 
Ultrasound velocity, through bone predicts incident vertebral deformity. J Bone 
Miner Res 1995;10:341-345. 

[33] Hans D, Dargent-Molina P, Schott AM, et al. Ultrasonographic heel measurements to 
predict hip fracture in elderly women: The EPIDOS prospective study. Lancet 
1996;348:511-514. 

[34] Bauer DC, Gluer CC, Cauley JA, et al. Broadband ultrasound attenuation predicts 
fractures strongly and independently of densitometry in older women. A 
prospective study. Study of Osteoporotic Fractures Research Group. Arch Intern 
Med 1997;157:629-634. 

[35] Pluijm SM, Graafmans WC, Bouter LM, Lips P. Ultrasound measurements for the 
prediction of osteoporotic fractures in elderly people. Osteoporos Int 1999;9:550-
556. 

[36] Fujiwara S, Sone T, Yamazaki K, et al. Heel bone ultrasound predicts non-spine fracture 
in Japanese men and women. Osteoporos int 2005;16:2107-2112. 

[37] Schott AM, Hans D, Duboeuf F, et al. Quantitative ultrasound parameters as well as 
bone mineral density are better predictors of trochanteric than cervical hip fractures 
in elderly women. Results from the EPIDOS study. Bone 2005;37:858-863. 

[38] Gluer MG, Minne HW, Gluer CC, et al. Prospective identification of postmenopausal 
osteoporotic women at high vertebral fracture risk by radiography, bone 
densitometry, quantitative ultrasound, and laboratory findings: results from the 
PIOS study. J Clin Densitom 2005;8:386-395. 

[39] Krieg MA, Cornuz J, Ruffieux C, et al. Prediction of hip fracture risk by quantitative 
ultrasound in more than 7000 Swiss women > or = 70 years of age: Comparison of 
three technologically different bone ultrasound devices in the SEMOF study. J Bone 
Miner Res 2006;21:1457-1463. 

[40] Diez-Perez, Gonzalez-Macias, Marin F, et al. Prediction of absolute risk of non-spinal 
fractures using clinical risk factors and heel quantitative ultrasound. Osteoporos Int 
2007;18:629-639. 

[41] Bauer DC, Ewing S, Cauley J, Ensrud K, Cummings S, Orwoll E. Quantitative 
ultrasound predicts hip and non-spine fracture in men: The MrOS study. 
Osteoporos Int 2007;18:771-777. 

[42] Durosier C, Hans D, Krieg MA, Schott AM. Prediction and discrimination of 
osteoporotic hip fracture in postmenopausal women. J Clin Densitom 2006;9:475-
495. 

www.intechopen.com



 
Dual Energy X-Ray Absorptiometry 

 

118 

[43] Frost ML, Blake GM, Fogelman I. Can the WHO criteria for diagnosing osteoporosis be 
applied to calcaneal quantitative ultrasound? Osteoporosis Int 2000;11:321-330. 

[44] Faulkner KG, von Stetten E, Miller P. Discordance in patient classification using T-
scores. J Clin Densitom 1999;2:343-350. 

[45] Damilakis J, Perisinakis K, Gourtsoyiannis N. Imaging ultrasonometry of the calcaneus: 
Optimum T-score thresholds for the identification of osteoporotic subjects. Calcif 
Tissue Int 2001;68:219-224. 

[46] Knapp KM, Blake GM, Spector TD, Fogelman I. Can the WHO definition of 
osteoporosis be applied to multisite axial transmission quantitative ultrasound? 
Osteoporosis Int 2004;15:367-374. 

[47] Clowes JA, Peel NF, Eastell R. Device-specific thresholds to diagnose osteoporosis at the 
proximal femur: An approach to interpreting peripheral bone measurements in 
clinical practice. Osteoporosis Int 2006;17:1293-1302. 

[48] Siffert RS, Kaufman JJ. Ultrasonic bone assessment: The time has come. Bone 2007;40:5-
8. 

[49] Roux C, Fournier B, Laugier P, et al. Broadband ultrasound attenuation imaging: A new 
imaging method in osteoporosis. J Bone Miner Res 1996;11:1112-1118. 

[50] Hans D, Arlot ME, Schott AM, Roux JP, Kotzki PO, Meunier PJ. Do ultrasound 
measurements on the os calcis reflect more the bone microarchitecture than the 
bone mass?: A two-dimensional histomorphometric study. Bone 1995;16:295-300. 

[51] Seeman E, Delmas PD. Bone quality - the material and structural basis of bone strength 
and fragility. N Engl J Med 2006;354:2250-2261. 

[52] Ammann P, Rizzoli R. Bone strength and its determinants. Osteoporosis Int 2003;14:S13-
S18. 

