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Strength indices from pQCT imaging predict
up to 85% of variance in bone failure properties
at tibial epiphysis and diaphysis
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Abstract
Our primary objective was to validate the Bone Strength Index for compression (BSIC) by determining the amount of variance in failure load and stiffness that was explained by BSIC and bone properties at two distal sites in human cadaveric tibiae
when tested in axial compression. Our secondary objective was to assess the variance in failure moment and flexural rigidity
that was explained by bone properties, geometry and strength indices in the tibial diaphysis when tested in 4-point bending.
Twenty cadaver tibiae pairs from 5 female and 5 male donors (mean age 74 yrs, SD 6 yrs) were measured at the distal epiphysis (4 and 10% sites of the tibial length from the distal end) and diaphysis (50 and 66% sites) by peripheral Quantitative
Computed Tomography (pQCT; XCT 2000, Stratec). After imaging, we conducted axial compression tests on the distal tibia
and 4-point bending tests on the diaphysis. Total bone mineral content and BSIC (product of total area and squared density of
the cross-section) at the 4% site predicted 75% and 85% of the variance in the failure load and 52% and 57% in stiffness,
respectively. At the diaphyseal sites 80% or more of the variance in failure moment and/or flexural rigidity was predicted by
total and cortical area and content, geometry and strength indices corresponding to the axes of bending.
Keywords: pQCT, Strength Indices, Failure Load, Stiffness, Moment, Flexural Rigidity

Introduction
Peripheral quantitative computed tomography (pQCT)
provides measures of bone cross-section related to bone size
(area), mass (mineral content), apparent tissue density and
geometry (spatial distribution of mass). In addition, strength
indices, which combine bone cross-sectional geometry and
tissue density measures, are provided by pQCT manufacturer's software (XCT), or can be calculated by the operator. To
date, experimental evidence of bone properties and strength
indices that best represent whole bone failure characteristics
in the human long bone is scarce. This is especially true at the
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tibial epiphysis and diaphysis, sites that are commonly
assessed for bone loading, unloading and growth studies1,2.
Estimating long bone strength with medical imaging presents a challenge. Bone's ability to resist different types of loading (axial compression, bending, torsion) is related to both size
and distribution of the bone material within a cross-section
(i.e., bone geometry) and the material properties of bone tissue (e.g., the elastic modulus which determines bone material's
stiffness before yielding, and the micro-structural factors which
affect the post-yield behaviour of bones). The geometry of diaphyseal bone that best resists loading from multiple directions
is one where cortical bone mass is distributed at an optimal distance from the neutral axes to resist bending and torsional
loads. The cross-sectional moment of inertia (CSMI) describes
this distribution of material and is essentially a measure of how
effectively the cross-section resists bending in the x- or y-plane
(CSMIx CSMIy) or torsional (CSMIp or J) loading3. The maximum bending stress that bone can resist prior to failure can be
estimated using the Section Modulus (Z). Z is CSMI divided
by the maximum distance from the periosteum to a particular
bending (Zx or Zy) or torsional axis (Zp)4.
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Figure 1. Scanning sites are shown with the dashed lines. The solid line points the 25% site where bone was cut to separate distal part for
the compression test.

In regards to the material properties of bone tissue, the elastic
modulus (E) is a measure of the stiffness of the bone material. E
is dependent on the level of tissue mineralization and microstructure5,6. Although the elastic modulus of bone cannot be measured
directly with currently available imaging techniques, pQCTderived cortical bone’s density has been used to estimate tissue
mineralization7, which is associated with elastic modulus8,9.
Stratec software offers a bone strength index called Stress Strain
or Stability Index (SSlx, SSIy and SSIp, mm3). SSI is the product
of Z and the ratio of measured cortical density (CoD) to physiologic bone density (1200 mg/cm3)10,11. The predecessor to SSI was
Bone Strength Index (BSl), which was the product of cortical
bone CSMI and CoD7. In the rat femoral diaphysis, this classic
BSIx predicted 87% of variance in failure load in 3-point bending7. Classic BSI has not yet been validated with mechanical testing of human long bone. However, SSIp in the radial epi- and diaphysis was closely associated with failure load when loaded in 3point bending12,13. and a loading configuration mimicking a fall
on the outstretched arm13-15. The association between SSI and
failure moment or structural rigidity (bending stiffness) in the
human tibial diaphysis has not yet been reported.
At the long bone epiphyses, using any aforementioned
strength indices would be inappropriate for two reasons. First,
these indices are usually derived from cortical bone geometry,
and thus, require accurate assessment of the cortical compartment. As the average cortical shell thickness at the epiphysis
can be less than the pixel size used in clinical imaging (0.3 to
0.5 mm), pQCT is often incapable of accurately assessing cortical compartments at these sites16,17. Second, these indices
assess resistance to bending and torsional loads which are
common in the diaphysis; whereas the epiphysis is primarily
loaded in axial compression18. To resist the compression stress
transmitted from the large cartilage areas of the joint, the trabecular network at the epiphysis is conveniently aligned to
absorb energy from impacts to the cortical shells18,19. In
mechanical tests of isolated trabecular and cortical bone specimens, the trabecular or cortical density - compressive stress
relationship was related to the square of the apparent density20. Based on this evidence, an index for bone strength (IBS
or BSIC) was proposed for whole vertebral bodies21 and long
bone ends22. To reflect both the bone size and material contributions to whole bone strength, BSIc is the product of total
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bone cross-sectional area (ToA) and the square of the total
density (ToD). It is a simple reorganization of Hooke's Law:
(Stress=F/A)4. As ultimate compressive stress (F/ToA) is
directly proportional to density squared (ToD2)20, force (F) is
directly proportional to ToD2*ToA. Thus, this model provides
a non-invasive bone strength measure incorporating both
bone material and its distribution. BSIC is suited for sites primarily loaded in compression and has been used to assess the
distal radius in unilateral loading23 and the distal tibia in pediatric bone studies24,25. However, BSIC has not yet been validated in the human long bone epiphysis.
Therefore, our primary objective was to validate BSIC by
determining the variance in compressive failure load and
stiffness explained by bone properties and BSIC at two distal
epiphyseal sites in human cadaveric tibiae. Our secondary
objective was to assess the variance in failure moment and
flexural rigidity, explained by bone properties, cortical bone
geometry and derived strength indices in the tibial diaphysis
when tested in 4-point bending.

Methods
We obtained 20 fresh human cadaver tibiae from our
institution's Department of Anatomy. Age at death of 5
female and 5 male donors ranged from 68 to 80 years (mean
age 74, SD 6 years). All specimens were fresh frozen at -20ÆC
and thawed for imaging and mechanical tests. This study was
approved by the Clinical Ethics Review Board at the
University of British Columbia.
pQCT acquisition
We acquired a single 2.3 mm slice at the 4, 10, 50, and
66% sites (of tibial length) proximal to the distal tibial endplate (Figure 1) using the Norland/Stratec pQCT (XCT
2000, Stratec Medizintechnik GmbH, Pforzheim, Germany).
These sites were selected as they represent distal and diaphyseal bone sites. We used an in-plane pixel size of 0.20 mm
by 0.20 mm and a scan speed of 10 mm/s. A 30 mm planar
scout view over the joint line was acquired to define the
anatomic reference line. All measurements were performed
by a single investigator (DL).
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Figure 2. Mechanical test configurations: a) Compression; b) Four-point bending.