[53] Hans D, Wu C, Njeh CF, et al. Ultrasound velocity of trabecular cubes reflects mainly 
bone density and elasticity. Calcif Tissue Int 1999;64:18-23. 

[54] Gluer CC. Quantitative ultrasound - it is time to focus research efforts. Bone 2007;40:9-
13. 

[55] Gluer CC, Wu CY, Genant HK. Broadband ultrasound attenuation signals depend on 
trabecular orientation: An in vitro study. Osteoporosis Int 1993;3:185-191. 

[56] Gluer CC, Wu CY, Jergas M, Goldstein SA, Genant HK. Three quantitative ultrasound 
parameters reflect bone structure. Calcif Tissue Int 1994;55:46-52. 

[57] Bouxsein ML, Coan BS, Lee SC. Prediction of the strength of the elderly proximal femur 
by bone mineral density and quantitative ultrasound measurements of the heel and 
tibia. Bone 1999;25:49-54. 

[58] Bouxsein ML, Radloff SE. Quantitative ultrasound of the calcaneus reflects the 
mechanical properties of calcaneal trabecular bone. J Bone Miner Res 1997;12:839-
846. 

[59] Lochmuller EM, Burklein D, Kuhn V, et al. Mechanical strength of the thoracolumbar 
spine in the elderly: Prediction from in situ dual-energy X-ray absorptiometry, 
quantitative computed tomography, upper and lower limb peripheral quantitative 
computed tomography, and quantitative ultrasound. Bone 2002;31:77-84. 

[60] Hakulinen MA, Toyras J, Saarakkala S, Hirvonen J, Kroger H, Jurvelin JS. Ability of 
ultrasound backscattering to predict mechanical properties of bovine trabecular 
bone. Ultrasound Med Biol 2004;30:919-927. 

www.intechopen.com



Ex Vivo and In Vivo Assessment of Vertebral Strength 
and Vertebral Fracture Risk Assessed by Dual Energy X-Ray Absorptiometry 

 

119 

[61] Han S, Medige J, Faran K, Feng Z, Ziv I. The ability of quantitative ultrasound to predict 
the mechanical properties of trabecular bone under different strain rates. Med Eng 
Phys 1997;19:742-747. 

[62] Njeh CF, Kuo CW, Langton CM, Atrah HI, Boivin CM. Prediction of human femoral 
bone strength using ultrasound velocity and BMD. An in vitro study. Osteoporosis 
Int 1997;7:471-477. 

[63] Durosier C, Hans D, Krieg MA, et al. Combining clinical factors and quantitative 
ultrasound improves the detection of women both at low and high risk for hip 
fracture. Osteoporosis Int 2007;18:1651-1659. 

[64] Brekelmans WA, Poort HW, Slooff TJ. A new method to analyse the mechanical 
behaviour of skeletal parts. Acta Orthop Scand 1972;43:301-317. 

[65] Huiskes R, Chao EY. A survey of finite element analysis in orthopedic biomechanics: 
the first decade. J Biomech 1983;16:385-409. 

[66] Cody DD, Gross GJ, Hou FJ, et al. Femoral strength is better predicted by finite element 
models than QCT and DXA. J Biomech 1999;32:1013-1020. 

[67] Keyak JH, Rossi SA, Jones KA, et al. Prediction of femoral fracture load using automated 
finite element modeling. J Biomech 1998;31:125-133. 

[68] Keyak JH, Rossi SA, Jones KA, et al. Prediction of fracture location in the proximal 
femur using finite element models. Med Eng Phys 2001;23:657-664. 

[69] Keyak JH. Improved prediction of proximal femoral fracture load using nonlinear finite 
element models. Med Eng Phys 2001;23:165-173. 

[70] Bessho M, Ohnishi I, Matsuyama J, et al. Prediction of strength and strain of the 
proximal femur by a CT-based finite element method. J Biomech 2007;40:1745-1753. 

[71] Faulkner KG, Cann CE, Hasegawa BH. Effect of bone distribution on vertebral strength: 
assessment with patient-specific nonlinear finite element analysis. Radiology 
1991;179:669-674. 

[72] Silva MJ, Keaveny TM, Hayes WC. Computed tomography-based finite element 
analysis predicts failure loads and fracture patterns for vertebral sections. J Orthop 
Res 1998;16:300-308. 

[73] Martin H, Werner J, Andresen R, et al. Noninvasive assessment of stiffness and failure 
load of human vertebrae from CT-data. Biomed Tech 1998;43:82-88. 

[74] Buckley JM, Loo K, Motherway J. Comparison of quantitative computed tomography-
based measures in predicting vertebral strength. Bone 2007;40:767-774. 