pQCT analysis
We used Norland/Stratec XCT 5.50 software for data analysis. At all measured sites we defined the periosteal (outer
bone) boundary with a threshold of 169 mg/cm3 using contour
mode 326. In other words, total bone area was the combined
area of voxels with a density equal to or greater than 169
mg/cm3. At the distal sites (4 and 10%), we used Peel mode 3
with a threshold of 480 mg/cm3 to separate trabecular from
cortical compartment (all voxels within the periosteal boundary with a threshold of equal to or less than 480 mg/cm3 were
defined as trabecular). At the distal site, the cortical compartment was defined by using separation mode 4 with an outer
threshold of 169 mg/cm3 and an inner threshold of 480 mg/cm3.
The diaphyseal cortex (50 and 66% sites) was defined using
separation mode 4 with an outer threshold of 169 mg/cm3 and
an inner threshold of 710 mg/cm3 26. Total, trabecular and cortical bone density was determined as the average density of
those voxels used to define the total bone cross-section and the
trabecular and cortical compartments, respectively.
pQCT outcomes
For the measured cross-section at the 4% and 10% sites,
we obtained bone property measures for total bone and the
cortical and trabecular compartments. These measures
included area (ToA, CoA and TrA, mm2); mineral content
(ToC, CoC, and TrC, mg2/mm); and apparent tissue mineral
density (ToD, CoD and TrD, mg/cm3). In addition, we calculated a bone strength index for compression (BSIC,
mg2/cm4) (see calculations below).
At the 50% and 66% sites, we obtained measures for total
and the cortical compartment. These included cross-section-

al area (ToA and CoA, mm2); mineral content (ToC and
CoC, mg2/mm); and apparent total and cortical bone mineral density (ToD and CoD, mg/cm3). We also determined two
indices of bone geometry (CSMIy and Zy) and two strength
indices (BSIy and SSIy) in relation to the lateral or anteroposterior axis of bending, defined as the y-axis.
Strength indices were calculated using the following equations:
1. BSIC=ToD2 x ToA
2. CSMIy=™(dx2 x Av)
3. Zy=™(dx2 x Av)/dxmax
4. BSIy=™(dx2 x Av) x CoD
5. SSIy=™(dx2 x Av x Dv/PCoD)/dxmax
dx=distance from a cortical voxel to the x-axis; Av=area of
the voxel; Dv=density of the voxel; CoD=cortical bone density; PCoD=estimated physiological "maximal" cortical bone
density (1200 mg/cm3).
Mechanical tests
After imaging, cadaveric tibiae were cut at the 25% site
from the distal endplate with an EXAKT low speed diamond
bandsaw. A servo-hydraulic materials testing machine
(Model 8874, Instron Corp., Canton MA USA) was used for
compression and bending tests.
In the compression test, the loading axis was aligned along
the tibial longitudinal axis. A compressive force was applied
to the distal plateau through a custom-fabricated PMMA
indentor (Figure 2a). The test was conducted in displacement control to failure at a rate of 10 mm/s. Failure load (N)
and stiffness (N/mm) were calculated from the load-displacement curve. Failure load was defined as the maximum
load on the load-displacement curve. Stiffness was defined
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as the slope of the load-displacement curve in the linear
region located after the initial non-lineal toe region. The linear region for the stiffness calculation was identified by visual inspection, and confirmed by manually fitting a linear
regression (r2>0.99) to the load-displacement curve.
We performed four-point bending structural testing on the
tibial diaphysis to determine the mechanical properties at the
weakest point in the span between the 50% and 66% sites. We
used a standardized test method (ASTM D790M-86)27 with a
custom designed 4-point bending fixture that employed a pivoting upper platen. The distal end of the cut specimens was embedded in a square PMMA pot for alignment purposes and to mimic
the structural support provided by the removed distal plateau.
The distal end of the specimen was free while the proximal medial end was placed upon a custom-made PMMA support to stabilize and prevent the specimen from rotating without medial-lateral constraint. The un-potted end of the specimen sat on a custom-made PMMA cup at the proximal side of the bottom support. Total lower span was on average three times the distance
between the top supports. The ratio of the total span to the outer
diameter in the lateral-medial direction was held constant (6:1).
Load was applied directly to the 50% and 66% sites of the tibia
(Figures 1 and 2b). The tibia was tested in the lateral-medial
direction at a loading rate of 0.1mm/s. All tibiae were kept moist
before and during the tests. Failure moment (Nm) was calculated with the equation: M=(F*L)/6 where M is the failure moment
(Nm), F is the failure load (N), and L is the span of lower supports. To maintain a constant span:diameter ratio the lower span
width (L) was changed for each individual specimen. Span width
has a direct effect on stiffness measured from the slope of the
load-displacement curve. For this reason, we calculated flexural
rigidity (EI) using the equation EI=(23/1296)*(p)*L3 where E is
the elastic modulus, I the moment of inertia, and p the slope of
the load-displacement curve (N/mm)27. Flexural rigidity is fundamentally a bending stiffness measure incorporating span width.

analysis. The average failure load was 8292 (SD 3010) N and
mean stiffness was 3884 (1044) N/mm.
At the 4% site, ToC predicted 75% and ToD predicted
68% of the variance in failure load, whereas ToA predicted
only 27% of the variance in failure load (Table 1). Cortical
bone properties (CoA and CoC) and BSIC predicted 85-88%
of the variance in failure load (Table 1). Fifty-one to 57% of
the variance in stiffness was explained by ToC, TrC and BSIC
(Table 1). At the 10% site, ToC predicted 53%, CoA and
CoC 63-74%, and BSIC 60% of the variance in failure load
(Table 1). Again, the measured variables predicted less of
the variance in stiffness; BSIC offered the highest R2 value
(0.40) (Table 1). Overall, the measures at the 10% site
seemed to predict less of the variance in both failure load
and stiffness than variables at the 4% site (Table 1).
Bending (tibia diaphysis)
Failure moment and flexural rigidity were determined for
all 20 specimens. The average failure moment was 138 (SD
42) N and mean flexural rigidity 2.9 (0.9) N/mm. Overall, all
cross-sectional properties related to size, mass and geometry
explained, on average, 70-80% of the variance in moment
and rigidity (Table 2). At the 50% site, ToC, CoA, CoC, Zy
and SSIy predicted 80% or more of the variance in failure
moment (Table 2). Flexural rigidity was best predicted by
ToA and CoA (R2=0.80). At the 66% site, greater than 80%
of the variance in failure moment was predicted by ToC,
CoA, CoC, Zy and SSIy (Table 2). The variance in flexural
rigidity was best predicted by CSMIy and BSIy (R2=0.80). At
both diaphyseal sites, CoD was not a significant predictor of
the variance in failure properties. Further, density-weighting
the bone geometry variables did not improve the prediction
of moment or rigidity (Table 2).

Discussion
Statistical Analysis
We report mean and standard deviations (SD) for failure
mechanics, bone properties, geometry and strength indices.
To assess the ability of the independent variables (bone
properties, geometry and strength indices) to predict the
variance in the mechanical test variables (failure load, stiffness, failure moment and flexural rigidity) we performed linear regression analysis. To assess the fit of each of these univariate models we report coefficients of determination (R2).
Data were analyzed using SPSS statistical software
(Windows 14.0, SPSS Inc., Chicago, IL, 2003).

Results
Compression testing (tibia epiphysis)
We determined the failure load data for 17 bones. One
bone had a fracture before the test and two bones were tested at a slower loading rate and were excluded from the
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We aimed to validate BSIC by determining the amount of
variance in failure load and stiffness explained by BSIC. We
compared this to the variance explained by bone properties
(size, content and density) measured at two sites of the distal tibiae. BSIC measured at the 4% site from the distal
plateau predicted 85% of the variance in failure load and
57% of the variance in stiffness, when loaded in compression. ToA, ToC and ToD at the same site predicted 27%,
75% and 68%, respectively, of the variance in failure load
and 32-40% of the variance in stiffness. When these variables were measured at the 10% site, their ability to predict
the variance in both failure load and stiffness seemed to be
less than at the 4% site. If the 4% site experienced more
local deformation when loaded to failure than the 10% site
this could explain the more robust prediction equation at the
ultradistal site.
Similar to BSIC and total content, cortical bone content and
area explained 87-88% of the variance in failure load.
However, since the ability of pQCT to measure the thin corti-
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Table 1. Bone properties and BSIC (mean, SD) at 4% and 10% sites and their coefficients of determination (R2) with failure load and stiffness in compression test.