[75] Crawford RP, Cann CE, Keaveny TM. Finite element models predict in vitro vertebral 
body compressive strength better than quantitative computed tomography. Bone 
2003;33:744-750. 

[76] Liebschner MA, Kopperdahl DL, Rosenberg D, et al. Finite element modeling of the 
human thoracolumbar spine. Spine 2003;28:559-565. 

[77] Imai K, Ohnishi I, Bessho M, et al. Nonlinear finite element model predicts vertebral 
bone strength and fracture site. Spine 2006;31:1789-1794. 

[78] Lian KC, Lang TF, Keyak JH, et al. Differences in hip quantitative computed 
tomography (QCT) measurements of bone mineral density and bone strength 
between glucocorticoid-treated and glucocorticoid-naive postmenopausal women. 
Osteoporos Int 2005;16:642-650. 

www.intechopen.com



 
Dual Energy X-Ray Absorptiometry 

 

120 

[79] Keaveny TM, Donley DW, Hoffmann PF, et al. Effects of teriparatide and alendronate on 
vertebral strength as assessed by finite element modeling of QCT scans in women 
with osteoporosis. J Bone Miner Res 2007;22:149-157. 

[80] Imai K, Ohnishi I, Matsumoto T, Yamamoto S, Nakamura K. Assessment of vertebral 
fracture risk and therapeutic effects of alendronate in postmenopausal women 
using a quantitative computed tomography-based nonlinear finite element method. 
Osteoporosis Int 2009;20:801-810. 

[81] Matsumoto T, Ohnishi I, Bessho M, Imai K, Ohashi S, Nakamura K. Prediction of 
vertebral strength under loading conditions occurring in activities of daily living 
using a computed tomography-based nonlinear finite element method. Spine 
2009;34:1464-1469. 

[82] Bessho M, Ohnishi I, Matsumoto T, et al. Prediction of proximal femur strength using a 
CT-based nonlinear finite element method: differences in predicted fracture load 
and site with changing load and boundary conditions. Bone 2009;45:226-231. 

[83] Imai K, Ohnishi I, Yamamoto S, Nakamura K. In vivo assessment of lumbar vertebral 
strength in elderly women using computed tomography-based nonlinear finite 
element model. Spine 2008;33:27-32. 

www.intechopen.com



Dual Energy X-Ray Absorptiometry

Edited by Prof. Abdelah El Maghraoui

ISBN 978-953-307-877-9

Hard cover, 146 pages

Publisher InTech

Published online 25, January, 2012

Published in print edition January, 2012

InTech Europe

University Campus STeP Ri 

Slavka Krautzeka 83/A 

51000 Rijeka, Croatia 

Phone: +385 (51) 770 447 

Fax: +385 (51) 686 166

www.intechopen.com

InTech China

Unit 405, Office Block, Hotel Equatorial Shanghai 

No.65, Yan An Road (West), Shanghai, 200040, China 

Phone: +86-21-62489820 

Fax: +86-21-62489821

The World Health Organization (WHO) has established dual-energy x-ray absorptiometry (DXA) as the best

densitometric technique for assessing bone mineral density (BMD) in postmenopausal women and has based

the definitions of osteopenia and osteoporosis on its results. DXA enables accurate diagnosis of osteoporosis,

estimation of fracture risk and monitoring of patients undergoing treatment. Additional features of DXA include

measurement of BMD at multiple skeletal sites, vertebral fracture assessment and body composition

assessment, including fat mass and lean soft tissue mass of the whole body and the segments. This book

contains reviews and original studies about DXA and its different uses in clinical practice (diagnosis of

osteoporosis, monitoring of BMD measurement) and in medical research in several situations (e.g.

assessment of morphological asymmetry in athletes, estimation of resting energy expenditure, assessment of

vertebral strength and vertebral fracture risk, or study of dry bones such as the ulna).

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:

Kazuhiro Imai (2012). Ex Vivo and In Vivo Assessment of Vertebral Strength and Vertebral Fracture Risk

Assessed by Dual Energy X-Ray Absorptiometry, Dual Energy X-Ray Absorptiometry, Prof. Abdelah El

Maghraoui (Ed.), ISBN: 978-953-307-877-9, InTech, Available from: http://www.intechopen.com/books/dual-

energy-x-ray-absorptiometry/ex-vivo-and-in-vivo-assessment-of-vertebral-strength-and-vertebral-fracture-risk-

assessed-by-dual-en



© 2012 The Author(s). Licensee IntechOpen. This is an open access article

distributed under the terms of the Creative Commons Attribution 3.0

License, which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.