cal shell is limited by its resolution we recommend caution
when interpreting results in the cortical compartment. At the
4% site, when we used an algorithm that presumes a circular
cortical ring, the estimated average cortical wall thickness varied from 0.6 to 1.5 mm among our specimens. We used a pixel
size of 0.2*0.2 mm, which may have provided enough resolution to assess thin cortical bone properties. Prevrhal and collegues28 found that helical CT accurately measured cortical
thickness down to 0.7 mm with a pixel size of 0.1*0.1mm.
However, the accuracy of pQCT-derived cortical area or cortical wall thickness at the thin epiphyseal bone has not yet
been examined. Resolution in clinical pQCT studies usually
varies from 0.3 to 0.6 mm. Thus, cortical bone measurements

at the distal tibia may be unreliable, especially at the ultradistal radius. For the clinical assessment of bone strength at the
long bone ends, reporting BSIC or ToC is better justified than
using variables derived from a thin cortical shell.
Reporting BSIC at the long bone epiphysis is also justified
for other reasons. First, as ultimate compressive stress
(F/ToA) is directly proportional to the square of ToD20,
force (F) is directly proportional to ToD2 x ToA. ToD is considered to represent the apparent density of the bone crosssection as it includes both the material density of trabecular
bone tissue and voids filled with marrow (porosity). The contribution of ToD to BSIC is more pronounced (i.e., ToD is
squared) and this implies that BSI is an index of relative
405
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Table 2. Bone properties, geometry and strength indices (mean, SD) at 50% and 66% sites and their coefficients of determination (R2) with
failure moment and rigidity in bending test.

bone strength rather than of absolute bone strength22.
Second, the BSIC equation (ToD2 x ToA) also represents the
volumetric expression of mineral content multiplied by a volumetric mineral density (ToC2/ToA=ToC x ToD). In other
words, BSIC captures the important contribution of bone
mineral mass to bone strength. Although ToC explained
75% and ToD explained 68% of the variance in failure load,
BSIC explained 85%. We were underpowered to quantify the
significance of these percentages due to the small number of
specimens. However, in previous studies that assessed predictors of failure load at the distal radius, ToC at the 4%
radius site predicted 45 to 81% of the variance in failure load
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in the loading configuration simulating a fall on the outstretched arm13-15. Similarly, radial ToC differentiated wrist
fractured from non-fractured individuals29. Future studies
with more specimens are needed to assess the ability of BSIC
to predict failure and fracture at the distal radius.
At both diaphyseal sites, the best predictors (ToC, CoA,
CoC, Zy and SSIy) explained 70-86% of the variance in failure moment and rigidity. However, CoD was not associated
with the mechanical properties we assessed. Interestingly,
bone cross-sectional area, geometry and strength indices
tended to be smaller at the mid-diaphysis compared with the
66% site, suggesting that the mid-diaphysis is relatively
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weaker than the 66% site. However, as the variance
explained by bone properties at both sites was similar, either
site would provide an adequate assessment of bone strength
in bending in the anterior-posterior plane at the tibial diaphysis. We chose to load the tibiae in this direction to test
the diaphysis in its weakest direction, in which fractures
often occur30,31, and perpendicular to the bending plane during normal locomotion. As bone geometry and mechanical
properties of the material are tuned to the loading direction
results may have differed if bones were tested in the A-P
bending32.
Density-weighting of Zy did not improve the prediction of
failure moment or rigidity. In our specimens average cortical
density values at the diaphysis varied only slightly. Thus,
multiplying section modulus with a value that represented
the ratio of cortical density to physiological density remained
approximately constant. Therefore it is likely that this constancy explains the similar coefficients of determination we
observed for SSIy and Zy at the tibial shaft. On the other
hand, the influence of CoD on mechanical data may be a factor in subjects who have greater variability in cortical porosity or tissue mineralization such as growing children, patients
with a disease or taking medications that affect bone metabolism. CoD values also vary across the cortex radially33,34 and
regionally35,36, possibly reflecting the difference in tissue
porosity37 and mineralization38. Variability in CoD may challenge the selection of an appropriate threshold used to identify cortical bone boundaries and accurate definition of the
cortical compartment.
There are several technical issues related to our design
that are of note. First, our intent was to link mechanical to
tomographical data rather than to translate findings to clinical outcomes. Despite this, mechanical tests were designed
to be as clinically relevant as possible. Fracture of the tibial
plafond occurs when the talus is driven into the tibia from
axial compression39. To represent this, we used individual,
custom-made PMMA pads to mimic the talus, and loaded
the tibial plafond at a relatively fast displacement rate (10
mm/s). The PMMA indentor was used to distribute the
applied compressive load at the distal tibial surface to minimize localized loading. However, it is possible that this distributed loading produced off-axis compressive loading and
introduced bending, torsional and shear loads at the distal
tibia. Materials often fail in shear when subjected to compressive loading40. Distal tibial (Pilon) fractures result from
a combination of axial and rotational forces39,41. Thus, relating compressive failure load to imaged variables might have
oversimplified the true loading condition. Further, there is a
high degree of geometric heterogeneity along the longitudinal axis of the distal tibia, especially where the wide epiphysis narrows to the metaphysis. Due to this variation in bone
shape, compressive loading is not uniform and failure may
occur at localized sites and in planes oblique to the axis of
loading. This is problematic as we related failure load and
stiffness to specific geometric properties taken from a few
sites aligned perpendicular to the axis of loading. The actual

failure might have occurred in either or none of the measured sites. As a result, the load experienced at failure may
not have adequately represented the failure load that each
measured site was capable of withstanding. The 4 and 10%
sites were chosen as they have relatively thin and thick cortical compartments, respectively. Therefore, they should provide comparable values to (hypothetical) measures at the
precise failure site. It seems logical that failure would occur
near the distal joint surface at the site closest to the loaded
site. The loaded site is most likely to experience local stress
concentrations that result in cracking and failure. This likelihood was supported by evidence in our study in that the
coefficients of determination tended to be greater at the 4%
site compared with the 10% site.
Similarly, the exact site of failure in four-point bending was
not determined nor was this exact region of interest scanned
prior to testing. Previous studies assessed the strength indices
that best predicted failure in 3-point bending in human
radii23, rat7 and mouse femurs42, and goat humerii and
femurs43. A three-point bending configuration enables a
more direct comparison between bone and failure properties
as the specific site that is scanned can be loaded to failure.
However, 3-point bending imposes both bending and shear
stresses at the fracture site. As tibial diaphysis fractures are
often the result of bending30, we chose to use a 4-point bending configuration to create a uniform bending moment
between the 50% and 66% sites. Tibial structure across this
region is relatively consistent. Thus, it is likely that the sites
imaged provided a reasonable estimate of the mechanical
properties in the region between the 50% and 66% sites. That
said, the uniform bending moment we applied may have
oversimplified the actual context in which fractures occur at
the tibial diaphysis where both bending and torsional forces
are experienced3. Finally, the obvious dampening effects of
soft tissue, muscle mass and tone on the loads applied to the
tibial tissue were not captured in our model.

Summary
BSIC, which combines total area and the square of total
density of the bone cross-section at distal tibia, provides a
reasonable estimate of bone's resistance to compression at
the distal tibia. In addition, bone mineral content of the total
and cortical cross-sections provided a means to robustly predict bone failure in compression at the distal tibia. Strength
indices related to cortical bone area, content and geometry
(Zy and SSIy) were also strong predictors of bending strength
at the tibial diaphysis.
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